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Sprague-Dawley F [Crj:CD(SD)IGS, SPF] i = v b OXCER] 2 B & L URHE
HAR 73, & DN HE TIZACECHAREINE TR BIMRTH £ <. M TI3EIRIfM 2@ L ThE 3 H & T,
o-bNLZ R F T IR (LT TSA LBEEE) @ 0.4, 20 B LT 100 mg/ke
ZREFS L. MERED v MINT B EFEBEIZ OWTHRET L 72,

g, LT &) IcBENSN S,

1. BEmmR

WTNOEREHICEOWTHLRTEHIIA oD o7z, BED 100 meg/kg T 5HICH
WT, BEERICEDHMOE TS LUREIBRES N,

HEIZ. 100 mg/kg BB THEMAUMGE S nrzA, BERIZIT TSA BE50BEBIRS 5
nighotz,

g RE & CREHEBRFRRE T, BBRMEORS LB LEAOSNSBEFEIIE
Shihofz,

2. EFERESIFRR
WA, XES L UZNRIED . ERAM. S/ o icliEIREIC, TSA oR5ICER
LictEEZoN B ZLIIEBD oNAD -7,

3. AR
HAEROEENS L OREICIE, TSA RE5OBERED ShEd -T2,
BRMBEOBREIZ LB EELONATHERREEIREI NAH -7e,

4. ®mIEAE

P EDOREDI &, ARBEETICB TS 0-ML Vv 2R VT I FOBBHIINT S
BAEFHEI. 100 mg/kg BEHFITH O THREEINIH., RESOERIPTZHSNIEI S
20 mg/kg/day. BB OLIERE . B LU, HAERIZNTHAEEARIZ. & 612100
mg/kg £ TOHRETHMOREIRDONLBD - 2BH S, wWThd 100 mg/kg/day ¥
wra sz,
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0-PINTYZNELT I (LITFTSA EBEEC) B, Yy H ) Y OEERAHY T
HY. 19TER OB EEDERMARERICL > T, RIERSSM - £IERESFEN
GRBAERINTWAS, ZORERSEN - EREESFUHAFRBICHV T, FEH
e L CREDOIH], —MREICH 1T BEEMEOE TR, M/DREDEN., 7k
TAR7 7Y —EEEOERT., BaLx7o—)L, BEAEEOMN., 778, FV 7
V74 FREEOET. NEFOEOIFHIEOIEKR., BlEizH 1T 5eosinophilic body
DIFENRH SN, TN OSDE(LEWEBME I L 5 FRERS L ORI T 2 E{kick 5

bOLERELTWAEY, £z, XHBRROKRN &, FIRRIZB I BHRNLE L EREEIC

&b BRIBBAER T OmREEA R A Nz L LT W5, ULOLYURRIIBVWTRTY
9 LIERIFIE ST widh o fo o SR IR A I —ogimic o wTiThbh iz
ZEERY, 22T, SEED T, 99EFEOBRFLERB LM BRIz Db 5B
BEEEO—RE LT, TSA OBARERSEURSS LU, BHEEESNRBYERL
foo  NXHERRRICE A L. TSA ZHEBYIRUNICERE €256, BRICEBEEL, S
%K%ﬁ@%@%ﬁﬁ%b%hét?éﬁ%ﬁ&%ﬂé:&#é“\%Emﬁﬁubmf
X, EHERICB T s AR DIRKOFRHAKERELEMNL 7,
AESERBHRBRTE. 7y bERAVT TSA BOKSEO., NMeahOUEE Y D
HEFERESNIC RIETHBIZ OV THRE LIcD T, ZDRREWMET 5,




(% &l

1. #EBmE

o-MVL YV ZIERYT IR (BIT TSA EREEE) 3. :EE o -Toluenesul fonamide
T&H Y. CAS No 88-19-7. /3 F&E :171.22, #FX : C.H,NO.S, Bl 156. 7CDH
GRGENRTH 5,

AEE L OEf N TSA (ny MES .
W 2 99.95wt%) EA W, ZELAHBMEIEHARE THBYEIAREEC
BT, BRTRE L. ob. HBRHBETORBYEORE MR ZIRME SR
BLOEN% (RBKTHR) ORBWEIC W TRERBREZERT S LICE W EELE
(Appendix A).

2. HEEBYS L OMEE %

7T/ Sprague-Dawley R [Cri:CD(SD)1GS. SPF] M5 v b # HAF v —L2 - 1
N—ASHEREAT V- oEAL. AEREAOHL LFEE TR TAMERILA
BT EESE Lz, THETD. BHO—BREOBEEIBD bnih Tz, BB, T
BEATTICBAER A 7 2R L, BELGI 2 B ERERAERL TO 28R
L7, ERALZEMEIIT, BRI 4 AEAHZR Lz, 83, MH L SBREKRT
HOEE % I hERBCBEAMEEIC L OB L, e b 1 BISTA S/ 5 4 B
T e, BEAIR. TATOMMEE, B SV FIC & D EGRRIE S IR T, SEABY
=Vt BEP T LIIBFEORL S — FIZRBHEES S L EREHNES AL
TEMFERERR OB & L7z, MEROBEHBINIThs o7z, REHBEOBERIE,
MEEE B GAETH T () |

GE)  EMAIATFE : 20006 3 A 8 B
ATHPESR  : HEBTIT, i73pT
ATHEKE ;i 198.9~218. bg. M 161.0~179. Ig
B ERIEEE : 20004F 3 228
¥ 5 BAGAIS AT | B 317, 6~366. 3g. ME 211. 0~240. 3g




Biid. MREAI2BEE (7B~ 19 mdT) | HRREEg 160E] /e, {REE23. 5~25.0C ., &
Bhl~6b%ichlE s nicmMEE . €BESHAKY — ¥ (220wXx 270d X 190h mm) 12
Led > (ZEME 2/ 7 —2) WAL, EBEEH (CE-2, HAZ L 7#ALM) B&
U7KGEZK (BETH/KEBHEAK) #EBRICERSETCHBE L, L, KEIERS N
>N T, JERIAAD SWE 4 BE T, OV 785 v 7" (ALPHA-dri fnessk <)
EANTTI2Fy 78Sy FHERHE— Y (350wx 400d X 180h mm) [CYUAF L 7,
Fro. SR LR, KBRS K UB SV TRF Y ok, HEBRICEEE a0
HBHRERAIIED -T2,

3. BEMEOTE

BAKIZ0.5 %CMC Na /KW (AN ERF I AFLELO—-XF 0740 (HEAERS
ANFO—=2F UL, Oy MES 6209, MAREHKRTSH) BLUEHEEK (ay
MEE : 9707SA. HEIEMRSH) FHOTHER) BRI, RIRKIZ, TA ££8
BOLIFRL., BACRE L CER L, BULIRAE. B, SREORHT TR
U, s ERUPICER Lz,

BEREOREMICOVWTIR, RICEFHAFCERLRB (RBHEES
A-97-029) 2B T, BRWED0. 1 BLU 20 %G/v) OBERED, B, SELME
Too8 HEOREMHIEREINT WS (Appendix B), 0.08% (w/v) OFEMEAKIZ DN
TiE. 20008 2 A28H A5 8 HEOREMFHBREZERL/RBER. KETH S T LR
N7z (Appendix C),

METE L - SRE ORI OWT, BRWEOSBIES & U RRE FH L7
S B R OB SR IIFTEEED Th A9 —cEESNTVE 2 LR N
(Appendix D, E), 7285, HEURGTORMBMEOEE ORT IR, HEgEI 02 b
71k 0ilE L= (Appendix F),

4. BEEBLUHESHE

BE5FEKIT. OECDIEEMERBET A K74 ik b Ty bHBEIC L H5EfilFE
B LIz, BB, RIcERXNZo-F VI ANKYT I FORERSSNE - &
EREEMEHSHR (RBEEES R-97-011) OFRF L EICHEEL, TRbL, I
Sy Rz TSA @ 0. 200 100 & & OF 500 mg/kg % ZZACAT 28R, ZERMARE. <5l




T3 28R, TS 3 B E TROKS LR, 100 ng/ke KA LOREHIC
BWTHEEMBED CBREHOETIRD 5N, BRSSP HE> S5IEHEARD 54,
REOMAICIAEEMS L VEEECHRIBH oNfcz &h 6. WHEIIE 100 mg/
kg #E L, ALS THRUTHARICE 20 mg/kg 7., EARICIE 4 ng/ke BT
U7z, $HRBECIZ, TSA OBETH S 0.5% ONC Na KIS Z Bz,

BEEREIE. BN LSRR 2 8. XEAM (&R 2EM) | HBiiEET
(RS EHA4TE) | Mo U T3ache 2 Afd. REAE (&R 286D . KELMT
. ERPARZELTHE S H (SBH=E0H) T (R5EH4]1~44E) | REHE.
RBORD SN - IR LA E T (RSESAI~UA) . TRLAD -/
MEIHIMETE E T GRIREEEG4ED &L, [H1E. 36O 12BOMIZEES L, #
SREBIHE 1 kg H7c0 5 mb &L, BB XUACERT. ZEEHIRFORECE, & 1 B
ELi-FEZEIC, REHEZOM T, BollEHoAEZEICER L,

EHORSE, #E5FE., HUNEBEDS LUHYWESIROED TH 5,

54 WERE REE RS5AER BE BYES

: (mg/kg)  (mL/kg) (w/v%) 1 7
1 0.5% CMC Na 7K¥E# 0 5 0 MX01001~13  FBO1001~13
2 TSA 4 5 0. 080 MX02001~13 FB02001~13
3 - TSA 20 5 0.40 MX03001~13 FB03001~13
4 TSA 100 h 2.0 MX04001~13  FB04001~13

b. BIEB LUMRE

1) BEv

() —fIRRE
FEREp, H1 1 U ESg L,

2) RERE
BEHPE | B o IR HICHIE Lz, RESBRINMTIRERO. 7. 14,
2081z, AMRUIMETIIHE 0 5 LU 4 BIZHE Lz,

4
N,

)




(3) M EHE

B EMARE CORURER <) B 1R, AENEH L BLHCREREREL, 20%
AEBEEBEENE L. | HOBEEEH L, TEATES Nl @R 0 |
7. 14, 0B LU LIHCE, a1, 3 HOBAE TOBERERE L,

(4) M FEHA

TFHREEAEPICS SO TREFMBHLESL, B0, B2 A 72REL T, HEH% /R
L7, b, BAATEHEIUT. RELMCRTERIBE T, KELAD - - TIEE
BOEARI O T & TR L TiT o 72,

(5) 3ZAd

KEEd. BEADOSY D oRE 2 EE. RBEROMREZ 1 | 0#EKRB AR TT-
fz. XRDHERZ., BXATHOBFOREED 5 VIEROBERICL DITL., TR HR
iz onwTiE, £0OH %tﬂEO HeLTRETSLEHIT, HHASOBEL TEBlC
FE Lz, RERRESLIUVRIROREIC LD, SREHICBIIRER (XEMHE
W/ RESHYWE) <100) . ZREER ((BRBVE/ XEBZHYED) < 100) .
FEMBA» OXEHREH F COHES L UZOMICEF L - REHoEE %Kk,

(6) i - WEREE DL

RSB S NI, 26 % BRI S B, DHRIRED BB KR B
IZDWTITV, HRIREDEBEBETE D > B OV T b HREOBIED 55
R OAEE LI LT Lz, DROMRIT. F519 B~ 11TV, MARETLT
W3 Z L EHALLEMICOWTIE., TOHEMEA (ME0H) & LTHERYH (R
0 H~SHAOHE) #EH Uz, HhkIEERES EOBE L,

() Hke - RERSFRE

HEL, RE4THORHIZ, BEEED~X Y bLE F—)L+ F U 7 LRRERT ¢ -
B E, BRL7z. €O, TEE, B, BRSIUBELKROBEZIIEL 2,
7z, TEE, FIRIRIZ0. INY VEEERE109% RV~ ) VRKIC, BES L UBE KT
TURICEEL. BRENS L UOEBEO2FI O WTURIEREBERELEREL /-,




HEID ) B S LI EEE 4 010, KRR S N h e L b - 7R

BHMEHAIC, RELED > IR SMBOERICZNTNEEERDOR Y b/ E § —
VT b U LRREE T TR - BOE X, B L7, £ OB, TEER. FRIR, RS LU
FTEZREE LT, ROV TIIEFREMET CIRERRE, FECDVWTCIERE®
WA, BRE ((ERE/ERAGE) x100) 28H Lz, 72, TEER, BRI,
GREIZO0. IMY VEEEE 0% R L=V VIFRICEE L, BHERS X UHBEOLH/IZO 0
T, WHEBERE R L o, it\Mﬁt$ HpAR I RE 2RO BEEICOVWTH
BB REE R LT,

2) HAER

(1) ERESLUETRE

HWE O HICERK (EFR+ETR) 28T, 7HE ((ERE/ BFREH) x

100) B RUERMER ((HWEERE/ BERRE) xX100) zRDz, /o, HE

[ (EREBEMETREWE) X100) 2E8H L, AFEREINELEEL, HRlB X
UHhRETE GB/NRZ2ET) oFEZIREL 2,

HE O HURIIECREZBHAN, HEE ((HEERE/RERE x100)
FUHMEREER (HWELHOERE /WE 0 HOAERE) x100) 2R/, BE
HRERSETIRIGAIMR L 72,

WE 4 BRI, RROFERE 2. MR | 88 d/c ) EE 1§, ERERC
1 BEYH - O MES 4PlIcOWTEELZ, 2B, BESFB0400985 & UFB04010D
HDOR, BYESFBO40120ME D RGN RE L 4 RIS ad - ol BIER[RER
HAERIZOWTDHREZ{T- 1z,

2) &

WE 0B LU 4 BICEEICHEL ., SEI L ICHE#ROFEEE S L,

(3) HlkR

HAERIIHE 4 BICEEL, ARBLUNBBEORYODFEFHEL -,

6. F— ¥R
LREE, BIES LUHEROHERE HBUEE IO\ T Fisher OEBEHRIRE %
Tolc, MEEBFFTR TR, Z7L— BT LT~ 513, Mann-Whitneyd UKREIZ
. BT L — R OBFHE Fisher DEEHRD N MMRE &L DB E TSA #5

S
N




BOBMOERERERITo 1z, TOMOT— 53, BERIEICBONIED 5 VIIEED
EDNIGEE TIEARE LT, 59 Bartlett iEHIC & D BHOSBO—FREIZ OV THRES:
To7ce PR THAGRICE., —TEHEEDOIBAN ZITO., HEICHEELS D
5N 5GEE, Dumett FEICL O BEHEZIT 572, —FH. WTNHOHFTHED 0 L7
AEEB LIUHEN—FTROEEIZIE. Kruskal-Wallis QIEAIEZ TV, BRICE
EENEDONLHEICIE. Dunnett BIOMERICE h EEHE 17572, BBE/KHED,
5%& L7,




€] £]

1. #HEW
1) —fiRAE (Tables 1. 2; Appendices 1-1~2-4)

HERE & HITHRTEMIEA SN h > 7,

RERICEBEOET LREIBRESI N/, BEEDETIE. 100 ng/ke RS HD M
2P, &5 3 B oBlEs NI, FEZ. 100 ng/kg RESREOMING. HELFIIHS 4
B S BES Nz, EREOET & RIS H% 4 BRLPAICETE L. ©OMmO—iR
REDZR b E LT, BRED 4 ng/kg HBSEEOME 2 ] (81#& 5 :FB02011. FB02012) | Bk
O, 100 mg/kg BESBOHE | fl (EWES MK04013) 12, ALEMD 4 BLO100 ng/ky
SHOETE 1§l (EYES:M02005, MX04011) . FRERH 20 ng/kg HEHOHE 1 #
(B11% 5 :MI03010) 1257 S 7z, |

O

2) &% (Fig. 1. 2; Tables 3~6; Appendices 3-1~6-4)

FEHB I, 100 ng/kg HEBNIREICH L TEETHER Lo

TG 1~8. 1~15, 1~22BXU43~48H DIEEREMEN. HTIIHRE1580
ERMES L G | ~158 OEEEMEASTREE & B U TEE(0<0. 05, p<0. 01) 73 {EfH
R LS, S H1C 20 mg/kg LIFD TSA BE58ckbV TR, WBEE OlicE
BEFRD oI -7

3) {EeH=E (Rig. 3. 4; Tables 7~8; Appendices T-1~8-4) Q
HEOIEEEITIE TSA BEOBEBRALNLM -1, TR 20 ng/ky REEDITR

20~21 H OIEEEENVEE (p<0.05) TSEMAERL 7o, HEFIOM T IRIEEEORDI3 &

CBENBEALTHEI L, 100 ng/kg BEBTRARERRD BALNI &b 5,

TSA D5 & RRBEFROEWEILTH S LEX Sl

4) ElteFr R (Tables 9. 10; Appendices 9-1~10-4)

TR, BEO/NEULAHIREED 1§ (B9ES M01010) 4 ng/kg BEED 241 (
BB S MK02005, MX0200T) ICBIE & Nrze & oy —ABREEDL(LE L TRERAEE
X7z 20 me/kg HREHOE L F (BMES M03010) 1T BEHEIEE S b,




100 mg/kg HEBICEBEWERD oNEh -7,

T, 4 ng/kg HEBOANEFO 1T (EES FB02013) 12, FEBLUERED
HRaRMS . Ko RfIo It (E¥&ES FBO2008) ICiefgatsmit, BEEBOEAL, HEOH
&, RimHEDS LOCEROHB(LIZS s, B, B IOBEBEESE L T\, F/,
Frigoeite & b IR, BIB. T v/ . MR o s LSRR ) o/ $Hi
DIER. FEMNREOIEAERD 51/,

5) 2sEE& (Table 11; Appendices 11-1~11-4)

TR, FRESLOEEOEERS S OEMERICE. RIS TS SRE8ED
R B T DD > Toe M B, 4 np/ke RESBOEERS L HEHER.
100 mg/kg HREBHOEEENTNRELHEKLTHE (p<0.05, p<0.01) 1@/ L7,
20 mg/kg 1B5EE L MBHORICZRZRD SN Eh -1,

6) HEWIOREMMATR (Tables 12; Appendices 12-1~12-4)

SHEBEED 34 (E41ES5 :MX01006. MX01008. MX01010) . 4 mg/kg EEEED 2 f (Eh¥y
F5:MX02005. MX02007) &k 100 me/kg BE5HD 35 (EHES :MK04002, MX04003.
MX04013) Tid. BHEOCEENIRD SNz, TNLOFI TR, HBHENDETEMITD R
DL T4 T 4 v ERIAO U E AEOB K. ZEME. FE LEENOMRERE BT
HoBLhRD NI, WThORRbXIEEES TSA REFHEOHET, REHE. &
BELHERBDONEIN-T,

HREFICBRIEENREI N 20 ng/kg HEEOHE 1§ (EYES:M03010) TE.
BROBEICHTHENRAD oz, £OMic, 100 ng/ke RSEHD2H (BWES:
MX04006. MX04012) OTEKITS b WO, Fio. HIREEE 100 ng/kg HEEHD
& 1§ (EES MI01006. MX04003) @ HRERIC RF kD IR EED ST,

T) WEEMORERLEATR (Table 13 ; Appendices 13-1~13-4)

100 mg/kg £5EIHWVT, IRICEARIERD 1 #] (BiHES FB04008) . TEMAIZS
N BEORLEDS 1§l (EYIES FB04002) B o7, BB 2§ (BYES:
FBO1005. FBO1007) . #5kTF, 100 mg/kg #ES# D 1§l (EHE S FB04005) DHIRARIC
FEprtE ORI ED SN, WIS REREC ., REEEICERS ONED -7



&, ERLEREDT v b TH BLBOHYICEWTLAONBE(THE I L
Mo, TSADTRS & RBFEOEVWELLTH B2 EEX oz,

B, MeiE e AEASOBENBEEINL, 4 ng/ke ZEHO 1K (BE
5:FB02008) 1ZB\\TH, MERBICIRBIEDBIES & CHFhERDEEINRD SN, BEBL
i) 3Bk, Bk, BREBRESAL T/ 0T 7 — UOBENES o En, BB
DEIEEE & VBB OIS bBD S NIz, 0. MBI X BIAENS &
CHEEBZONE bTREEICEHE SN, T, RFIOFBICIZERRII Y v/ i—#ad
BTN SN i@, TH. M. BRI ESoliRice s 07 7 — U, BRICH
BAARIDRAE, i (WAKMIEOEENED Shih, B, L. 5. KBR. FEH
FUBIKERRBRDONES -7, BUCHBRIIC, TES L UBICHEOIRENEES
e 4 mg/kg BSEHO 1L (BMHES FB02013) Tid. FEOME LRI IHEE %
Pl 5 R LS BOIFERR D BEA RS S idh, BESTEIRICIE L, 458 bR &
UHBEERICIFHRE XU U LS OBRBNES S nion, B LA iR,
HDOEREHTIIREINTORWI ED D, TSA OBRE & ZBROEBWELTH B EEL
o,

2. AERERES]

1) HEE X OEKE (Tables 14, 15; Appendices 14-1~15-4)

MR TSA 5 OBEETRT BELEA SNIEH -, KEREOKE, TR
REIOZERITIT TSA BEOEEIRD SN -T2, o, KEETOREEB LU
Z OEIOFBEIC, HREL TSA FBRESHLOBITHEREZEBL oNIIh -1, BB,
SEAHRS s -7 4 ng/kg HSHO | UL (S5 S:FB02008) 1. LIREHCER
EAERS icht, R LI AEET 5 O & R, - 72

2) HEERL X UIEIRIAM (Table 16; Appendices 16-1~16-4)
HERE L IR TSA 508842 BT 38 (LIdA NI -1,

3) W|iEH. SERMBLUFRZE (Table 16; Appendices 16-1~16-4)
AR, BREBLUERREIC TSA R50FELRIETAEEAS SN -1

O

N
N




4) itk L UHEIRRE
R L UMEIKEDORE L 1 bBRsNUh -7,

3. tiER
1) &% (Table 16 ; Appendices 16-1~16-4)

WA, IR, SR, HEERY, £RMNER, WE 4 B0ERE, HiRAeFE
BLOMERTIE, SiEE L TSA SiREH L OBICHREZERD o -7

2) {Kk&E (Table 17; Appendices 17-1~17-4)
HHEOBLUC 4 HiIchir aHEIROEEICIT, HIBEES TSA BBRERIOMIcEES
BEDH o7,

3) FR& (Table 18; Appendices 18-1~18-4)

HE 0 Bichi 2 EFRICARTFEREESI NN -7 100 ng/kg BEBHITBWTE
NEAS 1B (BEMIES FRL010) B SN, ~OWIRHE 4 BETERL, HRicH
WTHEEERD SNEM -1 TOMT, 100 ng/kg BB TRIEXE (BEMES T
B04005) . ZAXIME (BEMMES FBIL009) Azheh | flEEShi, WFhbi
BN L BRI L B LD S KM Lz, F7. 4 ng/kg RSB CEREICE THINAS 1 4
- (B Eh9EE 5 :FB02006) B Hi,

WE 4 okt 100 ng/kg BEBHCERRE (BEMES FB04005) | AR
1B (RS FB0L009) HEheh | FIBE S s, CRLORE. WE 0 BOBIE
CBWTRERIE. 5503, ARENEIBESNIBTH -7, JOMORICEE
YR (RACNSE

SBRREZESULTORSECEVWTRERM A I N, BEAREL - BETIRICD
W D - e HRCREE IR SN T, Fo, HEEEE L U100 ng/kg 58
DWE 4 BOEFRICOWTER L7 EROBEMAAENRATOEERRD LN -
Yo



€ ]

TSA @ 4, 20 B L 100 ng/keg % Sprague-Dawley 2T v MIHEIZIZATHIE. i<
3ERRT 2 B L ORI, IR AE L T 3 B E CRORS L, TSA O&HE
s oW TRE L7,

ZORR, BEEE biT, —BEROZLE LT, 100 ng/ke BEBBVT, #5%
EBEOET & RENEES N, FEEMLMAII N, JNoOBE, fcblnl
btz To-b LTy RIKR YT I FOT y beAVARERREEN - EERESHE
BFARER] D D 100 mg/kg MEDOHREER, B, AERERBEICE 8- 228
RIEZORSEHERRO 100 ng/kg HEHIZBVWTHRBOBIIBEEINI I LMD
TSA OERSIERLELEZZ SR,

Bt s & RIS RE T, RE > ICERBBOBICE VT, DRI CER
DINEHENED S, REASFIREOER. BEEOEME. A LENEOMITE
BOBE. 5454 v EMEOTEAEDER M & FEME A O EBRILO DI R D
S, TORBEE, BLUOBECERA O, HRLAEENET LD
DO, BREEICIZERDONT . HREICLBDONBELTHSIE. To-bIL
LUK VT I ROT y bEAVAREROREEN - AERESEMSRR)
T3, 500 mg/kg ETOTA HEICL - THERLAESEDRTREADONTVWREWI L
NS, TSADIES & I3BROBVELTH B L EL SN,

HEDUEE . MR, THE. R, BX0. HAERDEREL b IAER
i TSA RS OBEETRERT 5 E(LIRRBH S NIM - oo

HAE RO AR TR, 100 ng/ke BEEHTH VT, BHOUNTS & UEREO MEA
FRERLHAlA SR, VTERLRBEMIC L 3 EEL ShBRENBD b, Fio.
4 ng/kg BEBD 1 PICEROE THIONED SNen, Ty FOFERTIR. L ES
NBETHZIE, 20 ng/kg M LOBSH CREROELRIBEIATVLAEVI En
5. WFHHTSA 15 & FEBIRTH 3 LM Lice £/, SMBEE 100 ng/ke &5RD
WD WTH T - IR ORBRE I BT LR IR bHEh -1,

P EDOBENS. ARBREETICBI) 3 0- MLy ANEKR YT I FOREMWNIIXET 5
WIEFIRIE 20 ng/ke/day « 7272 LIRBMOOATERE St 5 AEA&IZ 100 ng/ke/day
EEZ o, BARICT 2 BERARIZI00 ng/ke/day EEZ SN 5,




(X Wik ]

1) BEEEEEHERCEEET(LFEEWEE B [IEHESHABRHLE
vol 75 . {bLZEE SRiEEEEIEES, B (1999) pp. 134-152.
2) Lederer J. : La saccharine, ses polluants et leur effet tératogéne. Louvain

Méd. 96 : 495-501 (1977)




Body weight (g)

550 7

500 1

=O=Vehicle control
—k—TSA 4 mg/kg/day
~8=TSA 20 mg/kg/day
== TSA 100 mg/kg/day

S | ] ) L L]

8 15 22 29 36 43 48
Days of administration

Figl. Body weight of males



Body weight (g)

450 7

400 1

350 17

300 1

250 7

200

—O=Vehicle control

—&=TSA 4 mg/kg/day
== TSA 20 mg/ke/day
——= T34 100 mg/kg/day

8 15 0 7 14
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Preliminary reproduction toxicity screening test of TSA by oral administration in rats
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Table 1
Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Clinical signs of males

Compound TSA

Dose group

(mg/kg) 0 a) 4 20 100
No. of males examined 13 13 13 13
No. of males with abnormality 0 1 1 13

Category of abnormality; N

Listless

Temporary salivation
Reddish tear
Reddish urine

Loss of fur

OO ODOOD
OO OO
O O OO
—omRD

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)



Table 2

. Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Clinical signs of females

Compound TSA
. Dose group :
) (mg/ke) 0 a) 4 20 100
" No. of females examined 13 13 13 13
No. of females with abnormality 0 2 0 13

Category of abnormality; N

Listless 0 0 0 13
Temporary salivation 0 0. 0 11
Loss of fur 0 2 0 0

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)




Table 3
Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Body weight of males (g); mean X S.D. (N)

Compound TSA

Groups (mg/ke) 0 a) 4 20 100

Days of administration

1 (initial body weight) 340.4 + 14.2  (13) 344.3 £ 13.5  (13) 341.5 + 14.0 (13) 341.8 +
8 377.4 £ 18.3  (13) 384.3 £ 19.0 (13) 377.0 £ 18.0  (13) 367.3
15 410.7 £ 26.2  (13) 418.3 £ 22.5  (13) 411.9 + 21.3  (13) 396.5 *
22 436.3 * 26.1  (13) 444.4 + 24.4  (13) 442.4 + 27.4  (13) 420.2 *
29 462.7 + 27.4 (13) 471.0 £ 27.8  (13) 472.3 + 31.7 (13) 448.4 *
36 485.8 + 31.3  (13) 491.9 + 29.9  (13) 495.1 = 31.4  (13) 470.5 =
43 504.4 + 33.1 (13) 512.5 = 35.3  (13) b16.4 *+ 31.7 (13) 492.9 +
48 521.4 + 34.9 (13) 528.5 *+ 38.8  (13) 532.4 £ 32.0 (13} 004.1 &

£ S €O DD DD DN = —
O DN O 3D 0O —
e e e e e e .
WU ONODO®
P i M e N . T e
e o o S
[F RN SRR I N IO
Nt N et Nt vt mat” et “w”

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)



Table 4

Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Body weight gain of males (g); mean *+ S.D. (N)

TSA

Compound

100

20

0 a)

Groups (mg/kg)

ooooooo

-------

-------

-------

1- 8
8-15
15-22
22-29
29-36
36-43

Days of administration
43-48

------

oooooo

------

------

: Significant difference from control, p<0.05 (by multiple comparisons)
Significant difference from control, p<0.01 (by multiple comparisons)

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)
*
X%

LR A B

i B




Table 5

Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Body weight of females (g); mean * S.D. (N)

Compound TSA
Groups (mg/kg) 0 a) 4 20 100
Days of administration
1 224.2 £ 7.4 (13) 225.0 =+ 8.6 (13) 223.0 £ 6.8 (13) 223.2 £ 7.1 (13)
8 236.1 = 8.3 {13) 235.2 + 11.2  (13) 231.5 £ 6.7 (13) 229.0 + 9.2 (13)
15 261.0 = 10.4 (13} 249.8 = 14.8  (13) 243.9 + 8.4 (13) 238.8 £ 10.1 (13)
Days of pregnancy ,
0 259.3 + 11.2 (12) 255.4 + 14.7 (9) 251.6 £ 12.7 (11) 248.1 * 12.6 (11)
7 294.3 =+ 10.5 (12} 291.2 £ 13.9 (2) 286.7 =+ 11.8 (11) 282.2 + 12.5 (11)
14 333.3 £ 13.1 (12) 323.0 + 18.6 (9) 322.3 = 12.3  (11) 318.7 £ 15.2 (11)
20 405.2 + 20.8 (12) 390.1 & 34.7 (9) 386.0 + 17.6 (11) 387.8 =+ 17.8  (11)
Days of lactation _
0 300.6 £ 18.2 (12) 292.8 £ 17.8 (9) 293.0 £ 19.7 (11) 291.1 =+ 26.8 (11)
4 329.2 + 14.2 (12) 315.2 = 15.1 (9) 319.8 = 12.9 (11) 318.7 = 19.7 (11)

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)
* : Significant difference from control, p<0.05 (by multiple comparisons)



Table 6
Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Body weight gain of females (g); mean * S.D. (N)

Compound _ TSA

N
oo
o

Groups (mg/kg) 0 a)

Days of administration

1- 8 12.0 =+ 6.6 (13) 10.1 £ 8.4 (13) 8.4 + 5.4 (13) 5.8
8-15 14.9- &£ 7.0 (13) 14.7 + 7.4 (13) 12,4 + 6.0 (13) 9.8
1-15 26.9 = 8.2 (13) 24.8 + 11.9 (13) 20,9 £ 7.9 (13) 15.6

Days of pregnancy
- 35.0 =+ 4.8 (12) 35.8 + 4.4 (9) 35.1 £ 6.6 (11) 34.1
7-14 39.1 =+ 6.5 (12) 31.8 + 6.5 (9) 35.6 = 5.5 (11) 36.6
14-20 71.8 £ 11.1 (12) 67.1 =+ 18.1 (9) 63.6 *+ 12.5 (11) 69.1
0-14 74.1 + 6.5 (12) 67.6 = 6.8 (9) 70.7 £ 8.1 (11) 70.6
0-20 145.9 + 15.6 (12) 134.7 + 22.8 (9) 134.3 + 14.0 (11) 139.7

Days of lactation
0- 4 28.6 + 12.8 (12) 22.4 + 13.9 (9) 26.8 £ 11.8 (11) 27.6

[+ 1+

M+

H I+

I+

5.6 (13)
4.6  (13)
8.1 xx (13)
4.5 (1)
5.9 (11)
4.2 (11)
8.4 (11)
0.5 (11)
9.8 (11)

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)

S



Table 7

Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Food consumption of males (g); mean + S.D.

TSA

Compound

100

20

0 a)

Groups (mg/kg)

Days of administration

S~ — p— — —

o~ — — — —

T~~~ p—

P S~ p— —

S et g Nt " vt

1- 2

8- 9
14-15
29-30
36-37
43-44

Vehicle control, 0.5% CMC Na Solution (5 mL/kg)

a):




Table 8

Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Food consumption of females (g); mean + S.D. (N)

Compound TSA
Groups (mg/kg) 0 a) 4 20 100
Days of administration
1- 2 17.8 + 1.9 (13) 19.3 £ 2.1 (13) 17.1 + 3.5 (13) 15.9 £ 2.7 (13)
- 8-9 18.4 + 3.0 (13) 19.8 =+ 2.3 (13) 19.1 £ 2.4 (13) 18.3 £ 2.6 (13)
14-15 19.9 + 2.8 (13) 19.3 + 3.9 (13) 19.3 + 2.9 (13) 18.2 + 2.5 (13)
Days of pregnancy
0-1 19.7 £ 2.5 (12) 20.3 £ 2.9 (9) 19.1 £ 2.3 (11) 19.7 + 3.0 (11)
7- 8 25.2 + 2.0 (12) 24.4 + 2.4 (9) 25.6 £ 3.0 (11) 23.8 £ 2.5 (11)
14-15 19.5 + 2.3 (12) 19.6 = 1.7 (9) 18.1 * 4.4 (11) 17.6 £ 3.2 (11)
20-21 23.1 = 2.8 (12) 19.2 £ 5.7 (9) 19.6 + 2.8 x (11) 21.9 + 2.5 (11)
Days of lactation
iI-2 3.7+ 4.2 (12) 26.3 = 8.1 (9) 29.6 + 4.4 (11) 32.5 + 6.4 (11)
3- 4 47.3 + 6.2 (12) 43.1 £ 8.6 (9) 45,5 £ 5.2 (11) 43.3 £ 3.4 (11)

a): vehicle control, 0.5% CMC Na Solution (5 mL/kg)

x : Significant difference from control, p<0.05 (by multiple comparisons)

~

—



Table 9
Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Macroscopic findings in males at the end of dosing period.

Compound ' TSA
Groups (mg/kg) 0a) 4 20 100
Grade IN] - + (N -+ [N] - + [N] -
Testis [13] [13] [13] [13]
Small, left side 12 1 13 0 13 0 13
Small, bilateral 13 0 11 2 13 0 13
Kidney [13] [13] [13] [13]
Dilatation, renal pelvis,
right side 13 0 13 0 12 1 13
a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg) -: Negative

+: Positive



w & B B &

Table 10

Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Macroscopic findings in females at the end of dosing period

Compound TSA
Groups (mg/kg) 0 a) 4 20 100
Grade Ny - + (N] - + [N] -+ [N] - ¢+
Uterus [13] [13] [13] [13]
DBilatation, lumen 13 0 i1 2 13 0 13 0
Vagina [13] [13] [13] [13]
pilatation, lumen 13 0 12 1 13 0 13 0
Spleen [13] [13] [13] [13]
Accentuated follicle 13 0 2 1 13 0 13 0
Rough surface 13 0 12 1 13 0 13 0
Dark 13 0 12 1 13 0 13 0
Area, white 13 ¢ 12 1 130 13 0
Whitish cloudy, capsule 13 ¢ 12 1 13 0 13 0
Adhesion [with stomach, liver &
pancreas] 13 0 12 1 13 0 13 0
Liver [13] [13] [13] [13]
Enlargement 13 0 12 1 13 0 13 0
Pale 13 0 12 1 13 0 13 0
Adrenal gland [13] [13) [13] [13]
Enlargement 13 0 12 1 13 0 13 0
Mandibular lymph node [13] [13] [13] [13]
Enlargement 13 @ 2 1 13 0 13 0
Mesentric lymph node [13] [13] [13] [13]
Enlargement 13 0 12 1 13 0 13 0
Mediastinal lymph node [13] [131 [13] [13]
Enlargement 13 12 .1 13 0 13 0
a): Vehicle control, 0.5% CMC Na Solition (5 mL/kg) -: Negative
+: Positive

a
_\/




Table 11

Preliminary reproduction toxieity screening test of TSA by oral administration in rats

Organ weight of males, Mean * 8.D. (N)

Compound

Groups

(mg/ke) 0a) 4 20 100

Final body weight (g) 521.4 +34.9 (13)- 528.5 +38.8 (13) 532.4 £32.0 (13) 504.1 +36.3 (13)

Pituitary (g) 0.0127 £0.0018 b) (13) 0.0113 £0.0019  (13) 0.0123 *0.0011  (13) 0.0116 +£0.0016 (13)
0.0024 £0.0003 ¢) (13) 0.0021 £0.0003 (13) 0.0023 +0.0002 (13) 0.0023 £0.0003 (13)

Thyroid (&) 0.0235 £0.0038 (13) 0.0233 £0.0030 (13) 0.0247 +£0.0061  (13) 0.0249 £0.0037 (13)
0.0046 £0.0006 (13) 0.0044 -£0.0006 (13) 0.0046 +0.00t1  (13) 0.0050 £0.0008 (13)

Testes (&) 3.1259 +0.4006 (13) 2.8107 £0.6476  (13) 3.2625 +0.1889 (13) 3.2065 £0.2422 (13)
0.6013 £0.0843  (13) 0.5353 £0.1322  (13) 0.6143 +0.0418 (13) 0.6401 +0.0761 (13)

Epididymides () 1.1838 +0.1587 (13) 1,0209 £0,1791 #%(13) 1.1473 £0.0842  (13) 1.0761 £ 0.0646 *=(13)
0.2277 £0.0321  (13) 0.1944 +0.0385 * (13) 0.2160 +0,0185 (13) 0.2147 +0.0226 (13)

a): vehicle control; 0.5% CMC Na Selution (5 mL/kg)

b): absolute weight

c): relative weight (g per 100g body weight)

* : Significant difference from control, p<0.05 {by multiple comparisons)

xx: Significant difference frem control, p<0.01 (by multiple comparisons)



Table 12

Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Histopathological findings in males at the end of dosing period

Compound TSA
Groups (mg/kg) 0 mg/kg a) 4 ng/kg 20 ng/ke _ 100 mg/kg
Grade [N] - +/- + ++ +#+ Pos. [N] - +/- + ++ +++ Pos. [N] - +/- + +& +++ Pos. [Nl - 4/- + ++ +++  Pos.
. Pituitary gland [13] [ 0f [ 0] [13]
o Cyst, Rathke’s pouch 13 0 0 0 0 11 2 0 0 0 2
=]
Thyroid gland [13] [ 0] [ 0] [13]
R Ectopic thymus 12 1 0 0 1 12 01 0 ¢ 1
Testis » [13] [ 2] [ 0] [13]
7 Atrophy, seminiferous tubule,
hilateral 1t 1 0 0 2 0 06 0 2 0 2 62 1 0 © 3
Atrophy, seminiferous tubule,
unilateral 12 1°0 0 1 2 0 0 0 O 0 130 0 0 0 0
Decrease, germ cell,
seniniferous tubule 12 0 ¢ 0 1 6 ¢ 0 2 0 2 102 t 0 0 3
Multinucleated giant cell,
seminiferous fubule 12 1 ¢ 0 i 1 & 1 6 0 1 12 0 1 0 0 1
N Hyperplasia, Leydig cell,
) diffuse 12 0 1 0 1 0 0 2 0 0 2 13 0 60 0 0 0
Epididynis [13] [ 2] [ 0] [13]
Cell debris, lumen 1 1 0 0 2 o0 0 1 1 2 10 2 1 0 0 3
Decrease, sperm, lumen 2 0 0 0 1 0 0 0 1 1 2 13 0 0 0 0 0
Kidrey: right side [ 0] [ 01 [ 1] [ 0]
Dilatation, renal pelvis 0 06 1 0 0 1
Hyalin cast, medulla 0 1 ¢ 0 ¢ {
a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg) ~ : Negative Pos.: Total of positive grade
) ‘ +/-: Very slight
+ : Slight
+ : Moderate
+++: Severe

Q .




Table 13 - 1

Preliminary reproduction toxicity screening test of TSA by oral administration im rats

Histopathological findings in females (Subject to autpsy on day 4 of lactation)

Coapound TSA

Groups (mg/kg) 0a) 4 20 169

Grade [N] - /- + ++ +++ Pos. [N} - +/- + + +++ Pos. [N} - +/-  + ++ Pas. N] - +/- + + +H+ Pos.
Pituitary gland f12] [0] [0] [11]

Dilatation, Rathke’s pouch 12 0 0 0 0 0 10 0 1 0 0 1
Thyroid gland [121 ] [0} [111

Ectopic thymus 101 1 0 0 2 0 1 0 0 0 1
Ovary [12] [0l [0l {11]

Cyst, corpus luteum 12 0 0 0 0 0 10 1 0 0 O 1

a): Vehicle control, 0.5% CMC Na Solution (5 nl/keg) - : Negative Pos.: Total of positive grade

+/-: Very slight

+ : Slight
++ . Moderate
+++: Severe



Tabje 13 - 2

Preliminary reproductfon toxicity screening test of TSA by oral adminjstration in rats

Histopathological findings in females (Non-pregnant and Complete litter loss)

Compound
Groups (mg/kg)
Grade

TSA -

20

100

0a
IN] - #/- + 4 +#

4
Pos. INI - #/- + +t ++

Pos.

[N}

+/-

+  H ot

Pos.

[N]

/-

LR & N 5 =

Pos.

Pituitary gland
Dilatation, Rathke’s pouch

Thyroid gland
Ectopic thymus

Qvary
Cyst, corpus luteum

Uterus
Dilatation, lumen
Cellular infiltration, meutrophil,
luminal epithelium
Vacuolation, with cell debris,
luminal epithelium

Vagina
Dilatation, cystic,. lumen
Cellular infiltration, neutrophil & lymphocyte,
epitheliun & lamina propria

Spleen

Necrosig, focal

Fibrosis, necrotized area

Cellular infiliration,
neutrophil

Fibrosis, adhesional area

Cellular infiltration, neutrophil &
tysphocyte, adhesional area

Cellular infiltration, macrophage, with brown
pignent, adhesional area

Hematopoiesis, extiramedullary

Deposit, pigment, brown

Liver
Proliferation, Kupffer cell,
sinusoid

Mandibular lymph node
Proliferation, macrophage, sinus, medulla
Proliferation, plasma cell, medullary cord

Mediastinal lymph node
Proliferation, macrophage, sinus, medulla
Proliferation, plasma cell, medullary cord

Mesentric lymph node
Proliferation, macrophage, sinus, medulla
Proliferation, plasma cell, medullary cord

Lung
Accumutation, foam cell

Other organs
No remarkable change
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a): Vehicle control, 0.5% CMC Na Solution (5 mL/ke) -

+/-:

Other organs: Adrenal grand, Heart, Aorta, Stomach, Kidney +

SN He
!\) +H:

: Negative
Very slight
: Slight

: Yoderate
Severe

Pos.: Total of positive grade



‘Table 14

Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Summary of estrous cycles

Compound TSA
Dose group
(mg/ke) 0 a) 4 20 100
Number of females examind 13 13 - 13 13
Mean length of estrous cyele in days
Pre-treatment period; Mean + 3.D 4.0 = 0.0 4.0 + 0.0 4.0 £ 0.0 4,0 £ 0.0
Treatment period; Mean £ S.D. 4.0 + 0.1 4,1 *+ 0.3 4.0 = 0.0 4,1 + 0.3
Number of animals showing each type of cycle
during pre-treatment period
4-day cycle 13 13 13 13
Changes of estrous cyele after treatment
Number of animals not changed 12 11 13 12
Number of animals changed
{pre-treatment period) (treatment period)
4-day - 5-day 0 0 0 1
4-day - 4,5-day 1 1 0 0
4-day - irregular 0 1 0 0
Mean times of vaginal estrus during .
mating period; Mean + S.D. (N) 1.0 £ 0.0 (13) 1.0 £ 0.0 (11) 1.0 £ 0.0 (12) 1.0 £ 0.0 (13)

a): Vehicle contrel, 0.5% CMC Na Selution (5 mL/kg)



Table 15
Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Reproductive performance of animals

Compound TSA

Dose group

(mg/kg) 0 a) 4 20 100

Number of mated pairs 13 : 13 13 13

Number of copulated pairs 13 12 12 13
Copulation index 100.0 : 92.3 92.3 100.0

Number of pregnant animals 12 10 il 11

Fertility index . 92.3 _ 83.3 91.7 84.6

Pairing days until copulation

Mean *+ S.D. (N) 2.2 £ 1.1 (13) 2.5 * 1.4 (11) 2.8 = 1.1 (12) 2.5 = 1.1 (13)

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)
Copulation index = (number of copulated pairs / number of mated pairs)x100, %
Fertility index = (number of pregnant animals / number of copulated pairs)x100, %




Table 16

Prelininary reproduction toxicity screening test of TSA by oral administration in rats

Developnent of pups up to day 4 of lactation; Mean *+ 5.D. (N)

Compound TSA
Grovps (mg/ke) 0 a) 4 20 100
Number of pregnant females 12 10 11 11
Number of pregnant females with live pups 12 9 11 11
Gestation index 100.0 90.0 100.0 100.0
Gestation length in days 22,3 £ 0.5 22,4 £ 0.5 22,5 + 0.5 22,6 + 0.5
Number of corpora lutea 15,4 £ 1.6 14.6 £ 4.1 16.3 = 2.7 15,56 = 1.9
Number of implantation sites 15.1 £ 1.4 12.6 £+ 4.9 14.4 =+ 0.9 14.5 + 1.5
Implantation index 92.0 + 5.8 B4.1 + 23.0 89.6 + 9.7 03.3 + 4.2
Day 0 of lactation
Number of pups born 13.8 £ 2.2 12,8 £ 4.5 12.5 £ 2.3 12,9 + 2.3
Delivery index 91,6 + 9.2 97.2 & 3.3 87.3 = 14.6 90.1 £ 15.9
Number of live pups 13,8 £ 2.1 12,7 & 4.5 2.5 =+ 2.3 12.7 £ 2.5
Birth index 91.0 + 8.9 96.5 £ 3.4 87.3 £ 14.6 88.9 &£ 17.5
Live birth index 99.5 &£ 1.8 99,3 + 2.2 100.0 = 0.0 98,2 & 4.1
Sex ratio on day 0 49.2 £+ 15.1 60.2 + 22.1 41.8 + 18.8 47.0 £ 17.8
Day 4 of lactation
Number of live pups 13.8 £ 2.1 14.0 = 2.2 12,5 £ 2.2 126 + 2.6
Viability index 100.0 £ 0.0 100,0 = 0.0 99.4 + 2.1 97.8 + 5.2
Sex ratio on day 4 49.2 + 15.1 58.3 + 17.5 41.3 + 18.8 47.8 + 17.1

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)
Gestation index = {number of pregnant females with live pups / number of pregnant females) > 100, %
Implantation index = (number of implantation sites / number of corpora lutea) x 100, %
Delivery index = {number of pups born / number of implantation sites) x 100, %
Birth index = (number of live pups or day 0 / mumber of implantation sites) x 100, %

Live birth index = {(number of live pups on day 0 / number of pups born) x 100, %
Sex ratio on day 0 = (number of male live pups on day 0 / number of live pups on day 0) x 100, %

Viability index = (number of live pups on day 4 / number of live pups on day 0) x 100, %

Sex ratio on day 4 = (number of male live pups on day 4 / number of live pups on day 4) x 100, %



Table 17
Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Body weight of pups up to day 4 of lactation; Mean * S.D. (N)

Compound - TSA

Dose group
(mg/ke) 0 a) 4 20 100

Day 0 of lactation
Number of live pups

Male 6.8 £ 2.3 {12) 7.0 =+ 3.0 (9) 5.2 + 2.6 (11) 6.2 £ 2.9
Female 7.0 £ 2.4 (12) 6.4 £ 3.0 (8) 7.4 + 2.9 (11) 6.5 £ 2.0
Weight of pups (g)
Male 7.0 £ 0.8 7.1 £ 0.8 7.1 + 0.8 6.9 + 0.8
Female 6.7 £ 0.7 6.6 = 0.7 6.6 + 0.8 6.5 £ 0.6
Day 4 of lactation
Number of live pups
Male 6.8 2.3 (12) 7.6 £ 2.5 (8) 5.1+ 2.6 (11) 6.2 £2.9
Female 7.0 £ 2.4 (12) 6.4 = 3.0 (8) 7.4 + 2.9 (11) 6.3 £ 1.8
Weight of pups (g)
Male 11.0 £ 1.5 11.0 £ 1.5 11.4 £ 1.8 1.0 £ 1.5
Female 10.7 £ 1.4 10.6 £ 1.4 11.1 £ 1.5 10.5 £ 1.5

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)
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Table 18

Preliminary reproduction toxicity screening test of TSA by oral administration in rats

Histopathological findings in individual pups

Compound | TSA
Groups (mg/kg) 0 a) 100
No. of dams examined 12 11
No. of pups examined | 24 84
Abnormalities
No. of pups 0 0

a): Vehicle control, 0.5% CMC Na Solution (5 mL/kg)
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