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I 2

24V RAFNRB U ALB L BORERGFEER VAR ABEERET 57201
OECD 7R h WA RT 4422 TS, BRREEE LT,

KRB TIL, 24V AFARVEBUALECBEE, 0 AR, EHAK) | 20, 100
K 0500 mg/kg DFAET, Crl:CD(SD)7 » s (12 VT /8, 10 #Ep) 2, HETIL 42
A, HETIIHE 4 HETD 41~46 HiE, #H., BHEEO&EE L, HESDIC T3 RE
BEOES, RLUCEBMOERLUREE 4 BETORBMORE - BEICRIETE
ERET L7, £z, MREEL 500 mg/kg B GHECOWTIL, BETRREICH L 12080 5
L5 MAEESYE U, MRS L7280 L 13BNy 754 Ml 10 IE2 AE LT,
ZOH5bLO5LEEIEEME L, 42 BROREREGK T%, 2 BFMOBEIEMMAZHR T2,

B 5 M O—RIREEBIER T, 500 mg/kg REOMEREIZ IR D RE (BT | RERER,
BAOREREE) AR b7, 500 mgkg BEOKE 1 H<id, BEIEIRRT 5 FERAEXRIC
7p o7z, WED 500 mg/kg BEIZIL, & S HIFICANBAETESREBH ORI X 558 b BlE I T,
EEHINOME 2D 500 mgkg B TAH LN, HOREICRGFOEEBIIRD )
272, 500 mg/kg FEDY T T A M 1 H123, FEHRETIZERRIET L?’:D AFDOFER T
K[E LBOREICER L-RBEAEICLAERIEELHEE SN, £z, KE LMORIE IO
FICITA LNV Enb, 24- T AFARUE L AR /ﬁ*ﬂ)ﬂa:fét WL BT TR

&I LT,

MRFRAEDORER, HED 500 mg/kg BT MCH 2384 L7z, MEELFREORKE. 500
mg/kg BETIZ, RECIIREE & 747 I V0B, 1R - HEBTII BUN, 2 L7 F=1
ROEMY 3@, 774 METIIHRERD B L, AST B EH L7, 7=, REE
i1 500 mgkg BEDOFF T A M 1 Blic 7 a—ARBIERT, L, ZhbOFE
DETIZEEEIFED HiT, '

AR - MM OB E R R S OPBIIRD bR 5T, 500 mgkg BOY T T
A FMHETIE, BEIEHERTRCOFREOCEBOEER L EEEELSEMN L 72, FHEART
REORR, ML QIR OEBETFRTIREERBD DNRPoT,

HEER, R, R, DBERCREMORE « BEICREOREBIIFZED SN oT,

AHRBRIZBIT D 24P AFAR B 2RV BORERAZRSIC X Y 500 mgkeg BED
MEREIZ XM DR FEZE R A BT, 100 mekg BHIITEBR A LN P02 b,
REHRSE=EICET A2 EEEE (NOAEL: No Observed Adverse Effect Level) FZMfERE - ¢
IZ 100 mg/kg/day t#EmmES LD, £/, 500 mgkg # CHHER B O LFERESCIREH D
RAE - BBIIEREOEERA GNP b, AR EFNICET 5 EFEET 500
mg/kg/day TH D LFmIiLsd,
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1. BB E K O

1.1 BB DL HE

4 v W 24P AFNANRE AR
2,4-Dimethylbenzenesulfonic acid
ali| 4 : Benzenesulfonic acid, 2,4-dimethyl-

m-Xylene-4-sulfonic acid
CAS No.: 88619
BBNTEMRES © (9)-317
1.2 BB OBER, 5 FRARUST&

B & A

SOzH

CHs
CH;

4+ A CsH100sS
7 F E 186.23

1.3 #BRWH OB LIRS 2
% W EEHLOAOREE ITRAERR
B’ KZEE
R &M ERE» OB

1.4 SRBRME

4 B m¥T L4 ZF VB n KT
®HoE ‘

oy MEE
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1.5 #EBWE DR —M (Appendix A1)

HEMEOR —HIX, ERTIHBRMWEORARIR ALY M & RS KK EFH
(Shimadzu FTIR-8200PC) ZRAWTHIFEL, XHE Y L HEKTHZ L THRRE LT,

T DR B E ORI AR MV CEE L R CEBICE—7 2R LT e b,
WBRMEIL 24 AFNAN B AR THD LHW LT,

1.6 #tBYWEOLEH (Appendix A 2)

BB DR EMEIX, EEEE 7 o~ h 5 7 (Agilent Technologies 1090) % FH\ T,
FHBBATE AR TRICAE L n~ N 7 05T HZ & TR LK,

ZFORER, BRI S ERRTHRDO I 0 b T AMEERBLNRPST2Z L b, #
BRWEIZZ OHFICB W TREE L TWe & HIl L=,

1.7

% B BEAA (BAERR)
WOE ot DRERIETHE

2 v b F HB: O0ES82N

BOE & mESOEX
2. B
2.1 HEBREW

EWIE AT /LR - U S8R ()1 RS IR L KRR 3-17-6) ARG £
% —HAFED Crl:CD(SD)7 v + (SPF) D% Uiz,

T DB RN U B RIT, R S SRR R O AR A R T — AR S .
LRI PEERBWERURRTHS - LIk B,

HE 58 IT L i 82 VT 8 WM CMA L, MAH2ETr 7 AMIZHRE L BLE KR TRE L
72, &bz, 8 HMOFHATHMEZR T -, ThboMBEHRP, RRER2EREE
L. BAH L2 - BT BICIHEE R BIE Lie, FRFEEICI. /ToEcET 5
FAIBIEE 1 BTV, IIOW TR Z2EHEE L. TNO0RBRICEERALN
R e BID > b, B 5BIE BRI U7 A E o o ff I L VHE 48 JT & i 68 UL % 3B
L LCRE UL (85 BIARRERE. # : 355~428g. #f : 220~249g) . HEEA
R S I & 17 10 88 T o 72,
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2.2 BEOFERK & ik

REORBITRIIREE 1B L BRI 588 3 R IEA L LT, 1 BEY 0 BERES 12 VCOE)
B Ui, HRWER S L 5 BB 0RO EE BT 5 oo, BECIIXHEEE X 500
mg/kg BEICRELE SV2WEEE 10 LoV T 74 FEMEZBM L7, xtREEL 500 mgkg
BEORES 5 IR OB OHEY 75 A4 R84 5 LI oW Tk, BSHIME T % 14 RRIOE
M ERT - (EEEY) .

;R (EmES)
AW o i
x B O 12t (1001~1012) » 12 Jt (2001~2012)
20 mg/kg B 12t (1101~1112) 121E (2101~2112)
100 mgrkg &% 12 Pt (1201~1212) 12 E (2201~2212)
500 mg/kg £f 12T (1301~1312) V 12 L (2301~2312)
W7 74 FED
x M O7Mh) B — 10 Pt (2401~2410) D
500 mg/kg ($774}) B — 10 It (2501~2510) V

) BYEEOKEV S LEEEE® L L,
2.3 LT HIE
B, SR TR S BRI, BMOGEDRY 2/ & < T2 FiE (BERE
BB B TIT oz, FIHITHE 48 L& 68 ICORBREM ( (2.1 RBREY) OHE) %7
NENEEEOKE VB SIEICEREC 1 D EESICE Y BT, TXKE DB AR
DEHDOEHEREZHE L., HO/NS VB LI EEROKR X VB EE Y ST,
2.4 B OEAFERR

B OBEFENIZ, BiCHE~—b—CRRBMTLHETITo7, 72, 7 — i
EERIE S ZR LT N2 Lic, REmORBEENIIITOR»r o7,

2.5 HEHAAFTEROMAR - RFEEHY & OXR]
EIIoNY) TKIBAOMSI U-fFEE (BHESI3 = - 314 =X) ICNAE LT, KEPIIHE

DOFRERICHEBE X, M - EEEY L ORGNIL, MEZEADORICARRES. &
YWREEOEMESERAL TIToT,
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2.6 B R

1) fHERE
FHEZEORBEFHFRMER L —VE 2 UTITR L, AEEORE L BEITERE
DFEHE < >HITRLTE,

L : 23+42°C <3135 ; 21.9-24.1C, 314 % ; 22.5-23.8C>
TBEE : 55115% <313 % ; 52 - 67%., 314 %= ; 52 — 78% >
BBV 7 b : 12 RERE] ALET (8:00~20:00) 12 BRI AT (20:00~8:00)
KB - 15~17 [6] /1§
=T~ DB DINE Tk -

T ; REBPHERIN D E CHERE 1 T3 2% FE (313 %)

S - WET ; BB E REwERE

D OfREHIM ; B
T OME - IR - HES

ZEH ; ATV AR —Y (340(W) X 294(D) X 176(H) mm)

A% 18 AL ; A7V L RABUGIHA T — (340(W) X 294(D) X 176(H) mm)

& — CRICERE & AT,

ZOMORAEHE ; AT LA 2 #fFs— (170(W) X 294(D) X 176(H) mm &)
KB : ALPHA-dri™ (Shepherd Specialty Papers, Inc.)

SRER T L REBOS#TIL, NP Analytical Laboratories ©F —# % AFE L, BT
PEETHRIMEERAE L TREDRWZ L 2RERL, 207 — X IRE L,
R H e b OBE TIE

FBESEM (v - r— fEF - BRI AN - fEE6E - bL— - KES) 13, 4—
M U—TEHWTEE (8 120C. 154520 E) L,

2) Akt
fAkhL, AV X ABERTEM) CERERBR/IER 3-6-10) TELRRED CRF-1
B (30KGy- v #IHREfE Lot No.100706) ZfEHAEERIC L v BARERS ¥,
L, MRS O F DI E S, |
R LBl ORER D L REMOSWTT —FIE, TV ZNAERTEMMPOAFL
BRE Uz, REMOSHTRERIZOWTE, RBRFTEECHEE L LHFREELRBS L TEYD
BWZ EEER LI,

3) ok

gokIIA EENBEEFHAERERE) 274 F2—A B L%, BAEREL, B
HAKEEICL Y BHERXE,

BAKDAEIT. RBR E L TEHNICER L TWAKEREDOR RS, KEEESEIC
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LTRBHEECTHELZHAROHTFARLELRAL T BE0RNW I L 2R L, KE
B, MARRELRLE ¥ —RENRRT (B&EIERETHES 729-5) IK#EL, #
DFERIIRE L,

3. &5
3.1 &5 FHik

18 1[E, Faidic, 807 ev ) P2 CHEROKRE L, 2720, 5RO
Oyt WHEBEETELEEBHICIY, REMIAPEF LB Z8MH Wz,

3.2 REMEBERUVERGHRE

BEABEIIAE 1 kg 249 20 mg, 100 mg X500 mg D 3 BPEIZERE LTz, XTHREEC
IR (ERAK) oxEERE L,

BRERBIIAE1 kg ¥V 5mL ¢ L, #EERICHELZEEZ S & IICEEICEHL
7’—\—-0

3.3 REHFAEOHREHH

AXBOBEAREZHRET 5700, 14 HEIKERDEEEZHETHAR CIF. FHER
B) »EH L, THEARROKRSHEIL, 1000 mgke K& HELS L, LU, 600 mg/ke,
300 mg/kg, 100 mg/kg IZFRE L7z, 10 HE® Crl:CD(SD) T > b, 1840 MRS 5T
I, 24 VAFARVP U AR CEY 14 B B0, BEEORSES L, BERTEAK
HRLE,

FOFER. 1000 mg/kg BEOHE 1 51 & 600 me/kg BEOME 1 FiIAS, PR REEE£E > BTN
RBIZR -7 7= DYHBER L=, Z O 2 Bl OBFEAEOMICBE TR D b vz o7z,
B 58112 1000 mg/kg BEDZE < OMEREIZ RBFER B A b, F7o. REFRE HBBRE
SNBBML HoT, | |

1000 mg/kg #f & 600 mg/kg B¥ Tl & bICH S5 1 B OEKER CEAEI B L7228,
5 2 BICIXEEEMA A b, FIROFKE. 1000 mg/kg # & 600 mg/kg B OMERER
Bl BREOEENBIEZ I,

300 mg/kg B & 100 mg/kg FETiX, MRS IR G OEEIIF D b7,

D EDORRMD, ARBROBARICIT, BEOEBRED LLRD -7 300 mgkg &
EL, BEREADOHL LN 600 mgkg IEWHEZRETHZEREZ LW E L, &H
2|2 500 mg/kg W E. LT, #HEICIT 100 mg/kg, KA EICIE 20 mg/kg 2 E L.



(Study No. 0765)

3.4 B HEKR SR OB ORE ik

R U7 S TR K (LK) 202 THMRL. 100 mg/mL. 20 mg/mlL Bk 4
mg/mL OEE (wtivol) 1223 XS ICHAR L, 727250, HAHBRYEIZIT 16.1% DKy
BEENTWB 70, SERMICHEE U BB EFE L TR U, SRYEILERAAICE
LT, BEROBEY, TG ORBRYWEORESHER SN B (8 A 2#@
L7RWEECITHo T, R LARERITREG HE TREMOEXOSFET THRE L, 8 B
PIZER L7,

3.5 HBEYHERAUBRTOWBRMEORER Y%  (AppendixA 3, A4)

HBRYEFR R OEBRYEORE & ¥ —Hik, PIEFRRNREOREK S BRERIC 7 &Y
YTV TLT, TR EhOEBRYMERKE 2 SEEE s n~ N7 57 (Agilent
Technologies 1090) * HWTCHIET A Z & TR LT,

FORE. FEEOBRIEICHBITS 7 AOEHBREITSRZEREITS LT 96.0~98.5%
OFFICHY . TRIZBIT 2REDIXL DX IIEERE 0.35~0.70% D&BHIZH - 72,

3.6 R ERAMBRFOWEBRMEORZEN  (Appendix Ab)

ERWERUBIOEBRYEOREMZHER T H7-0I1C, BE5HAKANCEAE (100

Iﬁg/mL) EMEA&E (4 mgml) OFBRWERUKEZER L, B8R - BEXOFHFTT8H
| REE - R Lis. WRWEFEY 8 BB OMBMERARKE TN TR T AT LT v
7L, BBRMERE L ®ERIE n~ 2757 (Agilent Technologies 1090) % AV Tl
FELTENTNOREREZ LB LU,

EORER. EROEOEHRE L, FARFOREL 100% & LEEc, RE 8 AR TIX
mAEIX 105%., EAEIX 103% Tho7, - T, 8 HEDER»DEN DM T Trawk
BEHEE T ORRMEIIRETH D LB L=,

3.7 B 51

B - AZHLAGT 14 AR, ZSEOHARD 14 B MR OSSR T4 14 AROS 42 BRI, A%
5 L7,

i - AZHLAT 14 HRE, SEUARIT (REEOIET, RESHBE) . 2 LTRR - SLE
W I TIR AR R O 4 B TRt 42~46 B 58 L7z 85454 L7z ds - 7o MET 1R
25 A BETD 41~43 B, ARG L, 7272 L. P RO SINICHT L8
Picit, ZOHOBREII LN o, $lo, M7 T4 MEMICI: 42 AR, BRES L,

XIRRAE L 500 mglkg HEOHER NHEY 7 5 1 FNEVA 5 PLICIiT RSB THIC 14 AR
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OEIEHEERIT -,
4. RIEHEEMLICETAEE - BE
4.1 —REOBIE

—REEOBET, HEHFTIZIIER 2 B (BERIERCEEE) 1TV, BEEBRTIC
IR 1E (FER) 17, '

4.2 1TEN%RE®BIZX (FOB : Functional Observational Battery)

1) FEABE

TTEREREICBE 4 DRSS, 7 — U0 E8ME Y HTER, —U 0B EIRY HL
Te R OMERER L TER LI, 7y — U 082 I M BRI EMOSPRY B LE & %
B, F—UhroBEIY HLERIZE, WSS - iR - B - Eof - IR
OIRFER VR - SEIR - SFEOHELZBE LT, {FEB LTI, B - e - EaviR®R
1T8) - BITIREE - HRTTE) - R RUIRE: - 8 - KBOFELZBE LT,

2) RISYERE
BOSHEREL, 6% - BE -8R - BARSY - EPERRRIZOVWTTo T,

3) #BAHBIE
BAREEE (MK-380CM, =ETEEGHER) # AW T, Bk - % e bic 2 @8N %
BEL, TAENOFEHEEZOEEOME LT,

4) BRESHERE
HEEHRHEEE (SCANET MV-10, B)A LT =R ) ZHWT, £EMW 60 Mo
HREHEZRFEL,

5) 1TENEREBIEZ DB

B EHB IR SR ECEESRICE 1 BliTok, RISHERE. BHHERVBR
ESHEREITRE 6 B2 1 H4T- 7=,

- FEHBLRITR GHFM R OREIEMIRICHE 1 BElfTo 7, AL, &5 6 BOBRIILH
SO BREOB~D A bV ABBOTEDIZT T T A VNEOIZITo Tz, RIGERE, 2778
ERVEHRESENEIX. 9% L-8mc o Tk, 9B OEWEMNLEEE 5 L2 R
ELTCHDRTA (Gift4 BR) 1247V, 7 54 Iz W T3 E 6 B/ 1 BlfTH- 72,
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4.3 KERIE

B BREHRIIRE 1 %56%BE) -8-15-22-29- 3642 BICEELZAEIE L,
E7-. BEUESHIFIEE 1.8 14 BICHREZRIE L,

AZECAME - RRCATIIRE 18+ 15 RICHREZAE LT, RELUICHEIIEIR 07 14 -
20 HICHIE L, e U7X e R L3k 4 Bt ((HE OB EME4R) IWHBPEL,
MY T4 NE B IRIIRSE 1-8- 152229+ 36 - 42 BICHRERHEIE L,

F7-, EEHRIIEHE L8 14 BICHREZHIE L,
RS B3R ORE (RHREAE) 28IE Lz, SECEIITSE B IR OKEY
HIE L7,

4.4 BEHEEE

B B EHIRS 1~8 - 8~15 - 29~36 - 36~42 H BB AZRE L-, 7=, EE
HARIXEE 1~8 - 8~14 B OFEHEZAIE LT,

B FHME - ATECATIXIE S 1~8 - 8~15 A OEAEEZRIE LT, 2R U7 MEixatig 0~7 -
T~14 - 14~20 B, L 7=HIIWE 0~4 B OBEEELZAE L7z,

MY 5 4 NEMY - W ESHIRITRE 1~8 - 8~15+29~36 - 36~42 A DFHABZHIE L
77 ET-. EIEHIEIIEE 1~8 - 8~14 HOBHELZRIE L,

4.5 RIRE

HELHEYT 54 FEMWIL, &5 6 BT 1 B, RERMOFMREERL., RABRK (=1
TART A VIR, VR LANVRTT « ZAT T ) AT 47 A ZRAWTTROER
oW TREL,

BEHERB : pH, BH, FVva—X, bk EUAEY, B, vty ) —F

TN a—ANEMEEIR L7z 500 megkg BEOYT T 4 M1 BT OWTik, BIEHBKT
BRlCh S a—ADFERRE LY,

4.6 5

HETEKE G R (&G 42 B) OB B IZEESY 2B TEE U7 (&5 BRI TR
EIEEWIIEEIR (RE5ETH# 2 8HE) KT RO 0 IZHFR L7e (EEHRR TR
RECHAMEXLAT O Bz s Uiz,
SR LT - i 5 Bk
R UT= B4 Ui 7 - 410E 26 HAEY H
Y7 74 FEMWIIRAER S B OB BEESM LR TR U RS TREH)

__1 0_
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EEE I IEE B T B OB I8 U (RIE & TS .
Pl R Eit —— 7 AVREE FCHEREIIR X  ERifL U721, i - BOESH /-,
T LB TR AR ITESCOITES LT,

4.7 MEFHRE  (Appendix B)

FETIRFICAEAF L COW B 2 =7 /VIRER T CRERBIARE 0 £Rif. L, FREDEHH ZREL
7eo EDTA-2 7 U 7 AN ) W ICERR L e iigidemz A, 7 =87 b v AADER
nE CEHREHEE) CHERLUMRISELSEE L TR LML AV TRE LT,

REHER : RS, ~E7 b RE, ~~ b7 Yy ME, BlERE, A@mERSE,

m/MEE. 7o beEvER (PT) * EHEEES b BT T 25 R
(APTT) *, FHIFRMIRERE (MCV) | FERMER~ET 7 o v & (MCH) |
FHFRMER~EZ 0 e RE (MCHC) | #ERILERE

4.8 ML\ FE  (Appendix B)

FRERFICAEF L CWEBIMZ = — 7 VB T CHERENRE O~ U F U AAD R
BFICHM L, BELOBL TR LAV T TFECEE2RE LR,
BREEH BB, 7TAV7I0, AIG H, Zhra—2x RavxFo—n, T UE
74K, VURE. REZER (BUN) . 2Vv7F=r, T rIDA HYY
A, Tua—) ANy A EEY 2 AST. ALT. ALP., y-GTP, LDH,
wBriusary, CK

4.9 mHHELECBRE  (Appendix B)

BRRFICETF L OV 8 E = — 7T VIR T CTHEXEREL D ~ Y Y F 7 AADER
B L, BOSBELTELAZMEZRAWT, PYVI—F¥ A o= (T3) , 1
Fv (T4) RUORRIBREERLVEY (TSH) BEZAIE L,

4.10 JREBZERE

1) &k :
SOV TRHIRARREDHEREZBILE LT,

2) igssEERNE

FREIRRIC A1 L CWEBIc >N T, FRICR LEBEORER (MREES) 2HEL
o Filfh, BRI, AR (%) BORS - BEEOEEEE. 10%44H ) 5

_“1_
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Al U UEIKC 1 BROBEESICEE Lz, S, REEEOMIARICHT 5 EoR
(EBRERAEENL) 2EHLE,

BIERRES © TR, BRI, ODER. TTEE. EhE. FOIR. M. RIE. RECEAORE. B
| B EAEEFE, AR (EIE) | ORE - EER. K

3) AR DERAR - /A7

TREICR L7 fds - M E it L. 10% TR Y UBEE AL < U IR CEE - RIFL
Teo 72720, BERIBREFRIT7 7 VAR TEER. 10%TH ) VBEE R~ VA
WRTHRAF LT,

{RIEIRES - MAR% - . TEA, FHE. REk. ~—F R, FRR. ER/AME, OlE. &
WERRAR, Rl S (BICEEREIEALRL) . BFEE, BE, ]F. i (ElcEEi%:
BALRE) | . Bk EiR, M. 8%, e, 5. DB GZEBES) | K.
KRR, R LR FsE - BEERR. BiNZBR. PREL, TR B BERE. U L NE (RE - BEE) |
KPR (LB . B8 RBE) . B ORRRE) . BB, 4R BR

4) FREREREHRE

LEIZOVT, TEIOR L7z - AR OREAMFERE LT 2, BEX. BEHD
s - AR E R T 7 A EBLTHEIL, N~ bRV Y v =AU R U RREA R
FHEMSE CBREL TTo 7. BROBRAE THBERHALNTBWIL. a2u 7T DR
BB FSREEITo T,

RENRSS - AR - B, TR, TR Rk, FRIR. ERUME, Uik BEE RE. M,
FHie, Bhg. MaiR. febg. 2R, B, MB (FTEBEES) . KB, BE, BREEE B
% - RREAR, AR (BEZE) . SRR, TE. R, BEBE. UM (RE - BEB%) | Kb
B O(REER) . BE KBE) B BB . LR HA

5. AFERAFECRET 2815 - A
5.1 HERA#OBE

BEBEL 5 RN £ TOBE, BB (5771 NEIIR<) OB AERE -
B L, XAPRA LIEAICONT, BEEMEE AV CEER OB o7,
PRSI IERTE, BEHRUSERIEEIC SR L, RS 4 Ao 7 B ORECHE
RENDBIEZERE Lie, £, 1M EOERENE SR ESMIc VT, BEHEH O
TAGHERI S B L7,

..1 2_
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5.2 AZHEL

ZECHIRIBGH (85 15 ) OV FNoRENHERINDSGET, 4 HHZRE L LTH
—HNOHERE 1 LT O2FBE I HFETRE L, KEOKRIIEH., BRNOERE -
IEEBETORFOFREEFANDL I LICI VTV, THEBHRSNZHZER 0 B L HE
L7z, RREUMIITE BICHEN SRELT, '

REFHAENORRBELE CICBE LIEAREXRBHRERRE L, -, KEOERNOLR
BHE [ (RRESIATE RETH) X100) #EH L~

5.3 DKk OWHE

R LT, MR 18 BIZIREBE AN SR —VICB L Toath w7, ST O
FRITEESR 20 H2> 5 1 H 2 BTV, 16 Bk TSRS T L TWEEIIZOWTIEZE D
AZ4a4eA (HE 0 B) EBELRE, 7, ST o8 s Ri-G8103E OREL B

Lz, WiE 0 HOME 4 BETOER, WEREBOBELT-o -,

MR 0 B Ot A S TOHM (B IR E Lk, 72, ZHRE ( (Zhayw
BOZRAESIATH) X100) & HER [ (ERHESVE ZHREWE) X100) ZHH
L7z,

R 25 BHMUBIC> Thatk Lied o7k, BH (44 26 HHENA) ZMH LT
RO H E A HE Lz,

5.4 IEYRERAER UERERK

R UT-HEN, FERIRFICIREE A 4 U CEEBMEIC X W IREKZ B L, &bl
FEFHE L CEREEZFHE L,

INOLORERNSG, FHRFE [ GERREMHREAR) X100) 2HH L,

SR Lo T T, BERBEOA LN TeEMWIIREEM L LTz,

5.5 REMWMOBILE - BE

1) HAROERE. HERUSREILE

HAR (HE 0 B) o, ER (EER - ECR) ofti MR EOEFRONEE
BEITo7,

INODRRPDL, HthER [ ERFEKEH X100) . HAEER [ (HF 0 HOLERF
B¥EHRER) X100) | WE 0 HOARE [ (E 0 BoAFRE ERE) x100) |
RO (BoOERE MHEOERE) RUOAFROMNE (HOAFRE MO EFR
®) #HEHLE,

_‘I 3._
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2) AFRER U RIREOB R

WE 4 BETHER, AFEREOFHEE FRIREBOBELITo 2,

TORENPD . WE 4 HOLEFERE ( (WE 4 HOAFERE WE 0 BOARFRE) X100)
EUWE 4 BOAFEROMY (FE 4 BOBOAEFERE WE 4 BOMBOEFERE %
BH U,

3) EMIE
HE 0 BROWHE 4 BIZEFL WS REMII. B8 () BRI E LDk
HEFEL, HE 1LY oVHELREH LT,

4) ke
WE 4 BECTAEEFELEREWIZ. =—T7 VBT CRIE%. BREREIETIC X v Hul -
BRI EHR Ui, MR OMEENORRIIHELE, B8y (B ®iC 10% %Y &g
AL~ Y SR TCREE - ’RF LT, E£72. BREKITI=Z ) — /L THEE - RIF LT
WPFT L2 RE i, SRk, MR OEENOREIIFEE L. BREKII=H /—L
CTHEE - RF LT

6. BEAER L FiEt ik
6.1 BIEDBHE & ER

B g ZEALE Lz, BEIEO 1 OMETHEL., 2EIOEHELZEH L, FHED
MNEEUTEIMEZRBRRA L TCERED 1 DALETERTR L,

BREEFHEIL 10BNV MEE 60 ORI T MR EBEETRR LT,

EKEITg #HAE LT, BEED 1 DMETHEL, KL,

BEHEIT g B E LT, REHEAUEMEL/NURUTE 1 £ CHlE L., BEEEHE
NORIEEZB U CEEES U, ZOELZHESNMOBETRL, 1 BY ) OFHEA
EXEHL, MMRRUTE2MEPUBREALTMIRUTE INMETERRLE,

MIEFRE, MRAEERER O T A /VE 21T Appendix B 1258 U7 BAL & Hruz
EOBEL, ®RLLE, '

fEEREEEIT g B L, IMEURUTE SMETREL., RL7, BREEEERENL
B EEEME A RHRAETRL, X—% > MM T/NEELITSE 4 LZ2EBHAL,
INERUTESMNETERTR L,

HRAFHIIREHOBENOROBEROKTEETE 1 HEHE L, BEBMFICEE
ENTETRTOFRHOTHEFEH L, MMUTLLTE 2 (L2 NBEA L TOMURUTE 1AL
EFTEFRRLE,

RRFTE B - RN - RA S - ARRE - EREC AFERBOBREOTHHE LE

_14_
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HRZEE, DMORUTE2MZEBEAL OUMUBEMU TS 1A TeRR LT,

KB - TR - MEE - HIKE - e - HAEE - HE 0 A OAFRIT/PBRLTE 2
MEMEBLALUTMUIUTERE I ETERF LY, ‘

PRI/ NEGRA T E SN T FA L UMIRUTE 2L E T2 R LT,
REMOKREIL g AL E UT MRHERNC E & D EEI/MURLUTE 1ALE TRIEL,
ZOEERERETRL, MMGEUTE 2 EMUBEEA L TMUEBTE 1 ffE TE2RR
L7,

6.2 WEHIE

FHOFDEWEIABRICHAW B L LT,

ETORERVCRAEIIER TE -8R EHRE @IE) HE L

RRHR « TR - HER - RRE - FEERFREORRIT. IRHE LXK EHH T2
BREZEITo T,

ZOMDRETHELNEET —Z 1%, SRBEELEEFL LT, £ Bartlett {EIZ XY
ENBOTRRELZITV., TOR-ERPESHOGEITII— BB 0BT 21T, BRI H
EENRBO LNHEIE Dunnett DL EHBIT LV EHEOREZ T2, E£o, 8D
ZLLRWEEICRENEZE L THEBELZIBAL{L L T, Kruskal-Wallis DNEfLARE 21TV,
HMICABEENRED b NEEEIZIE Dunnett 2 OZ HEHE 21T 7=,

W7 F A NEMWIOBIET — % R OHEREE M O BEEHRIC BT A 8ET—#1x, £7,
F REEITV, SAOEOSED HURD > A1, Student D tHRIEE . HADMELA
B bR T-HATE Aspin-Welch @ t BRE X 1T o 7=,

BREIL 5B R 1% DEBEKETHEREEZITV., REBRERRLL,

7. RBROEHRM

1) HREMASRET SHEKDOEMN

2N ONTEBEORIEMEBRE L BMER Lz, BRELZEAIL, —RE08ET
500 mg/kg BEOMERICBA DR (FRIRREE) BBEIN, BEORAER R Z LIk 3,
2) EERORBREOEL
HROBLKRMEARICEIEER (20104510 A 2 H) 12, 314 ROBENKK 18%F
TEA LR, £, BEORIIHT LBRRBMEILE L, ZE L, ZhbOHEBREOE/LR
RREWCEEBLRITTZ LR T,

3) RBEEDEEEICFELRIFT L5 REE
RBEEOEEEICEEZ RET IO RERIIRD LN o7,

_] 5..
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M RABRE
-1 KERS M
1. —Hk#E  (Table 1)

1.1 # (AppendixC1)

500 mg/kg BED 7 BUCRETFRZTHRD S, AFTREERSHET oS Of%ICE
2L —EOZH DV IEHEHNICBES NI, TOHO 1 FIITAERE bR b,
500 mg/kg BEOREIEEY 1 4] (EWES 1309) HEE 8 BITFEREKICR T, AFTR
IXEIE IR TR E Tl L TR S s, EROBD L ARATER A ORIZ X 5155,
BRIIIRIRDOET bR b,

20 mg/kg FEK& O 100 me/kg BEO—ARIRIBIC I 5 OB EBIIRD b b o Tz,

1.2 # (Appendix C 2)

500 mglkg BEDYT T 4 M 1 FIAEE 10 BICHEL: Lz, ARG D RIOREEE
117 . ECEOMEIC b REIIRD bhianoTk,

BEHIMTIZ 500 mg/kg BEOZZEME 3 411 & 07 T A il 2 HlDFE 5 Fillc B E R T 2358
b, AFTRIIEGEHETOREOFIZIZERZR S, —ElOHH D5 WITHHRICBlIEE S
Nz, ZoRoOZEM 1 FUCIEEE OFERCAEMER . SAEBEOMES W O E HBE
h, IR LT, AENCIIB BEBH DR T R OAREEEEABEORIZE 5E R LR
Nz, =L, Tho0BEREAMALNEZOLICEE L, £, V774 FED 1
B b B O FEIR & R B St 1~2 B CRIE LT, 5 36105 b 1 filicik
—BEFH R R, & LA O Mt SO ERBE I,

500 mg/kg BEIZIZFFR RE OMIZHT AR B ORIC L 5EEPBE I, KT RIX
AEEEHED 3B, VT T A MED 3 HllZ—EFRIICER Y b T,

2R RO IRAAEDBES 20 mg/ke BE. 100 mg/kg B X 500 mg/kg #0414
WZH BTN, ERARBIZHISE LT RW DG EBE U RWVERFTR S L,

2. {TEMERE
2.1 F#MEBIZPTR.  (Table 2)

1) # (AppendixD 1)
- B EHIR D O/ TEREIZ BT A FEMBIRERICIX. 500 mekg B CEEFEREN 4 Fl. R

W

_16_
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IR A 2 BIR OCBILEEOERS 1 HlIcBo bk, 7, BEHEHIE PO 500 me/kg #¥
O 1ENIIIFRIRA, SHRAETRE R OTE R R ORI T 25380 b v,
20 mg/kg #¥ & 100 mg/kg B CII2BAHB ICREORBITRO b2 o7,

2) .  (Appendix D 2)

RSP OfTENEREIZ BI 3 2 FHBLERRRIC 1T, 500 mg/kg B C R H FERLE R OSNE A 5H
BEABHOIEERPE 1 PR bni, EEHETOYT 54 MECEREFRRIZZ O h
27,

20 mg/kg & 100 mg/kg #H CIILBERHBAICREOEEIR D ORI 2T,
2.2 UstE (Table 3)

1) # (Appendix D 3)
Beh 6 WIC R L - SHERERICIL, SREHEE GC&5®%§H?§?@ Loz,

2) it (Appendix D 4)
SZEOHEI MR 4 B (HRTR) 2. V7 74 MERRS 6 BICER LG RAR
213, SREEBIERSOEBIIZD LR T,

2.3 #J7 (Table 4)

1) # (Appendix D 5)
¥ 5 6 BICERM LU IBABEE T, B - REOB R EOEBIZBD b o T,

2) # (Appendix D 6)
ZECHEII i 4 B BEHIRTR) &, 37 74 b5 6 BioEhk LB ARE CIL.
Ailfk - Tﬁﬂfiwﬁﬁilﬁ’é—ﬂ)ﬁﬁ%ﬁ%b bRl

24 BREFHE (Table 5)

1) % (AppendixD 7)
BE 6 BIZEREL-HEOBBEHEIIREOEEIRD NN T,

2) #Ht (Appendix D 8)
otk 4 B (BESIRTH) CHIE L7t (BE%) TiX. 100 mg/kg B L 500 mg/kg #ED

_17_
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BIEBRLE 20 BN 5 80 5D 10 5O B REBHEICH AN FHICAERREIED b,
Lo L., $BEIERR (60 [ o BREFEICHIENREEERTIL LN oz, £,
#5 6 BIZ 1 EEIE L7z 500 mgkg HEOYTT 7 4 METIE, HRESHRICRSOBEILR
ool o T, HWOHBEBERIIRGOEZEITHED L2V A LT,

3. K&

3.1 # (Table6) (Figurel) (AppendixE 1)

500 mg/kg BEOEEAE G LM K OEEHE & & IS REICHE U CRECHR L (B
FHERIZERZERL) . BEESRICHERORERS L 500 meg/keg HO 141 (@WMES
1309) DkEIT, #5 36 HUBRLICHA L, MEEESRD ONZEE 8 AL LITEL
WD EIR LT,

20 mg/kg #f & 100 mg/kg BEOREDHR IR S OEEIR DO oz o T,

3.2 M (Table7,8) (Figure2,3) (AppendixE 2)

RECHE DR E ORI G DREIIFD bIRh o7,

500 mg/kg BEDYV 7 7 A METIL, #E5 29 HOKRENFEFHIICE BREMEL R L,
772 L. ZEDMOBE H OEEICIIERH N2 o7, BEHHP OEREOHREIHY
MEENX 72D E BT LTz, #6-> T, 7 74 MEOKEOHRIZ L IRGOZEIIRD b
Mnoig

4. BfiE

4.1 # (Table9) (Figure4) (AppendixF 1)

500 mgkg BEORE 1 HOEHENTRFICHB L CRETH -7 (WArFEHNRERE
2L) . TOBRORELHMOBMEITIIHRHEL OETBDONRD o7, Fo, EELH
IR D BERH BT 500 mglkg #0145 (EpES 1309) Tid, [EE 2 HOEBLEERN
BEITRA L,

20 mg/kg & & 100 mg/kg HOEBEICIRKEDOZEIIRD D2 o7,

4.2 # (Table 10, 11) (Figure 5,6) (AppendixF 2)

REHER T T4 FMEOREHRF OB EICREORZBIIBD bLRnoT,

500 mg/kg HEDYT 7 METIT, EE 1 BRO 21 @Eﬂgﬁﬁ%ﬁumﬁbfﬁﬁ
R U (BE 2 RI3EEFREEERL)

_1 8_
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5. [RIBF (Table 12)

5.1 # (Appendix G 1)
56 BICER L RBREOKERICEREOEEBIIR D bR o7,

5.2 i (Appendix G 2)

W5 6 WICYT T4 METER LZRBREOH R, 500 mg/kg D 1§ (@EHES 2508)
DTN — ARG (3+) ZaRLE, KFICOWTRIEHFR TR 7V a—20F
BERELEFER. BETHo,

6. MIKRFHRE

6.1 % (Table 13) (AppendixH 1)

- REHIRR TRO 500 mg/kg #L: MCH DB HRD biviz, AP RIXEIESRE TR

IR bhidol,

100 mg/kg BED~FE S 0 © U EERMREICHE L CEELR Lz, L2 L, 500 mg/kg
BIIIERA LN VDR GORETIERNEHE L, o T, 20 mgkg ##L 100
mg/kg BED MK FREORK RIS OEBIIRD O Rh o7,

6.2 #t (Table 14, 15) (Appendix H 2)

- 20 mg/kg #E 100 mgkg #H D PT REHIHE L THELZ R L, ROEA@LKE

(others THKFT) BRBEICHE L TREZ R L7, LML, MREFR L HIZ 500 mg/kg
BECITA DRV DI S ORI LW U, 6o T, SR - HEEMED MR
DFRERIZER G OEEIIFBD b oz, '

B 5 WM TR 500 mg/kg BED YT T 1 MHED APTT 235 REFICHB U TIRfER R L
Too LD>L. #HIR - HEEMEZ I A 0T, BEHEE TR bR WVBEHRER TS
B, EDEETIIRWEHB L., o T, 774 MEOIMBRFREOHERIZHE
HOEEBIIBO MR hoT,

7. MRE(LFIRE

7.1 # (Table 16) (AppendixI1)

BEHIRK TEO 500 mg/kg HICRER LT AT IV ORBADBRBD b, FFTRE b

IEE IR TSI b vk o T,
ESARIC PR O RA 535 Bt 500 mefkg B 151 (B9 1309) TiT, ALT &
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AST RMhoEhiic bk L CEfEA < L7= (ALT 361 IU/L, AST 3831IU/L) .,
20 mg/kg #f & 100 mg/kg BEDO MBALFREFBRICER S OBEBIRD bhed oz,

7.2 # (Table 17,18) (Appendix12)

500 mg/kg BEOMYR- HEMEIZ BUN, 7 L7 F=V RUERY ORI PIRBD bz,
¥£7-. 500 mgkg BEOYT T A4 MR SRR TRICRE QOB & AST O FE A
Db, ZHEOEITEELIME TR 500 mgkg BEOV 7 74 MEZIERD bhie
BT, \

EIE IR TRAIC 500 me/kg BEDOY 7T 714 PEOEM Y o S REICHE L TEEER
L7eas, BEHBRTROYT 74 MEROFER - HECEZ ST, BIRE DR D
BEORETI/VEHE LT,

20 mg/kg FEIZRE VY L OMRA LN, &5 AR LW E kol
OEREOEETIIRW I Lz, -5 TC, 20 mgkg B & 100 mg/kg O MK ALFRE
RBRICBREDEEIRD b T2,

8. MHHRAERE (Table 19)

8.1 # (AppendixdJ 1)
gD T3, T4 KO TSH BEOFERIZEEOREIRD LNRI -T2,

8.2 Mt (Appendix d 2)
Mm3EF D T3, T4 KOTSH BEOFHRICEEOEEIIRD LRI -T2,

9. E@%ﬁﬁﬁ
9.1 % (AERBIE) (Table 20)
1) i# (Appendix K 1)
BEHME TRAIC 100 mg/kg #2001 FITRE KOS (FA) SBEEINh:,
FEHE IR B E 234 5177 500 mg/kg D 16 (FHEF S 1309) TiX. 8 b KB
T TH RADFTENRD b, i AR BEEA~DFRL~ U VEABTE R,
2) # (Appendix K 2)

5 10 BITFL L7z 500 mgkg HEOYV T 4 M (@pFE S 2506) 1213, Bl AR
FoE LT,

_2 0_



(Study No. 0765)

B G TIRAZ 100 mg/kg BED 1 BITHTIBRD ~ V=7 (UhSRBRIE~LV=T) B8
g2xhi,

9.2 R E &

1) # (Table 21) (AppendixL. 1, M1)
BEHHK TROBHRERICRSOEEIRD bhkhoT,

EE R T RFIC 500 mg/kg HEOFR E TRAOERKELISRIICHE L TafEE

AL, BEIEBRFAOZEENKELZR LZ, UL, HEHBRK TEICIIRZD LR
SleZ &, ., REHEEFAIRE CEERLEBEEOL AFTERNBA LN LD
BEIZ L ABREEN TRV HET L,

2) # (Table 22,23) (Appendix L 2, M 2)

R - HEMOBSHREEICRGOEBIIZ D bR » 0T,

500 mg/kg BEDYT 7 4 METIT, HEHMR TR, BREOMOEEKEL.OBEM
B BT, o, EEHIRKTRICIIIFR E BiEo ZE &R CEEEELOHEMIED
b,

B 5B T RRZ 500 mglkg OV T T 4 MEOHRHEHAED, XTHREHICHE L CEME
BR LT, DA, B EHIRE TR, KRB 5 IR T Ry & BE S 0% 5
BIOEEIZRY B4E L BEHME TRENSYICREEORE VBN EE SR TH
5 (5 T RSB Y | Ty 287g, EIEEMW) - i 263g) .

9.3 REMHAFTRE

1) H# (Table 24) (AppendixN 1)

RELE2ToOMEBKRICEREDOEEL IR T HREIIRO Lo T,

—REOBE TR DRERL LN LD, 2 >N TRIEOHEBRELZ ER L
=R, BEFIIEDonizhot,

B 5 HIRI# TR O 100 mg/kg B0 1 5 & HIE B T RO 500 mgkg 0 1 FlOREEIC
R OSSESBIE S, L, &8 1 BIOREICH SN BE S 7 1T ORZ
ThBIEPLEBSOBETIIROEHE Lz, £z, BERTIIEFIC W TBTFRRYT A
INDOBREOREFHMCEEZLZBREERRD bR ho T,

H YRR T R OEEERE TRICEREEOS 1 B0 RS L DT B AR 2
b=, Hla2u 7TV U HKOGERAIITEBETH D = &L PERENT,

RO AIREE T 100 mg/kg BED 1 iz H LR FEOFES (D X, B
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PI3FRE & BT S,

2) i (Table 25) (Appendix N 2)
<§Et{§]> 500 mg/kg BED YT 74 Ml 141 (EE S 2506)
MESEA B SUVE BRSO TRAE & B3R DT, K ERICIIRIC K D REHE LR
b hivfe, £, B EFEENRA LN, BEOHME#> T,
< ATFB >
BE L2 TOMBRITREDZEL ST 5 REITAD bR o7,
—fRBEDBECIERDORERL LN L0 b 2FIC DN T REDMRRRRE 2 32/ L
=B, BEEZRD LR,

B

-2 AFE3AETEME
1. #EEH#  (Table 26) (Appendix O 1)

500 mg/kg #£D 1 4] (EmES 2308) 1, ¥5 4 A ) OZRHBE CREM SRR
WARIEH Erfe U7~ 7= O B AH & RHIE LT,
BHLUAEESRCESOEBIIRD LN o T,

2. ZEORAEE  (Table 26) (Appendix O 2)

14 BEOREHEPICLFARZTRE L EEAIXs BF) . 7. REFFERKICH
ROZETRL, BREOEBIIRD NPT,

100 mg/keg D 141 @HFS 2204) & 500 megkg FHD 14 EHHE S 2309) 11, &
IR 25 AN BIC o T bIROMEN Ao T2 feth, FEIE 26 FAEY B ICHIR LR, 51
RICIHRBEEIT R, FEICIIBESCERENBEIN o7, - T 2 FHIFRIEELH
Wr L7z,

3. IHIER U 1E  (Table 26) (Appendix O 2)

ﬁﬂiﬁfﬁﬂﬁﬁaﬁ*&tﬁ T ot (BEW) ORBICEEDOHRLNIZGNIRN o7, Fio, HIR
B (RE»LHHAETOHE) ICREOREIED bI) o1,
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4. FK (Table 27) (AppendixP 1)
IIRBEA, ERERROERBICREOEEBIIRD NN T,
5. R LWE (Table 27, 28)

5.1 B4R (MiE o0 A) DB (Appendix P 1)

EROE LI, 551, HE 0 HOAFROEK L, WE 0 HOAEGTEERTHAER,
HERE IR DRE IR 5 ORBIIRD bR o T, £, ARBECEEOR LN RS
BbLHARIS T, |

5.2 WERRE REmo—ikiE (Appendix O 2, P 2)
BRI E IR O R BICRE 1T . BEOEBIIZD LN o7,

53 HE 4 BOREY (Appendix P 2)
WE 4 BOEFEROK LR, AFEROHHATEROEE RS DEEIIRD LR
note,

5.4 Hk (HEREE) (AppendixP 2)
HRCEREEFROLZ N IREMWII 2o T,
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IV £

1. REHRGEM

2,4 AFNRUE U ANVK VB OREF T GICRFER R ET Rt 500 mg/kg BEOMERE
B LNTEHRORE ThHhoTe, MERFOLZITRFEHFERETHY | RENR, FFREKR
ROROERL NG Hol, BEO 1 G CIIFERER S EELEIC 2> TH LD
BT, KRBROFRR (100, 300, 600, 1000 mg/kg 14 H B O#5) Tii., 600 mg/kg
FEOME 1 1 & 1000 mgkg BEOHE 1 G FERIREE (BHORR) %2 L CHsEIRERICZ2 » 8hE
B LT, PR DR E T 600 me/kg B CIXMiThH o743, 1000 mglkg FEOMERE 2 13 REENE
LR FRERRD b, RECHBEFBEFORIC L DIEL b H DT, THRART
8B U8k AR OBRIEBIC 2> TH LR EF R A LN -8 TiE Hii T
BHDWVIEE»OKBIZNT TOEEENERTHIEL TWe, ZhiX, iFoEEIIe b
B2y Ob b OFFRNRETH D 7DI0, BENEAZE LA ORI L YRR EHL
BN~RELTLERRICLDEE XD, FITARBTIE 2,4V AF AU E RLR
VB D BFIE A~ DIEENE 4 T B 12 I BIEOFEM R E &+ BMERE L. S5z Lk
B, BIEOHEZREZ T X9 RKEZEOHREIRD N o, o, [RECHIZ LR
WEEDORK L 725 L 2 FHRE TR D O ofs, [IBITRERALIIRNI Ehb,
FRUR REED R SR i GERE) OMEBIERICL 2 2B bNn D8, TOFLIIRES
niehoi,

Y5 T A FHED 500 melkg B 1 HIAREE 10 BIZZ2RE1 Uiz, 2600 BIZi3ZZKi8 K
WL, BRL W, REEBRE CHBENORE EHICHIT TRIERERAH Y | BRIk
DREOHED A LIV, MICITBM - AKEXARD iz, BIEEZEOTMOMEES - Mk &
BIiCERT S LI REBERERBZ LR, #- T, ERRIEE EBMOPEICLIEL
HThHhdEHESNT, ZEL, ZOBMNOREIMOBIIIIA NN TZ b,
500 mg/kg BEIC A DR RE L OBERIIIEWE B 2 5, i, REIOKEREL, B
VT K AR N SRR GO R OFRBE L B ETE o U D
EMD AKBFIDOETIL 2,4V AFARL P AR BOEHICEENICER L-L 0Tk
CRVEHBTL, SHME (NOAEL) WY I LAdoT,

—ARREEE TIE, RAFEDIFC, TITHED 500 mekg B THMSRAERERBFEORIC
L ABEEPRBD bV, KFTRIT—FNICALNTERFE TH o720, FRABRTLRD L
BB L BB ThHD, T, AT RSB SN 500 meke BEOFT T4 ML B
. RBRETI NV a—ZARB LR L, 7272 L, BIEMEK TRICIIEEIC2 D, EESE
BT bz, A2, WEARRE CERICRMAE OBRMABAERL LN, Z 0T
RIIXBEOBMICH LIZLIEALNDIRER TH Y SEATEREBORIC X 215 50R
HADZ N a— R S IIEEORWS D EE 2 5, A% ETe 500 mgkg BEOMEREIZIX
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B E £ TR 3 5 MO BUN 7 V7 F = ORMTRipo T,

500 mg/kg BED YT T A MMETIL, BGIRM TRACER, Bk OB O E R E LN
L. EEHIFRE TRICIEATRE CBBOEE R & ERKELOE ;T THMPRD b, #&
GRS TROEMMEERE,NLHEH S BEREELORETH V ( REOEETITRN
EEZ D, —). FEHRRTRHROLCIERFELRLT TR ZERELEHHETHL Z &
B I & BT 2 U BB ST B0 DB BRMEL T B TR B E
TEIRW, 727U, BRI TS & b ICHIRIE RS OIS AL 2 & o CRIRRA
LIFFBD o2 h o7,

KD 500 mg/kg BED KBNS RBIC o U CIEMETHS L, (REEMN OGRS 5
e, MEDOKBEHBITRE OREBIIRD bhiRhoT,

MEFRE CHED 500 mg/kg BEIZ MCH O/ A LIV, Fi-, MERAELFRA TH

® 500 mg/kg BEIZHER & TNV T X OB METIE 500 meg/kg BEDO YR - HEMEIZ BUN,
IVTF= U ROERY R, VT T A MNICGRERORD & AST 0 ERB3FB D L
7o MEEICHEB L CHOLNEFRIIBREADOELY ThoTr, AFTRZ2E& D CTHKED 500
mg/kg BIZA OGN TNTNICH LR BEEEN R, BEESH Y, BEL O

BIXRHATH D, 2L, BARICHAONEENTHHD, BEOHBETETE2ho
7o

2. AFEREAEM

AECHTOME A IBIZE T 500 mg/kg #£D 1 FICRIFH OEIFN S b e WIEF IR E S
Zxhi, RENIZEPKIL L, REHE LU Z &0 b AEFHEREHRR - HEICIIEEIT R
EEpol, .

14 BRI ORZBEHIE PRI 2B R % L7223, 100 mg/kg # & 500 mg/kg BEO£ 1 HlIIAR

HEThotz, NETEE 1 FITHY, —RIRE, KE, WHEFERERSICREORERRAE 2

HEIBBFEITHESL GICHA LN Z e b, BEHITHY . HEOEETIIRNE
HIWE L7z,

MEREDAEFERR - BIEFIRRXBROBTFERY A 7 V&R EOEEIT 2 R8WoR4s -
FKEILRIETTEELRD o7,

3. M|EME (NOAEL: No Observed Adverse Effect Level)

ARBIZBITS 24TV AFNARVE U ANVEVBOREROBREIZX Y, 500 mg/kg #0
HERE L IR O B 72 & DESE A 7 B L. 100 mgfke BET 137 bR S o 7o = & 30 b RER S
FMEICEE 9% NOAEL I3itf#fE &~ $ 12 100 mg/kg/day & &EmSvd, 7. 500 mgkg BT
MR B O ATHREICRBMORE - BH IR GOEER A ONRP-T2Z b, A
A FMIZE T 5 NOAEL IX 500 mg/kg/day TH D LfEmInsd,
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V 3k

1) OECD. 1996. OECD Guideline for Testing of Chemicals 422 “Combined Repeated
Dose Toxicity Study with the Reproduction/Developmental Toxicity Screening Test” ,

Paris: Organisation for Economic Co-operation and Development.
2) BIFALZWR). 2004, m-¥ L ir4- VR n AR TRUEZET—2 v— b .

3) BELFWR). 2010. m-F L 4- R VR VEE n KR, RBREE.

Q) WMATBOEN PFEEHHRATATREES  AHEIEAMD ALY MTF — 5 _—X

(SDBS) . m-Xylene-4-sulfonic acid. http:/riodb01.ibase.aist.go.jp/sdbs/ [T 7 & X
2010 426 A 22 HI.

5) BIBTE(S. 1986, EMEMRBICNGT v b, ~ ¥ A OKEECOMETIC L BB
O IEREHT A DOMESE. K L IHHE 14 © 7285-7302.
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(Study No. 0765)

Table 1 General clinical observations of rats treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

Administration period : Recovery period
Dose (mg/kg) 0 20 100 500 ’ 0 500
Male
No. of animals examined 12 12 12 12 5 5
No. of live animals 12 12 12 12 5 5
No. of dead animals 0 0 0 0 0 0
Findings ¥
No abnormalities detected 12 12 12 5 5 4.
Respiratory noise 0 0 0 7 0 0
Irregular respiration 0 0 0 1 0. 0
Deep respiration 0 0 0 0 0 1
Soiled perigenital region 0 0 0 0 0 1
Oligo-stool 0 0 0 0 0 1
Hypothermia 0 0 0 0 0 1
Female
No. of animals examined 12 (10) 12 12 12 (10) (5) @
No. of live animals 12 (10) 12 12 12 (9 ) @
No. of dead animals -0 (0 0 0 0 (1)) ()]
Findings ” ’
No abnormalities detected 12 (10) 11 11 TG (5) @
Respiratory noise 0 0 0 3(©2 (1)) (1))
Irregular respiration V(1)) 0 0 1) (1)) ()]
Deep respiration 0 (0 0 0 10 (1)) (1))
Oral breathing 0 0 0 1) ©) ©
Nasal hemorrhagic discharge 0 O 0 0 2 (0) ()] )
Soiled perigenital region 0 () 0 0 3 (3 (1) 0)
Loss of fur 0 1 1 1 ()] ()]
Decrease in locomotor activity 0 0 0 1 ) )
Flatulence 0 (0 0 ] 1@ ()] ()]

YData represent the number of animals.
Parentheses represent the number of satellite females.



Table 2 Detailed clinical observations (functional observational battery) of rats treated orally with

(Study No. 0765)

2,4-dimethylbenzenesulfonic acid m’ the combined repeated dose and reproductive/developmental

toxicity screening test

Administration period Recovery period
Male Female Male Female
Dose (mg/kg) 0 20 100 500 0 20 100 500 0 500 0 500
No. of animals examined 12 12 12 12 12(10) 12 12 1200 5 5 5) @
Removal from cage
Touch response
Normal 12 12 12 12 12(10) 12 12 12010 ‘5 5 (5) @
Ease of removal
Easy 12 12 12 12 12000 12 12 12010 5 5 G @
Handling observation
" Ease of handling
~ Easy 12 12 12 .12 12000 12 12 12310) 5 5 5. @
Temperature of the skin :
Normal 12 12 12 12 12(10) 12 12 121100 5 4 5) @
Low 0 0 0 0 0(0) 0 0 0 0 1 (] (1))
Hair coat .
Normal 12 12 12 11 12(10) 12 12 1110 5 4 ) @
Soiled, perinasal 0 0 0 1 o 0 0 0(0) 0 0 o o)
Soiled, perigenital 0 0 0 0 00 0 0 10 0 1 ®
Complexion
Normal 12 12 12 12 12100 12 12 12010 5 5 ) (4)
Eye
Normal 12 12 12 12 12(100 12 12 1210 5 5 (5) @
Salivation
None 12 12 12 12 12100 12 12 12(10) 5 5 G @
Urination
None 0 11 11 11 11100 11 12 1110 5 5 & W
Observed 2 1 1 1 o 1 0 1(0) 0 0 (1)) ©
Defecation
None 10 9 10 11 11100 12 11 1209) 5 5 (5) @
Observed 2 3 2 1 100 o 1 o) 0 0 o O
Observation in arena
Posture
Normal 12 12 12 12 12100 12 12 12010 5 5 & @
Activity
Normal 12 12 12 12 12100 12 12 12(10) 5 5 6 W
Exploration
Normal 12 12 12 12 12(10) 12 12 1200 5 5 5) (€Y
Gait :
Normal 12 12 12 12 12100 12 12 12(10) 5 5 [GY
Stereotypy
None 12 12 12 12 12(10) 12 12 1210 5 5 (9] @
Respiration
Normal 12 12 12 8 12000 12 12 1130 5 4 ® @
Noise 0 0 0 4 o) o 0 10 - 0 0 ()] ©
Irregular 0 0 0 2 0o 0 0 0(0) 0 0 (1) (1)
Deep 0 0 0 0 0o o 0 0(0) 0 1 0 )
Tremor/twitch/convulsion
None 12 12 12 12 12000 12 12 12010 5 5 (5) @

Data represent the number of animals.

Parentheses represent the number of satellite females.
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Table 3 Reflex/reactions (functional observational battery) of rats treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose and reproductive/developmental
toxicity screening test ‘

- Male Female
Dose (mg/kg) ) 0 20 100 500 0 20 100 500
No. of animals examined 12 12 12 12 5 (10) 5 5 5(9)
Visual forelimb placing response
Normal 12 12 12 12 5 (10) 5 5 59
Auditory reactivity
Normal 12 12 12 12 5 (10) 5 5 5(9)
Tail pinch response
Normal 12 12 12 12 5 (10) 5 5 5(9)
Pupillary reflex )
Normal 12 12 12 12 5010 5 5 59
Aerial righting reaction '
Normal 12 12 12 12 5(10) 5 5 5(9)

Data represent the number of animals.
Parentheses represent the number of satellite females.



i,

(Study No. 0765)

Table 4 Grip strength (functional observational battery) of rats treated orally with

2,4-dimethylbenzenesulfonic acid in the combined repeated dose and reproductivé/developmental
toxicity screening test

Dose (mg/kg) 0 20 100 ' 500
Male
No. of animals examined 12 12 12 12
Forelimb grip strength (g) 395 £ 116 366 = 80 410 £+ 118 372 + 90
Hindlimb grip strength (g) 393 = 89 370 = 41 411 £ 52 383 + 88
Female (dam)
No. of animals examined 5 5 5 5
Forelimb grip strength {(g) 229 * 40 237 + 86 255 + 37 312 =81
Hindlimb grip strength (g) 217 + 65 208 + 66 206 + 45 203 + 29
Female (satellite)
No. of animals examined 10 — — 9
Forelimb grip strength (g) 195 £ 75 - — 198 + 45
Hindlimb grip strength (g) 211 + 60 , — — . 247 £ 48

Data represent mean £ S.D.
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Table 5 Locomotor activity (functional observational battery) of rats treated orally with

2,4-dimethylbenzenesulfonic acid in the combined repeated dose and reproductive/developmental

toxicity screening test

Administration period

Dose (mg/kg) 0 20 100 500
Male
No. of animals 12 12 12 12
Interval count
0 — 10 (min) 2674 + 693 2851 + 1275 2430 + 1436 2241 + 1130
10 — 20 (min) 1394 + 774 1399 + 971 1082 + 1015 1448 + 828
20 — 30 (min) 816 * 850 954 + 924 654 + 972 703 + 791
30 — 40 (min) 837 + 763 1162 + 1195 764 + 739 547 + 417
40 — 50 (min) 958 + 824 609 + 792 596 * 633 353 + 405
50 — 60 (min) 822 + 763 427 + 504 419 + 603 430 + 459
Total count
0 — 60 (min) 7501 * 3411 7403 + 4580 5944 * 4589 5723 =+ 3084
Female (dam)
No. of animals "5 5 5 5
Interval count
0 — 10 (min) 2236 + 932 2824 + 581 2290 + 1423 1771 + 1553
10 — 20 (min) 1461 + 932 1049 + 916 1005 + 1066 715 + 973
20 — 30 (min) 1479 + 209 2005 + 1554 414 * 434 ** 30 + 19 **
30 — 40 (min) 773 + 1064 1127 + 1531 564 + 971 17 =25
40 — 50 (min) 927 + 703 420 + 697 509 + 652 729 + 1059
50 — 60 (min) 688 + 809 108 + 189 1113 + 1427 673 + 934
Total count
0 — 60 {min) 7564 + 2414 7533 + 1690 5895 + 4582 3936 + 3582
Female (satellite)
No. of animals 10 — — 9
Interval count
0 — 10 (min) 2709 + 1547 — - 3484 + 1118
10 — 20 (min) 1602 + 1381 - — 1605 =+ 1221
20 — 30 (min) 1454 + 1514 — - 1413 + 1395
30 — 40 (min) 1380 + 1308 - — 1092 + 924
40 — 50 (min) 798 + 1159 — - 1450 * 1556
50 — 60 (min) 877 + 1242 - — 454 + 629
Total count
0 — 60 (min) 8819 + 7012 — — 9498 + 4947

Data represent mean £ S.D.

** p<0.01.
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Table 6 Body weight changes of male rats treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 20 100 500
Administration period »
No. of animals examined 12 12 12 12

Days of administration

1 : 389 =19 389 + 19 389 + 20 389 + 20

8 410 £ 25 406 = 22 407 = 24 385 + 26
15 436 = 28 431 £ 24 429 + 28 409 = 27
22 456 + 30 448 + 25 444 *+ 28 429 + 30
29 479 =34 472 £ 29 464 * 32 452 + 30
36 501 + 34 493 = 32 484 + 36 473 + 31
42 514 + 38 505 + 31 494 * 37 484 + 31

Recovery period
No. of animals examined 5 — — 5

Days of recovery

1 524 + 36 — - 493 + 22
8 538 41 . — — 501 + 24
14 560 * 42 ‘ — - 502 £ 71

Data represent mean + S.D. (g).
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Table 7 Body weight changes of female rats (dams) treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 20 100 500
Premating period
No. of animals examined 12 12 12 12
Days of administration
1 233 +9 - 233 +9 233 £9 233 £ 9
8 244 *+ 12 237 £ 11 240 £ 12 239 =13
15 249 £ 16 240 = 14 248 + 14 246 + 20
Pregnant period
No. of animals examined 12 12 11 11
Days of pregnancy
0 255 + 15 248 + 11 254 + 13 : 253 =13
7 298 + 12 288 + 13 297 + 10 295 £ 19
14 340 £ 12 327 £ 15 337 £ 9 335 + 21
20 426 + 12 410 *+ 23 421 + 13 413 = 31

Lactation period

No. of animals examined 12 12 11 11
Days of lactation
0 318 + 17 312 + 16 310 + 24 318 =23
4 333 £ 20 328 + 14 327 + 14 335 + 17

Data represent mean + S.D. (g).
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Table 8 Body weight changes of satellite female rats treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose and
reproductive/developmental toxicity screening test

Dose (mg/kg) 0 500
Administration period
No. of animals examined -10 10

Days of administration

1 234 +9 234 +9
8 242 + 9 237 + 12
15 246 *+ 10 240 +14 Y
22 252 + 10 244 +12 Y
29 263 + 15 250 + 10* Y
36 272 + 16 260 =15 Y
42 275 + 15 266 +14 Y
Recovery period
No. of animals examined 5 4

Days of recovery

1 268 =7 2567 £ 18
8 271 7 . 280 14 -
14 281 £ 4 - 290 + 18

Data represent mean+ S.D. (g).
* p=0.05.
Y The number of animals is 9.
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Table 9 Food consumption changes of male rats treated orally with 2;4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

Dose (mg/kg) - 0 20 100 500
Administration period
No. of animals examined 12 12 12 12

Days of administration

1— 8 241 +20 244 *15 237 £ 1.8 20.1 + 5.0
8 — 15 243 15 243 +15 23.5 = 1.7 252 + 24
29 — 36 26.2 = 1.7 266 2.0 253 + 22 26.1 £ 22
36 — 42 260 + 1.6 263 =18 25.1 = 2.1 259 + 1.9
Recovery period
No. of animals examined 5 — : - 5

Days of recovery
1— 8 264 =29 — — 256 =23
8— 14 264 =27 — — 21.8 +11.8

Data represent mean + S.D. (g/day).
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Table 10 Food consumption changes of female rats (dams) treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

Dose (mg/kg) . 0 _ 20 100 500
Premating period )
No. of animals examined 12 12 12 12
Days of administration
1— 8 17.7 £ 1.3 -16.6 + 1.5 173 £ 14 170 £2.0
8 — 15 165 £ 1.6 . 158 £12 169 £ 1.6 17.2 £ 28
Pregnant period
No. of animals examined 12 12 11 11
Days of pregnancy
0— 7 228 + 1.2 219 1.6 23.3 £ 19 243 +2.0
7—14 254 + 1.7 248 +20 252 + 1.9 264 +26
14 — 20 272 +20 26.7 £ 2.3 273 + 2.1 27.0 =42

Lactation period
No. of animals examined 12 12 11 11

Days of lactation
0— 4 31.4 =52 31.7 £35 309 =40 ‘ 33.1 = 5.7

Data represent mean + S.D. (g/day).
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Table 11 Food consumption changes of satellite female rats treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose and
reproductive/developmental toxicity screening test

Dose (mg/kg) 0 500
Administration period
No. of animals examined 10 10

Days of administration

1— 8 17.0 + 0.5 16.3 + 2.0

8—15 16.3 £ 0.5 161 +26 7
29 — 36 17.1 £ 0.6 180 +23 ?
36 — 42 17.0 £ 09 173+18 ?

Recovery périod
No. of animals examined 5 4

Days of recovery
1—- 8 ' 18.0 = 1.0 1956 = 06*
8—14 18.2 £0.7 196 =19

Data represent mean + S.D. (g).

* p=0.05.

Y including an animal died on day 10
? The number of animals is 9.
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Table 12 Urinalysis of rats treated orally with 2,4-dimethylbenzenesulfonic acid in the combined

repeated dose and reproductive/developmental toxicity screening test

Male Satellite female
Dose (mg/kg) 0 20 100 500 0 500
Male .

No. of animals examined 12 12 12 12 10 9
pH 6.0 0 0 0 0 1 1
7.0 0 0 0 1 0 1
7.5 0 0 0 1 2 1
8.0 7 4 5 5 1 3
8.5 5 8 7 5 6 3
Protein — 0 0 0 0 0 0
+ 4 5 4 3 5 5
2+ 8 7 7 8 5 4
3+ 0 0 1 1 0 0
Glucose - 12 12 12 12 10 8
3+ 0 0 0 0 0 1
Ketone body -~ 3 3 1 3 4 7
+ 8 8 11 8 6 2
+ 1 1 0 1 0 0
Bilirubin - 12 12 12 12 10 9
Occult blood — 12 12 12 11 10 9
== 0 0 0 1 0 0
Urobilinogen + 12 12 12 12 10 9

Grade; —: negative, =*:trace, +:slight, 2+: moderafe, 3+ marked.
Data represent the number of animals.
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Table 13 Hematology of male rats treated orally with 2,4-dimethylbenzenesulfonic acid in the combined
repeated dose and reproductive/developmental toxicity screening test

At the end of administration period . At the end of recovery period

Dose (mglkg) 0 20 100 500 0 500
No. of animals examined 7 12 12 ‘ 7 5 5

RBC (x10%:L) 8.68 +0.28 9.05 + 0.25 9.02 + 036  9.00 +0.38 9.04 +034 926 +1.12
Hemoglobin (g/dL) 155 £ 0.5 16.0 + 0.4 161 +05* 154 £0.3 15.8 = 0.6 16.6 + 1.6
Hematocrit (%) 446 22 463 £ 1.1 463 + 1.8 450 £ 1.4 46.1 + 1.7 486 + 5.7
MCV (L) 514 + 1.1 51.2 +12 51.3 + 1.3 50.1 + 1.7 51.0 = 1.1 526 + 22
- MCH (pg) 178 £ 0.3 17.7 £ 04 17.9 + 0.6 17.1 £ 0.7 % 175 £ 0.3 17.9 + 0.7
MCHC (g/dL) ; 347 + 06 345 + 04 348 =07 342 +06 343 +03 34.1 07
Platelet (x10*/uL) 1084 + 137 1036 + 153 1074 = 131 , 1176 =119 1110 + 73 985 + 138
Reticulocyte (%) 1.8 £ 038 1.9 0.3 1.7 +02 2.0 +0.3 19 +03 1.6 +04
PT (sec) 20.7 +2.9 19.8 + 4.7 200 + 44 192 + 36 165 =21 18.9 + 3.8
APTT (sec) 244 + 1.5 24.0 + 3.2 242 +22 246 +2.0 211 + 1.6 228 +21
WBC (x10%uL) 12.25 + 258 11.47 £212 12.74 + 282 1242 +4.90 12.52 +3.70  10.28 + 241
Differential WBC (%)

Neutrophil - 16.6 £3.9 16.6 + 3.3 152 + 3.3 15.8 +3.7 20.2 +5.3 18.1 £ 35

Lymphocyte 78.2 + 3.7 78.2 + 3.0 80.0 + 3.3 79.7 £ 3.8 74.7 + 5.0 749 + 5.4

Monocyte 2.3 £0.7 2.5 +0.7 22 + 0.6 19 +0.7 26 + 0.7 33+16

Eosinophil 16 +04 1.6 £ 06 1.3 £03 15 0.3 1.5 +04 22+ 07
Basophil 03 +0.1 0.2 +0.1 0.3 +0.1 0.2 +0.1 0.3 +0.0 03 +0.1

Others 1.0 =05 0.9 +04 1.0 + 0.4 0.9 +0.4 0.7 +0.2 1.2 £09

Data represent mean + S.D.
*p<0.05.
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Table 14 Hematology of female rats (dams) treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

Dose (mg/ke) 0 20 100 500

No. of animals examined 12 12 11 11
RBC (x10%pL) 7.00 * 0.24 7.20 = 0.35 6.88 + 0.39 6.90 + 0.28
Hemoglobin (g/dL) 136 £ 0.6 139 =038 13.3 = 0.8 134 =06
Hematocrit (%) 383+ 15 393 +22 380 + 23 379 +1.7
MCV (fL) 547+ 18 547 +22 55.2 + 1.2 551 +14
MCH (pg) 194 =07 19.3 = 0.7 193 06 19.5 + 06
MCHC (g/dL) 35.4 + 0.4 35.3 + 0.2 349 + 0.8 354 +05
Platelet (x10%/uL) 1150 + 195 1098 + 112 1231 + 183 1281 + 155
Reticulocyte (%) 52 +1.2 47 =09 57 + 1.4 50+ 0.9
PT (sec) 13.3 £ 05 138 +0.6* 139 +05% 13.3 + 04
APTT (sec) 17.0 £ 1.2 164 +14 162 > 038 169 £ 10
WBC (x10%pL) 13.37 + 347 12.24 =272 12.01 + 260 11.63 + 3.25
Differential WBC (%)
Neutrophil 40.0 + 8.1 39.8 + 125 380 + 7.1 368 +99
Lymphocyte 54.3 =82 55.4 +12.3 576 6.7 58.8 =102
Monocyte 3.4+ 11 31+08 2.8 *+ 1.1 25 +09
Eosinophil 09 £04 09 +04 0.7 =02 0.9 +04
Basophil 0.2 +0.1 02 +0.1 0.1 £0.1 02 +0.1
Others ' 12 +05 07 +04% 08 +03* 09 +04

Data represent mean+ S.D.
* p=<0.05.
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Table 15 Hematology of satellite female rats treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

At the end of administration period At the end of recovery period
Dose (mg/kg) 0 500 0 500

No. of animals examined 5 5 5 4
RBC (x10%uL) 7.90 *+ 0.18 8.07 +0.26 8.17 £ 027 8.47 + 0.09
Hemoglobin (g/dL) 147 £ 04 14.6 = 0.5 15.2 £ 0.5 152 £ 04
Hematocrit (%) 40.8 = 1.0 41.1 + 1.3 43.1 = 1.3 439 + 1.2
MCV (fL) 51.7 =09 509 =19 528 £ 15 519 1.0
MCH (pg) 18.6 = 0.4 18.1 = 0.7 185 = 0.6 18.0 £ 0.3
MCHC (g/dL) 36.0 = 0.2 356 = 0.5 35.1 £ 04 346 05
Platelet (x10%/uL) 1261 * 273 1271 + 59 1094 £ 95 1009 + 82
Reticulocyte (%) 1.8 +0.3 2.2 05 1.9 =05 1.8 +05
PT (sec) 124 £ 06 123 £ 09 12.6 + 0.7 11.9 = 0.7
APTT (sec) 175 £0.7 163 +08* 157 £10 169 £ 05
WBC (x10%uL) 5.37 +0.92 7.26 + 2.64 543 +1.22 5.60 = 1.31
Differential WBC (%) ’

Neutrophil 17.4 £ 3.7 15.9 £5.7 19.1 + 7.3 147 = 5.1

Lymphocyte 778 3.0 792 +54 770 £75 795 £72

Monocyte 2.2 +05 2.1+09 1.6 = 0.4 24 *15

Eosinophil 1.8 =04 1.8 £1.1 1.6 =04 1.9 +05

Basophil 0.2 0.1 0.3 0.1 02 +0.1 0.3 £0.1

Others 05 +03 08 +0.2 05 +0.1 1.2 +£1.1

Data represent mean+ S.D.
* p<0.05.
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Table 16 Biochemistry of male rats treated orally with 2,4-dimethylbenzenesulfonic acid in the combined

repeated dose and reproductive/developmental toxicity screening test

At the end of administration period

At the end of recovery period

Dose (mg/kg) 0 20 100 500 0 500
No. of animals examined 7 12 12 7 5 5
Total protein (g/dL) 6.1 +03 6.1+03 61 +02 57 +02* 62 +02 6.1 £02
Albumin (g/dL) 3.3 +0.1 33 +0.1 32 +0.1 3.1 +01* 33+02 32 +0.1
AJG ratio 1.2 £0.1 12 +0.1 1.1 £0.1 1.2 +0.0 1.1 =02 11 +0.1
Total bilirubin (mg/dL) 0.11 +0.01 0.12 +0.01 0.11 £ 0.01 0.10 + 0.01 0.10 + 0.01 0.11 +0.02
Glucose (mg/dL) 178 + 20 169 + 26 183 + 25 158 + 20 184 + 18 180 =13
Total cholesterol (mg/dL) 54 + 12 55 + 16 - 55 + 11 60 =5 56 =7 60 =5

. Triglyceride (mg/dL) 32 +7 29 + 18 39 + 27 32 +16 56 + 26 42 + 26
Phospholipid (mg/dL) 94 + 17 92 + 19 94 + 16 97 +9 96 + 15 100 =5
AST (UML) 68 +4 676 62 6 68 =7 67 = 16 122 + 134
ALT (IU/L) 27 +2 29 + 6 26 + 3 26 + 4 26 + 6 96 + 160
LDH QU/L) 91 +20 107 + 25 103 + 30 116 + 23 108 + 31 120 =+ 39
ALP (TU/L) 362 £ 75 357 + 53 349 = 72 378 + 43 370 + 108 309 + 45
y-GTP (TU/L) 1%1 1+1 1+1 1+1 1+1 1+1
CK (TU/L) 97 + 14 106 + 18 104 = 17 103 + 13 98 + 18 124 + 34
BUN (mg/dL) 152 £ 1.3 163 =23 152 £ 1.2 153 1.9 155 = 3.7 14.2 +38
Creatinine (mg/dL) 0.6 0.0 0.6 + 0.0 0.5 + 0.0 05 +0.1 0.6 +0.1 0.6 +0.1
Na (mEq/1) 142 + 1 143 + 1 142 + 1 143 +1 142 +2 143 =2
K (mEqg/L) 3.7+03 39+03 3.9+03 3.8 +0.3 3.7 +02 35 +0.2
Cl (mEq/L) 107 1 106 + 2 107 £ 1 107 £ 1 106 = 3 104 + 4
Ca (mg/dL) 10.2 + 0.2 10.2 + 0.3 10.1 £ 04 99 + 0.2 10.1 £ 0.2 9.9 £0.3
IP (mg/dL) 7.0 +0.6 6.9 + 0.6 6.9 + 0.7 6.7 0.6 6.0 £04 6.3 £08

- Data represent mean + S.D.
* p<0.05.
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Table 17 Biochemistry of female rats (dams) treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 20 100 500
No. of animals examined 12 12 11 11
Total protein (g/dL) 64 +03 6.4 = 0.3 62 + 02 6.1 %03
Albumin (g/dL) 35 +02 35 +02 3.4 +02 34+02
AJG ratio 12 £0.1 12 0.1 12 +0.1 13 +0.1
Total bilirubin (mg/dL)} 0.10 £ 0.02 0.12 £ 0.02* 0.11 + 0.01 0.10 + 0.01
Glucose (mg/dL) 158 + 17 153 £ 15 150 + 11 - 159 + 15
Total cholesterol (mg/dL) 59 + 12 58 + 10 55 + 10 62 + 17
Triglyceride (mg/dL) 36 +19 39 £ 24 42 + 26 43 + 22
Phospholipid (mg/dL) 120 + 22 118 + 14 114 + 24 127 + 29
AST (IU/L) 88 +9 88 £ 20 87 + 16 79 +12
ALT (TU/L) 46 + 8 45 + 10 46 + 8 43 + 6
LDH (U/L) 129 + 37 137 * 32 128 + 22 114 + 34
ALP (UL 271 + 114 214 + 36 222 + 54 244 + 79
y-GTP (IU7L) 1+1 1+0 1+0 1+1
CK (IU/L) 106 + 12 104 + 15 111 + 14 106 + 20
BUN (mg/dL) 196 + 2.9 20.2 +25 196 = 1.9 16.0 £ 2.2 **
Creatinine (mg/dL) 0.7 £0.1 0.7 £0.1 0.6 + 0.0 0.6 +0.1%*
Na (mEq/L) 143 = 2 143 +1 143 + 2 142 + 1
K (mEg/L) 34 +04 33+04 35 +03 3.7+03
Cl (mEq/L) 107 =2 106 +2 107 = 2 107 +1
Ca (mg/dL) 106 + 05 106 + 0.4 105 + 0.4 104 £ 0.3
IP (mg/dL) 82 +12 82 +08 85 + 09 7.1+ 1.1*

Data represent mean £ S.D.
*p=0.05, ** p<0.01.
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Table 18 Biochemistry of satellite female rats treated orally with 2,4-dimethylbénzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

At the end of administration period

At the end of recovery period

Dose (ng/kg) 0 500 0 500
No. of animals examined 5 5 5 4
Total protein (g/dL) 6.9 0.3 63 +04% 66 =03 6.8 £0.2
Albumin (g/dL) 39 +03 3.7 +£0.3 39 +03 40 +0.1
AJG ratio 1.3 £ 02 14 +0.1 1.4 01 14 +0.1
Total bilirubin (mg/d1.) 0.13 £ 0.02 0.12 +0.01 0.12 = 0.02 0.11 +0.01
Glucose (mg/dL) 139 + 23 144 + 20 158 + 18 161 + 9
Total cholesterol (mg/dL) 57 11 69 +7 64 + 10 68 +9
Triglyceride (mg/dL) 14 +12 135 156 22 + 16
Phospholipid (mg/dL) 117 = 29 134 = 18 129 + 24 139 + 20
AST (TU/L) 60 = 8 89 +25*% 58 +7 74 + 25
ALT (TU/L) 26 +5 39 =24 21 £7 28 + 12
LDH U/ 104 + 38 100 + 40 89 + 44 110 + 44
ALP (IU/L) 177 = 36 208 + 46 176 + 35 136 + 78
y-GTP (IU/L) 1+1 1+0 1+0 1+1
CK (IU/L) 80 + 11 77 £ 12 70 £ 15 75 + 18
BUN (mg/dL) 164 + 2.2 17.1 + 1.5 16.6 + 1.7 17.0 £ 0.9
Creatinine (mg/dL) 0.6 £ 0.0 06 +0.0 0.7 + 00 0.6 £0.1
Na (mEq/1) 141 +1 142 = 1 142 + 0 142 £ 1
K (mEq/L) 3.7+0.3 3.4 02 33+04 3.2 +02
Cl (mEqg/L) 107 £ 1 108 + 1 109 + 1 109 +1
Ca (mg/dL) 10.1 £ 0.2 9.8 +0.3 9.9 +0.2 10.0 £ 0.3
IP (mg/dL) 44 +07 39 £08 3302 36 £0.1*

Data represent mean + S.D.
* p=0.05.
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Table 19 Hormone analysis of rats treated orally with 2,4-dimethylbenzenesulfonic acid in the combined
repeated dose and reproductive/developmental toxicity screening test

: At the end of administration period At the end of recovery period

Dose (mg/kg) 0 20 100 500 0 500

Male _

No. of animals examined 7 12 12 7 5 5

T3 (ng/mL) 22 +02 2202 21102 2.0 =0.0 1.9 +03 19*+01

T4 (ng/mL) 106.7 = 9.9 101.5 + 14.0 96.2 + 17.0 942 +95 922 +92 849 = 16.2

TSH (ng/mL) 3.3+ 25 22 +18 2.7x25 28 +3.9 1.8 £0.5 1.7+ 1.0

Female (dam)

No. of animals examined 12 ' 12 11 11 - —

T3 (ng/ml) 20 +02 20 +03 1.9 = 0.2 20 +0.3 - -

T4 (ng/mL) 78.2 + 6.4 80.4 + 14.0 749 £ 7.9 73.8 £ 74 — o=

TSH (ng/mL) 13 +0.7° 09 £05 13+12 09 =05 - -

Female (satellite)

No. of animals examined 5 — — 5 5 4

T3 (ng/mL) 20 *0.1 - — 21 +03 21£02 23 +02

T4 (ng/mL) 70.2 £ 50 — - 76.7 9.2 63.7 = 4.7 62.5 £5.7

TSH (ng/ml) 0.8 =03 - — 05 0.2 05 = 0.0 0.5 +0.1

Data represent mean = S.D.
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Table 20 Gross findings of rats treated orally with 2,4-dimethylbenzenesulfonic acid in the combined repeated
and reproductive/developmental toxicity screening test

At the end of administration period At the end of recovery period

Dose (mg/kg) 0 20 100 500 0 500
Male

No. of animals examined 7 12 ' 12 7 5 5

Non-remarkable 7 12 11 7 5 4

Epididymis, nodule 0 0 0 0

Stomach/intestines, gas 0 0 0 0 0 1
Female

No. of animals examined 12 (5) 12 12 12 (5) 5 CVRY

Non-remarkable 12 (5) 12 11 12 (5) 6] @

Liver, herniation 0 0 1 0 ) )

Data represent the number of animals.
Parentheses represent the number of satellite females.
1 female died during administration period. This animal exhibited gaseous distension of the stomach at necropsy. -
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Table 21 Organ weights of male rats treated orally with 2,4-dimethylbenzenesulfonic acid in the combined
repeated dose and reproductive/developmental toxicity screening test

At the end of administration period At the end of recovery period

0.356 + 0.045

Dose (mg/kg) 0 20 100 500 0 500
No. of animals 7 12 12 7 5 5
examined
Body weight (g) 472 + 32 473 + 31 462 + 34 448 + 32 527 + 37 473 £ 59
Thymus (g 0.476 +0.081 0.401 + 0.096 0.427 = 0.072 0.360 = 0.053 0.516 = 0.055 0.420 = 0.144
(%) 0.101 + 0.018 0.085 + 0.021 0.093 * 0.016 0.080 + 0.009 0.098 = 0.012 0.087 + 0.024
Adrenals (g 0.066 +0.013 0.069 + 0.009 0.066 = 0.006 0.069 = 0.008 0.064 * 0.005 0.072 £ 0.014
(%) 0.014 + 0.002 0.015 * 0.001 0.014 =+ 0.002 0.016 + 0.002 0.012 % 0.002 0.016 = 0.005
Heart (g 1.445 +0.144 1.427 + 0.121 1.429 = 0.083 1.357 = 0.148 1.671 = 0.354 1.444 + 0.099
(%) 0.306 + 0.021 0.303 * 0.026 0.310 + 0.021 0.304 + 0.025 0.319 = 0.078 0.309 + 0.039
Lungs (g 1.457 =0.129 1.479 + 0.098 1.453 + 0.110 1.454 + 0.083 1.541 = 0.103 1.435 + 0.095
(%) 0.308 + 0.013 0.314 +0.024 0.315 = 0.021 0.326 + 0.027 0.294 = 0.037 0.307 £ 0.041
Kidneys (g2 2.981 =0.233 3.006 = 0.254 2.924 3 0.197 2.862 £ 0.315 2.980 * 0.168 2.886 + 0.400
(%) 0.631 * 0.020 0.637 £ 0.057 0.634 + 0.032 0.640 + 0.062 0.566 = 0.022 0.610 + 0.032 *
Spleen (g 0.813 +£0.155 0.726 = 0.103 0.762 * 0.086 0.734 = 0.069 0.780 =+ 0.157 0.619 + 0.188
(%) 0.171 £0.023 0.154 + 0.024 0.166 = 0.026 0.164 + 0.017 0.147 + 0.020 0.128 + 0.028
Liver (g) 11.912 +1.037 11.498 + 1.312 11.177 * 1.300 11.342 + 0.909 13.240 * 2.226 11.425 *+ 2.248
(%) 2.521 + 0.082 2.427 £0.164 2.417 % 0.160 2.535 £0.129 2.497 + 0.263 2.402 + 0.278
Brain (g) 2.092 = 0.083 2.144 + 0.090 2.126 + 0.070 2.094 + 0.061 2.115 *= 0.059 2.066 = 0.038
(%) 0.444 + 0.023 0.455 + 0.035 0.462 * 0.033 0.469 * 0.029 0.403 =+ 0.032 0.443 + 0.063
Pituitary (g 0.020 +0.003 0.021 £+ 0.003 0.020 *= 0.003 0.019 = 0.002 0.018 =0.002  0.020 + 0.002
(%) 0.004 * 0.001 0.004 = 0.001 0.004 * 0.000 0.004 + 0.001 0.003 + 0.001 0.004 = 0.000 *
Thyroid (g) 0.047 £0.013 0.045 £ 0.010 0.045 = 0.008 0.040 + 0.006 0.041 £ 0.011 0.044 * 0.005
(%) 0.010 + 0.003 0.010 * 0.002 0.010 = 0.002 0.009 = 0.001 0.008 %= 0.001 0.009 = 0.002
Testes (g0 3.330 £ 0.243 3.432 + 0.292 3.177 £ 0.391 3.306 + 0.115 3.382 + 0.204 2.701 + 0.263 **
(%) 0.706 £0.029 . 0.728 + 0.063 0.688 = 0.079 0.740 £ 0.034 0.644 £ 0.061 0.577 + 0.081
Epididymides (g) 1.331 + 0.129 1.315 # 0.070 1.260 = 0.131 1.256 + 0.098 1.331 % 0.038 1.091 +£0.179 *
(%) 0.282 = 0.018 0.279 + 0.027 0.273 = 0.022 0.281 + 0.028 0.254 + 0.024 0.230 * 0.018
Prostate, (g 0971 = 0.219 0.970 + 0.199 0.919 = 0.234 0.867 £ 0.154 0.821 #+ 0.131 0.807 = 0.034
ventral lobe (%) 0.205 *+ 0.039 0.206 + 0.042 0.199 % 0.049 0.194 + 0.032 0.156 =+ 0.027 0.172 £ 0.017
Seminal (g 1678 £0.191 1.831 = 0.305 1.543 * 0.383 1.641 + 0.222 1.638 = 0.374 1.290 = 0.312
vesicles (%) 0.390 = 0.078 0.334 = 0.084 0.368 = 0.057 0.314 = 0.088 0.271 = 0.046

Data represent mean+ S.D.
*p=0.05, ** p=<0.01.
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Table 22 Organ weights of female rats (dams) treated orally with 2, 4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 20 100 500
No. of animals examined 12 12 11 11
Body weight @ 299 + 19 298 + 16 295 + 14 298 + 20
Thymus (€] 0.277 + 0.067 0.280 * 0.051 0.286 + 0.044 0.282 * 0.072
(%) 0.093 + 0.021 0.094 + 0.017 0.097 + 0.013 0.094 + 0.021
Adrenals @@ 0.097 + 0.007 0.089 + 0.012 0.089 + 0.010 0.091 =+ 0.009
(%) 0.033 * 0.003 0.030 + 0.004 0.030 * 0.004 0.031 + 0.002
Heart (@ 1.025 + 0.071 1.004 + 0.060 1.015 =+ 0.048 1.078 + 0.082
(%) 0.344 + 0.022 0.337 + 0.017 0.344 + 0.020 0.363 = 0.024
Lungs 16, 1.219 + 0.078 1.209 + 0.070 1.256 + 0.102 1.254 + 0.096
(%) 0.409 + 0.026 0.406 + 0.025 0.426 * 0.035 0.422 + 0.035
Kidneys @ 1.948 +0.133 1.937 +0.171 1.940 + 0.110 2.029 + 0.224
(%) 0.652 *+ 0.041 0.649 =+ 0.037 0.657 = 0.023 0.683 -+ 0.076
Spleen (e 0.685 + 0.097 0.636 + 0.091 0.647 + 0.075 0.657 + 0.080
(%) 0.230 + 0.035 0.213 *0.023 0.219 * 0.024 0.221 + 0.029
Liver (@ 9.948 + 1.096 9.647 + 0.843 9.951 + 0.556 10.032 + 0.639
(%) 3.332 + 0.287 3.236 + 0.229 3.375 + 0.197 3.375 + 0.167
Brain 6] 1.969 + 0.071 1.950 + 0.072 1.915 +.0.077 1.992 + 0.074
(%) 0.662 *+ 0.052 0.656 = 0.052 0.651 *+ 0.050 0.672 + 0.048
Pituitary ® 0.028 + 0.005 0.025 =+ 0.004 0.026 + 0.003 0.027 + 0.004
(%) 0.009 =+ 0.001 0.009 + 0.001 0.009 =+ 0.001 0.009 =+ 0.002
Thyroid @ 0.036 + 0.006 0.036 + 0.006 0.035 =+ 0.005 0.034 = 0.009
%) 0.012 *+ 0.002 0.012 + 0.002 0.012 + 0.002 0.011 * 0.003
Ovaries ® 0.146 *+ 0.020 0.130 * 0.029 0.142 + 0.033 0.145 =+ 0.022
(%) 0.049 + 0.007 0.044 *+ 0.009 0.049 + 0.012 0.049 + 0.008
Uterus @ 0.692 + 0.092 0.644 + 0.063 0.657 = 0.065 0.683 * 0.073
(%) 0.233 + 0.041 0.216 + 0.016 0.223 + 0.021 0.231 + 0.033

Data represent mean £ S.D.
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Table 23 Organ weights of satellite female rats treated orally with 2,4-dimethylbenzenesulfonic acid

in the combined repeated dose and reproductive/developmental toxicity screening test

At the end of administration period

At the end of recovery period

Dose (mg/kg) 0 500 0 500
No. of animals examined 5 5 5 4
Body weight (g 271 £8 246 * 11 ** 260 = 8 269 * 15
Thymus (2 0.344 + 0.033 0.347 * 0.100 0.255 + 0.050 0.306 + 0.039
(%) 0.127 £ 0.011 0.140 + 0.035 0.098 £ 0.019 0.114 * 0.012
Adrenals (g 0.071 + 0.009 0.077 + 0.009 0.081 + 0.013 0.094 + 0.012
%) 0.026 + 0.004 0.031 = 0.003 0.031 + 0.004 0.035 = 0.003
Heart (g 0.935 + 0.040 0.903 + 0.080 0.909 + 0.096 1.008 * 0.070
(%) 0.345 + 0.018 0.367 + 0.019 0.350 + 0.039 0.377 £ 0.038
Lungs (& 1.089 + 0.041 1.094 + 0.055 1.049 + 0.071 1.081 + 0.076
%) 0.402 + 0.021 0.445 + 0.027 * 0.403 + 0.025 0.403 + 0.029
Kidneys (& 1.735 + 0.131 1.825 =+ 0.095 1.759 + 0.122 2.206 = 0.272*
(%) 0.639 + 0.037 0.742 + 0.029 ** 0.677 + 0.054 0.821 + 0.092 *
Spleen (& 0.517 £ 0.053 0.480 =+ 0.037 0.489 + 0.043 0.536 + 0.030
%) 0.190 + 0.019 0.196 * 0.018 0.188 + 0.018 0.200 + 0.016
Liver & 6.878 + 0.590 6.489 + 0.489 6.397 = 0.353 7.415 *+ 0.591 *
(%) 2.535 + 0.182 2,637 +0.143 2.462 + 0.183 2.762 + 0.172 *
Brain ® 1.933 £ 0.065 1.948 + 0.047 1.935 = 0.074 1.936 = 0.019
(%) 0.713 + 0.029 0.793 =+ 0.036 ** 0.744 + 0.036 0.723 + 0.043
Pituitary ® 0.025 + 0.003 0.024 + 0.002 0.024 * 0.002 0.022 + 0.003
%) 0.009 + 0.001 0.010 =+ 0.001 0.009 * 0.001 0.008 + 0.001
Thyroid ® 0.036 + 0.006 0.037 + 0.007 0.031 + 0.003 0.034 =+ 0.008
) 0.013 =+ 0.002 0.015 + 0.003 0.012 + 0.002 0.013 + 0.002
Ovaries & 0.103 = 0.017 0.105 = 0.025 0.095 + 0.013 0.097 + 0.009
%) 0.038 + 0.007 0.043 + 0.009 0.037 + 0.005 0.036 =+ 0.003
Uterus (€Y 0.594 + 0.156 0.619 + 0231 0.714 + 0.185 0.717 + 0.272
%) 0.219 + 0.057 0.250 = 0.086 0.276 + 0.078 0.268 + 0.106

Data represent mean + S.D.
*p=0.05, ** p=<0.01.
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Table 24 Histopathological findings of male rats treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

At the end of
At the end of administration period recovery period
Dose (mg/kg) ) 0 20 100 0 500
No. of animals examined <7> <i2> <12> <5> <5>
(Kidney) (Grade)
regeneration: proximal tubule + 0 1 0 0 0
eosinophilic body + 1 0 0 1 0
(Testis)
tubular atrophy -+ 0 0 1 0
2+ 0 0 0 0 1
(Epididymis)
spermatogenic granuloma 2+ 0 0 1 0 0
(Prostate)
inflammation + 4 5 3 0 0
24 0 0 1 0 0
(Lung)
accumulation of foamy cells + 4] 1 1 0 0
(Thyroid)
ultimobranchial body remanet + 1 3 2 1 0
(Pituitary)
cyst + 1 0 0 0 0
Rathke pouch + 0 0 0 1 0

Grade; +: slight, 2+: moderate, 3+: marked

Data represent the number of animals.
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Table 25 Histopathological findings of female rats treated orally with 2,4-dimethylbenzenesulfonic acid
in the combined repeated dose and reproductive/developmental toxicity screening test

At the end of

At the end of administration period Dead recovery period

Dose (mg/kg) 0 20 100 500 500 0 500
No. of animals examined <12/5>D <12>  <12>  <12/5>D <1>2 <5>2 <4>9
(Kidney) (Grade)

scar + 1/0 0 0 0/0 0 0 0

regeneration: proximal tubule + 0/0 0 1 1/0 0 0 2
(Heart)

inflammatory cell nest + 0/0 0 1 1/0 0 0 0
(Larynx)

inflammation 2+ 0/0 0 0 0/0 1 0 0

erosion + 0/0 0 0 0/0 1 0 0
(Trachea) .

inflammation 3+ 0/0 0 0 0/0 1 0

erosion - 3+ 0/0 0 0 0/0 1 0 0
(Lung) :

congestion 3+ 0/0 0 0 0/0 1 0 0

edema 3+ 0/0 0 0 0/0 1 0 0

hemorrhage + 0/0 0 0 0/0 1 0 0

accumulation of foamy cells + 2/1 1 0 1/0 0 0 0
(Liver)

herniation + 0/0 0 1 0/0 [ 0 0
(Thyroid)

ultimobranchial body remanet + 0/0 0 2 1/2 1 1 1

Grade; +: slight, 2+ moderate, 3+ marked
Data represent the number of animals.

» mated females/satellite females

¥ satellite females
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Table 26 Estrous cycle and reproductive performance of rats treated orally with 2,4-dimethylbenzenesulfonic acid

in the combined repeated dose and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 20 100 500
Estrous cycle
No. of animals examined 12 12 12 12
Normal 12 12 12 11
Abnormal 0 ) 1
Cycle (days) ? 42 +03 41+03 4.1 %02 43 +04
Reproductive performance
No. of mated pairs _ 12 12 12 12
No. of copulated pairs 12 12 12 12
Copulation index (%) 100.0 100.0 100.0 100.0
Pairing days until copulation ? 28 +0.9 26 1.2 23 +12 26 12
No. of pregnant females 12 12 11 11
Fertility index (%) ) 100.0 100.0 91.7 C 917
No. of females with complete parturition 12 12 11 11
Gestation index (%) 100.0 100.0 160.0 100.0
Gestation length {(days) ? 22.0 =00 22.0 £0.0 221 +0.3 220 +0.0
Findings in parturition ” :
No abnormalities detected 12 12 11 11
Findings in nursing »
No abnormalities detected 12 12 11 11

Y Data represent the number of animals.

? Data represent mean = S.D.

» Continuous diestrus.

Copulation index = (No. of copulated pairs / No. of mated pairs) X 100.

Fertility index = (No. of pregnant females / No. of copulated pairs) X 100.

Gestation index = (No. of females with complete parturition / No. of pregnant females) x 100.
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Table 27 Summary of implantation and development of pups from dams treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose and reproductive/developmental
toxicity screening test

Dose (ng/kg) 0 20 100 500
No. of corpora lutea 15.8 £ 0.7 (120 146 +24 12) 154 £ 1.3 a1y 153+12 (1D
No. of implantations 158 £ 0.8 (120 144 +24 (12 151 + 1.4 1y 152+12 an
Implantation index (%) 995 1.8 (12 989 +27 (120 982 +3.2 (an  994+19 (11
Postnatal day 0
No. of pups born 14.7+12 (120 134 x24 (12) 139 £ 14 (1) 142+ 11 an
No. of males per group 92 (12) 77 12 72 11 87 (68))]
No. of females per group 84 (12) 84 12 81 an 69 63))
Sex ratio of pups born - 052+015 (12) 048010 (12 048 +£014 (11 056 +0.12 QD
Delivery index (%) 93.1 +5.1 (120 931+863 (120 924 +68 1y 93.7x170 an
No. of live pups 146 +1.2 (120 134+24 (120 13914 1y 142+11 QU
No. of males per group 92 12) 77 (12) 72 an 87 (68))
No. of females per group 83 12) 84 12 81 GRY) 69 (1D
Sex ratio of live pups 052 +0.15 (120 048 +0.10 (12 048014 (1) 056+012 (@11
Birth index (%) 926 +53 (120 93163 (120 924 +68 ay  937+70 QD
Live birth index (%) 994 +19 (120 100000 (120 100.0 + 0.0 (1D 1000+00 (11
Pups weight (g)
Male 69+04 (12 67+04 (12 6.8 + 03 an 6.9+07 (1D
Female 6.4 04 (12) 6304 (12) 6.4 + 0.3 an 6.4 £+ 0.7 65))
Postnatal day 4
No. of live pups 146 +12 (12) 134 +24 (12 135 + 1.8 1n 142+11 ap
No. of males per group 92 (12) 77 (12) 69 an 87 an
No. of females per group 83 (12) 84 12 80 (11) 69 v
Sex ratio of live pups 052+015 (120 048 +0.10 (12 047 £0.13 (1D 056 +0.12 (11
Viability index (%) 100.0 +0.0 (12) 1000 £0.0 (120 972 +54 (11 1000 +0.0 QD
Pups weight (g)
Male 1008+£09 (12 109*x06 (120 108 0.7 1y 108+10 - QD
Female ’ 102 +08 (120 103+07 (12) 105 +08 1y  1wi1x10 QD

Data represent mean = S.D.

Parentheses represent the number of litters examined.

Implantation index = (No. of implantations / No. of corpora lutea) X 100.

Sex ratio of pups born = No. of male pups born / No. of male and female pups born.
Delivery index = (No. of pups born / No. of implantations) X 100.

Sex ratio on day 0 = No. of male live pups on day 0/ No. of live pups on day 0.
Birth index = (No. of live pups on-day 0/ No. of implantations) X 100.

Live birth index = (No. of live pups on day 0/ No. of pups born) X 100.

Viability index = (No. of live pups on day 4 / No. of live pups on day 0) X 100.

Sex ratio on day 4 = No. of male live pups on day 4 / No. of live pups on day 4.
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Table 28 External abnormalities, general clinical observations and gross findings in necropsy of pups
from dams treated orally with 2,4-dimethylbenzenesulfonic acid in the combined repeated dose
and reproductive/developmental toxicity screening test

Dose (mg/kg) 0 20 100 500
External abnormality
No. of pups examined 175 (12) 161 (12) 153 (11 156 (11)
Findings
No abnormalities detected 175 (12) 161 (12) 153 (11) 156 (11)
General clinical observation
No. of pups examined 175 (12) 161 (12) 153 (1D 156 (11)
Findings ,
No abnormalities detected 175 (12) 161 (12) 149 (11) 156 (11
Death 0 (0 0 (0) 2 (2) ' R()]
Cannibalized 0 0 2(©® 0
Gross finding in necropsy
No. of pups examined 2 176 (12) 161 (12) 151 (1) 156 (11)
Findings
No abnormalities detected 176 (12) 161 (12) 151 (1D 156 (11)

Parentheses represent the number of litters.
Y fxcept for external abnormalities.
2 All necropsied pups including stillborn.
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Figure 1 Body weight changes of male rats treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose
and reproductive/developmental toxicity screening test
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Figure 2 Body weight changes of female rats (dams) treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose
and reproductive/developmental toxicity screening test
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Figure 3 Body weight changes of satellite female rats treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose

and reproductive/developmental toxicity screening test
*p=0.05
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Figure 4 Food consumption changes of male rats treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose
and reproductive/developmental toxicity screening test
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Figure 5 Food consumption changes of female rats (dams) treated orally with
2,4-dimethylbenzenesulfonic acid in the combined repeated dose
and reproductive/developmental toxicity screening test
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Figure 6 Food consumption changes of satellite female rats treated orally
with 2,4-dimethylbenzenesulfonic acid in the combined repeated
dose and reproductive/developmental toxicity screening test
*p=0.05
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