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5 .

BHECEDBEOESMFEMHELTMT LD, 2—T I ) —-5—-—2AFARr¥ran
FRUBEDO 0 (IBHEMEBE) , 100, 300 3L 1000 mg/kg/day® 7 v P OXKEHEII4H
DOXREEE, HRPEBIUCEEFIAEICTERROBREL, 4% - RELRETE
BERELE.

1)

2)

3)

BEd (FO) CRIETEER

BREYEZBEUCCECHARIRDOAE o7,

—RRE, FERIUEERICIBR: DERVEBESZIDERIRDLN
ol

HOBBBIURR LEAERICE, SRPDEREICIIEBRIRDOREI 2%
FRBIVAEBBRZROREABERE I, #HBELIIHBDERESEICER T S &
ZxoN5FMREBEEI o,

ATERRICRIET R
TRE, THEBIVCHANCERDERSOREBRIRD ORI, ¥,
SHEREBICLRFRBEESL Lo .

FERCRETER
FEROHARBREIZR, RFIRDLLONT, FECLHMAZEIRD A AZN- .
ETCRBIUHE4 BOHRTIE, HRUEREZIDZLEXADODNDIAERRI
BERIhgzhroT.

LEDERMNL, ARBREGTRERBITID2 T I/ —5—AFNARUVEBUALF B
OEBMICH THEEZBEIIMAEL L 1000 ng/kg/day b i S h . AWER LV
wHARRICHTZEERITEBIT 1000 ng/kg/dayBREIZ L > THRONT, EEE
EiX 1000 ng/kg/day & HIWr S hic.



. 1

Exp. No. 3651

i

2—-TF 3 ) —5—AFNAL_EFTLANLKEE (4-amino toluene-3-sulfonic acid)
BEAREBOAHEHEXERAIL2ELEH THD. RILEYOSME HEI2VIIELR
MEHIZETIFRIETHLH00Y, £WEHIET 2B E 2. 4B, 0ECD
I BFLEVEOREEARKEFEDLIBHEPAES X0 BL LT, 273/ —
E—RAFARUVEVANLNKUVEBORT y FOABEIBIUVRHEREORAE - BB
BETERBIISDVIRNLEDOTEZORRERETS.
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3. R B B 8.

RFIEFDEOBEFROMEELZTFM TS5 —RE LTITO0EDHIA FIFAY 8BRS
S EMBERR) (199043 A22H) Y, vy P2HAWVWTAR - #ERTRIET
ERETBE L.

2P, RBROEHIIBLFE 23S, HAF38S, 63X BE823 2 (BEFn634118180)
O TFREFEDECEIRBRERUCEELLEDBEILRIFEHOHEOEIE LY ED B
RAEEAFZIRETIRBERICOWVWT| OX#RPB T 0L LTz,
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10. ABRMEBLUFIE

10.1 #HEB%ME
2 —F3I)~5—RAFANUE LU RNLK B (4-apino toluene-3-sulfonic acid,
%4 4 B acid, CAS No.88-44-8, Lot No. s
99.3 wt%, & FEI187.20) IMBRAOKHERTHY, HEFETERYDEAERARE
BlrERLTRERELE., 2T 1) -5—-~AFLARUPBPUAALFVEBZEAL-FR
{%, Reference data 1 IZ;R L 7=.
WBRME, BENAGEAVCTIT M (Lot No. V7IH8040, V7R2398, VIN1095 F %
SATAIHRAESHBE) CEBL, 20, 60 BIV 200 ng/nLOBEICRD X D%
HoREEZAM LA, AR, FHABETCEL - ABTTHEE L.
BEBRTFOHEBRYEIE 6 BLTY 200 ng/alOBEICHS>VWT, ARBEBEERETS
BRAETEETHD I LB THRARRIIBVWTIERINALTVD
BREBROBESTIL, FAUMAHRKRICHARLEIRTORBRBORERFIZOWTITo -,
ZTORR, RTABEIIXLB8.5~99.6% D&M TH o7~ (Reference data 2) . L=
BoT, MEBIIREFIEFREED2 —T I )5 - AFNARVEVALKCVEREER
ENTWAIZ L 3RERLE.
BRERTHICHETINEFN LEEBRBOEIZC>WT, BEXTTEMNLERESR, #EX
99.3% THV, HWBRHEEIREHMEPIEETHo T EMBER I (Reference
data 3) .

10.2 EREHBIUETRHE
RRICIZ, BHERFYy—1AX - UNR-—BRNEHE (BHRNBERT) POBALLAE
8.5 # > Sprague-Dawley (Crj: CD (SD), SPF) %Mt > v b2 ER L. AL
BT o BRIRE - BMEE T Lk, —BREBEREESRDORARP 2D %10
HETHESTLTRRICAWE. BHOTKRTEROKRERX, BT 375~414 g, T
239~266 gD HEETH o7/,
i, BE24x2°C, BESS10%, BKMEII5E B, BEE 150~300 lux,
R 120 (FRI 7RSI, FETHET) KRESNEANAVT VAT LAORAT
= (W 5.7XD 10.0XH 2.5 m, 142.5 n*) TRABFLLZ. ABTENOEBEERIVEED
EREX, ThFh23.7~24.6CB L U4T~59% THh - 7=.
RS EREFV—UCX (AR#EFFH) OB ARERXFEFTH (w 691.0XD 79.0
XH 195.0 cm) 2B L, 7AIMUHE -KAF LV ABEBHAFTYy— < (W 15.8XD
23.8%XH 16.0 cm, AE I —¥ + A_—2 6017 cn®) KEHWE 1 LT HOIELEFESL
7. BL, XEMBDI, B2 7AINMNE, EAT LV LVABERAST Y — (W 36.8
XD 25.0XH 16.0 cm, AEFr— + X<X— 2 14720 cn®) W1 ETFTOWMAELEATL
7o. BIRISBLUBROBHYHIIWMELAETTTLVIMNGE - KXT VYV ABEEET Y —
2 (W 36.8XD 25.0XH 16.0 cm) ICME b L—B X UEBIEY ## (Care FRESHrw)
FANRNTEBLRE.
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EE/7—VRRE1E, HERSIEIERRBELL.

FEhiE, AV 2 VEBEEIERRNESHE (ARHFRX) #8FEoNMF BR AL (5
SmEERAE) 2EAL, AEYRPEEICEREI® . BRAKEX, KEKZBEHBKX
JANED BRICERE L.

i LRt X UKIZHEE Reference data 4 BLXUV 5 IR LK RBICXESL
KT AREEDOEXDNIRMEDOREI RS,

B, BHORLHMEETEY, EEHABYP, T FOEHEEHCEERRIILEZEED
NEBEEROELI o,

10.3 B4 - EES5
BEMIbo»LOFEICI-TRBIbEL, EfEAMEEBEICLIVEABREEIER T I X
HWBESIT L, 1BHYTYVHHESI2ZEXAEBELAL. 28, MIEIBESTAIIZS EMO%
BHEEZIT, EXRRMUBHRZAT 28 E2HESTITAVWE.
o0 #OBHOENIL, EEMNICENIIAZETIE LTI — VI LB ERSE
£ (Animal ID-No.) % 2it 7.
KREBHIIRBEBIAICI VLRI EIE L.

10.4 ¥BE5E, HiEN, RELFARBLIURESE
(2 =T ) =85 —-RAFARUVPURALRVEDOS Yy b2 BVWD2BAMORERES
HHEB] TRLIRBRETHD 1000 ng/kegBHOETRILEEDHEM, RpH, BmEKEL X
V#RalLATa— LOETHBAWVIEREL 2, T GPTOHEM, MEOHBIRRD L1,
FRTIEIMEL ODIIEBOILEEXARB DS LONL. ThoDFEREY S LI, 0, 30, 100,
300 B LU 1000 mg/kgP AR TEMLAFHRB (2 —-T I /) -5 —AFALR ¥
VANKUVBOZ y b ERAVLIROIRSBELAEEHERBR -2 EMBRSTHEAR (R
5 & 23650) | Tik, ZE®REWK, FE, BEE, BEEEXHLrLERDERS
WEDEZEZLDNDIELLEIRD O R T.
HoT, ARBIIBVTHLTHKBRAE 1000 ng/kg/dayr EHEL L, LUTAELY
3THL, 300 BLTU 100 mg/keg/dayZ 5 E L7-.
BERKEIE, OECDHA R4 BEATEZSERRE) P THETERLTVWIRERKIC
HLTHRMBARE L L. REFEIT, FF 100 g4 Y 0.5 nL& L, XERB X
UXEBEHE T oHE I, EANCAELERFFERESVWTER2IT- =, $7-,
FIRMERB IO TS oM, R0, 7, 14, 2IBIUVUMWMBOBIRBEEL B
EREEICESVWTER2Tok. BV UF2AVWCER1E (78/8) 8:50~
13:59ICsEB RN E L. BB vBOBZERFIIHEE L.
HOBRSHMIT, XEMUAMEXESAPN4IBRBIUCREMRPRTE20E M0 ER
48EME L. MZEYMME, RNEMI4BMETEHNEP (BERI148K) 2600
REEIEOEESHMZBL TN IREOWMEI BT (41~46A/) & L. 22k,
REBMLEDHRLBRP oI EIRGBOEHRBEEITOLBLITWLBARME Lz, &K
BARMOMIIRESHHMBETH208MOERKISEHE & L.

_13_
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BEBIURE
L1 Rk R
L b, 28I > VW TRBRYHTEIERLE.

2 E E ,
o, 51 (% 5B%kE) , 8, 15, 22, 29, 36, 43B L R49F (H#HB) TH
EFL, #51 »0438 =T TCOHREEMELZEH L.

METx, 51 (RERKE), SBIUISERBEL, 51 2BI5BXETORKE
EMELZERLEL. REFARLOBRIEThUBROH 522, 29, 36, 4338 X U498 12
ELE. 7, RERIZEOMIT, IR0, 7, WBIU21BIC, 9B LEMRBE
OBLTCAHIKAEL, TRLETNIIROLD2IARBIVEFONL 4 B TORENR
MmErHEH L.

.3 | E

o, 51 (®ERE%E), 8, 15, 22, 29, 36, 43 X V48 (HHRETH) I
BEEXZBMEL, BERPLROPEBETTORMEBEL ROEY 1 EFEFELXEHT
EEHIT, BE1DPOISEBIURS22LBET TORHEEBEELEL L.
Mk, 51 (BEBRBE), SBIUVISER, XKRLA» oMl EhilBRoR
529, 36, 43B X488 (FHMAIE) WWAIEL, BEELLKROAEBTCOESEE
PROFY 1 BBEELZEHTIL LRSI 0LISEETORBEEEEL»ER L
. £, XKEXZOMIIERO, 7, 4B LUV218IIL, L -BiIMFTORBIV
ABREEEZRAEL, BEAPOKROBERE COHRMBELZROIEY 1 EEEES
BHETALLELICFEONLAIBEITORHIBEEEFER L.

ZE, FEPBPOREDYRBEEERPRE L o k.

.4 X &
REM4ABEOEBHBER2ITowEZRAFEAOHOr —JCitAN 131 THE14B
FaEmEEstr. B8, ERTORFRERZ L TXERIEL, TOAZEEKRO
BR& Lk

HEPMBERRRERIAEITITY, EFH»PrbRORBHEICOMOB KL HAYE
BELTEHDEBAYEZER L.

RERERE»D, EBEOSVWIXKESR [ (XERISGYE  BESB®EH) X100] 2 &
HL».

_14-
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10.5.5 BRSHHRIBLIUHLEROBE
FIRBYMIILHA BRI BI . SEOMERIIFETO ~10BIZITY, ZOBE#HI
SHBTTLTVA I 2BRALEBEFEBLIUSBERGLELEZBESIZIOVWTRSBE
TETH-T, TORBEWMBOB L L. FRIoOBLZBE CothxHEL-BEKIZD
WTH, BREMTOBELE. PBEPHRLEZLFICHOVTHIEYHRE (MFOED
EHAPLEROBOFEAB 2B UBH) , TKRE [ (BB ./ TREIDY
) x100) 1, HER [ (ERHEEME EIRER) x100] , FXRE [ (FRER
SR EBEEE) x100) ], SR [ (BHERKZ /FFREH) x100], HAEE
[ (HMEARBH HRHEREE) x100) ] #FEHLE.
HIR25BOFRI OB ETCUUDBHOLONZVEHIFEREAN L. BEHHIIMmF 4L
WREBREE L.
FAREIWEFORBIRBERE (AFR+FETIR) 28R, #HHEHETIEE LIS
REFORELZRAL. £, HEOBIV4BICHHENORBEREREZBEL, 1
OB 1YY OEBHEELEH L.
HWE4BIHFAERSHZESRL, BF - MBORNBMNEREESTToL. BEHHTORE
TERIT7TUVKBICEEL, RE - BROABRMEBEELZITo. £/, HERD 4R
AFE [ (MEFA4RBARER/HELRSE) X100] 2EH L.

10.5.6 REERE

10.5.6.1 HIKRBIUBEEE

)3 k)
BEMBELLER, T—TARBRT OHOLERFEIEL. BF - EF0ORRMEE
IiToh#%, BEBIVCKRELGEEZRELBEEE - 8 (HXEE) 2EdH
L. ¥, 28BH0ORE, fiLBRBIVCARFRETELEIRODONTLHE - ML
LTH, FIBRPICEEZIO%FHEEEHEIL) VETEELEZ. 2B, BRERBIV
BEREREZXTTTUOKRECEE L.

Q@BHRSH LM
WEABIRT—TNAHMBTCHROEZEFEIEL. BE - ABEORBHREL T #%,
PR, F5, EBXUVAHIRFIRTEALEBOLNRE - A@ s LTH, KE, WIR,
BEBIVRIBZ10%FHERBEFRIAL-Y VETEHE LL., £, JMBFICEAERIC
EREREZHI.

QKR LRd ot
BEMBELERB, - T AABRTCTHLERES L. £F - HEOARROEE
2fTo7-%, R, FE, BEZ10%PHEEFL~ ) VBRTEE LK.
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QERSHBORD bz

ER25BIC, T—TARBTTHROLREFESIEL. FE - HBRORBHEREZT-o
%, B, FERIVEZIO%IHEEFI V) VRTEELL. BERRBBOHLN
RVWEMMRTREEHELL.

OREHMEEICLENFT LAY (L EETEHY)
AR T R TORECE-RESNERINTER, T— AR T ORMEEE S
. BE - EROARSEELToL%, MR, 7B, ERIUCARAR TELLR
HDOENTHRE - HME LTHEZI0OTHEHERL ) VIRICEE L.

R, FRKRCABEBIUCERREZHAL.

10.5.6.2 JREHEBERE
TRICRYT28HHOMABRMICOVT Aot HAERBEFREF (REHEEFET) TF
IR TR 74 PR Z2HEEL, ~=bF Yy DR LE. ERIEIE
Fr o ¥—TEHEL, REOBEBLIUBEILDWTREH&LK.

O RFETEY
SEBEED2H (B EFS2003, 2008) THE, FEBIVEBIZDWTEBELL. X
T, B ES2003TIIERIZOWVTER L. ‘

QiR % B & & 7o
MBEHEB LG 1000 ng/ksBFO TN THIBLIPL2B THEEBIVEE LGSOV T
EM L. MAT, AREOH (B3HFF1001) , 300 ng/kgBHOKEE (BiHE S
1202) , RBRBIUCERLEE (81 &51205) , B X OGFR (i &ES1208) ,
1000 mg/kgBE D KW (BEhHEH1306) IV T HEM L.

@ERLBL
MEBEBIW 1000 ng/kgBED0 TN TN IB LUV L2HTIRIZOVWTERBLE. MX
T, 100 mg/kgBE D IIE (B FS2110) BIUVERE ($h%HFEF2112) , 300 ng/kgh¥
DR (B ES2203) , 1000 meg/kgB¥ DB (B14pFEF2302) , MR (BHHEF2304
B XR2305) , BIR (/i EF2306) BL UM (B4 &EF2312) i>WTEMRLIL.

OXRBR Lot '
100 mg/kgBOHES 1 H (BHES511068 L r2106) THR, FE, E, BE, B
BEEk BEBIUVAMIBIZOWVWTERLE.

OIFIRZ R SERPoHER X CHEIRTA I O 1

BEB IV 100 ng/kgB¥ 0 & 1/ (Ei#HEF1005, 2005, 1104, 2104) THE, F
E, B, BR, BRLE, BRERIUVHIRBIZOVWTERL .

_16_
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10.6 HCEHBR A

FE, BHEE, AR, BFXREY, HERY, HERYL, M, EHHEAH, &E
M, FRE, HiFE, HAER, ARKREREE, HAEARDABPAETFR, BEEE
BIUVEETESR -FEH (BHER) KOoOVWTRSERBERE 21Tk, ¥
Bartlett DENPBBREZEML, EN0RHOBER —TRESBIFT2ITo7-. S
BERBAE DumettOZERBERE®S ' THRBELEREHBOFTEEZELTREL
72. BartlettDESBRETCARELSB OB AT Kruskal-WallisDIENMBREL EMH L,
FEEOBAIE) 2T A MY vy 7O DunnettODEEBLBRBRE O THRELEERS
BERMOEEZ2RELKL. HEE, REEBIUVERBRFILSVW TR xBRET Y %28
Wi, FBEBEREOFALORAEZDOREIL, Fisher DBEEBEREE YHAVWTHE
L. B, BEYHFOHAERICE T I2AEI1IBEEYOEHZ 18EXKLE L.
HEKEEIT *: P05 X Uk : P<O. 01D 2 ExREL Lz

._17_
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1. A B # B

11.1 RERESHHE

11.1.1 B L VP—AZKIKAE (Table 1-1~1-4, Appendix 1-1~1-4)
ETHZ, REHEEZBELHEVWTROBIILVEES L Aok, —BRREOBERT
i, BEZOWTIE 100 ng/kgBE TIROW A 1 #l, 300 ng/kgBE THED 1 I, 1000
ng/kgeBE CTHEBLUVRENA—D 1 FAIZRD bR, HIZOWTHERHABBS LT
HWEMMZAEAL 100 mg/kgH THEN1HIC, MBBETLEECHYEHBET 2RIV
SBIXE 16 (Eh4&ES2003, 2008) BH L.

11.1.2 &% & (Fig 1~2, Table 2-1~2-2, Appendix 2-1~2-2)
T, BREYMZBELU CHERLZEBRYDERSERLOBMIZIERRD R,
TR, 100 BX U 1000 mg/kgBE CH BEIZHAHWEFABRXKHFENICHFELREE
PRLT.

11.1.3 ## £ & (Fig 3~4, Table 3-1~3-2, Appendix 3-1~3-2)
BT, 1000 mg/kgBE THRE 8N DHISEOFY 1 AHHEAENKHFENMICAELEHEZ
AL, B5E12015B0OREEHFELEHEEEZ T L.
T, REYBPBULCHRBLEERDERSEH L OMICERR DN, o7,

11.1.4 23EE& (Table 4, Appendix 4)
300 mg/keBE CH BRI ARBEE IO EEELNRHFFNCFEL2EEZTRLE.

11.1.5 #HMRPETR (Table 5-1~5-3, Appendix 5-1~5-2)
BT, FIRELTHOBAE AN EER XU 300 ug/keBETE 1 51, iFWO
FEHABIUCAA AN 300 ng/kgBETCR—BED 16, FERBRIUERLIAOE
FEAS 300 mg/kgBE TR —EE D 161, HEOFERE/LDI 300 B L 1000 mg/kgBE TE
1B EIRx.
BRoH U-EIXxBBE, 100, 300 BL U 1000 ag/kgBETEREN 9, 10, 12B K
C12BITHo7=. FTRELTIBROZERED 300 BX Y 1000 mg/kg¥ETENFH 1 B
U 2f, MoOBEAR AN 1000 ng/kgB#ET1 6, BOEED 1000 ng/kgd T 1 4,
SRR OFEHEN 100 ng/kgBET 14, BIBEOBEHE AN 1000 ng/kgBE T 1 H, HEOD
JEMLD 100 mg/kgBET1HICBEINE.
TR Lgholc 100 ng/kgBE D (B FES2106) T, REFRIABEI LRI
7.
BRASGORDLNARVHIIMNEEB IV 100 ng/kgBETE 16 (B#HEH2005,
2104) TholhB, WTFhoBHITLEERERIBEE I 2ho .
HEBEHEOLSBIETEY 26 (BHHES2003, 2008) TII, 1AKHEBROEEB L UF
BEORBVEEIN, o1 HIICREEFRRRABO Ao,

_18_
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11.1.6 ##&FT R (Table 6-1~6-3, Appendix 6-1~6-3-2)
2RFETEH T, R, 72, EBLIVREFREHZEABICOVWTHERZITo .
RELT, MROEBBIVFEOBHRES1AKHESINTL. MO 1HAKIIIE
ERREBE I 2N .
HTRABHEB IV 1000 ng/kgeBHOREBIUOBELEE, 251, HRFARTED
bNTEREREHARBRE TS VW TEBERTo. FIRELT, BROKMWEZEWHL
MEMBEABSBIVEREEOEFHEY D 300 mg/kgBT 1 I, BELEOHRRE
A 1000 meg/kegBETIBIREEEINT. 0, MORXKEXNXBER LWV 300
ng/kgBE TE 1 B, AFROEID 300 ng/kgH T 1, FEOERBLIUVRF L KB
A 23 1000 mg/kgBETL1HIICBE I L.
B LM CIIBER LT 1000 ng/keBEDFPE, X510, BAERFALTRD S
NERERETEBELE T O VWTEELTo-. FTRLLT, SIETHINREERS
100 mg/kgBHD 1 FlicBE SN, TOM, WROEMRFN 300 B XU 1000 ng/kgl
TENTNRIBLIV2H6, MOKED 1000 ng/kgBET 14, BOEEMN 1000 ng/kg
BET1H, BIBEREORFTME KA 1000 ng/kgBET 1, KBOXEEBELIEEL
BRIBAD 100 ng/kgHE0 1 FlICEHEINT.
TR Lo olEETIX, SIR, TE, IE, BFR, BRELE, BEBIURINZERIZD
WTBEZITo. FIRCLTHTREORMAEERIEESNL.
HIEZ RN I Lo B EURF oM CIX, IR, FE, B, FHE, FE L&,
BEBIUVMIBIIOWTEHERZIToH. WTFhLOEBICLbEFTFRZIBEEENA
Mmool

11.2 4AEELEEH

11.2.1 XEBIXUXJEEE (Table 7, Appendix 7-1~7-2)
ZRIY, 100 ng/kgBE 2R T RTOBETE2FMANLL, 100 ng/kgBE TR 14 (BB E
51106, 2106) BARBARKMX TL26F 1164 (91.7%) TH I L7. ZiEIX, 300 B &
U 1000 mg/kgBE CRENAZ LI MO ELFI TR UE. HEERS LV 100 ng/kg¥H
D% 16l (B4 FEF2005, 2104) TiX, HIR2BHKRTERREBO O P20
ORE ¥ L., LieRoT, dBETEI2HF11F (91.7%) , 100 mg/kgBE T
IE11FIF106) (90.9%) TERMBAL L.
MABEE TR, WThoRLIIZE4~5B0MAP2 T LEHEEABICHMERR
HbobNiehoT.

11.2.2 HikB X UHE (Table 8, Appendix 8)
SBRBIEEFTIEESNLT, SHOTIRYE, RiE, FHRRE, LERE, H£E
AREBLIOEERKIISERELRELTL, HEE, BRE, HEEBIUEEZ4
BAFERILHBREIZ Do,

_19_
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11.2.3 FEROWE, SEBLCHRHR (Table 9~10-2, Appendix 9~11-2)
FEROARBRETIE, BEXLLRIIRIT1HILB D Ao,
WEREFIOEETE, HEL DLW ThHOBEBICLHEMEIRDOR 2o 2.
HWEHBMFORTCREOHRTE, MBREHRERBIUVBELRPHBHOBEICHER X
hiz. BICIRBERRIIBD b o%k (Table, AppendixiZiz-RLTWA2 W) |
A% ABOFRTHE, BECTRHBRESEELMNBHTIH, BROBII AN 300
ng/kgB¥ T 1, M THERBOBEM AL AHEBEHIL LU 300 ng/kgETENFh 1B
T3 plicBD L.

_.20_
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EZEHEBIUVER

1 BE® (FO) KRETESR

FETHE, BEYEZzELHEBECTHhHORIZLRODbh o, —RECHEHET
X, BTRASWY, EBIUBRES, ETHRESHREINEZ. LorL, WThid
FHORBETHY, BERODERESEHEOLRVELLEBFXbNRL.

EEIZDWTIT, dED 100 B XU 1000 mg/kgBF THE 4 BICEEEZ L. LaL,
OBELS, TRbLRXERMBPR, FRPMABIUHFTFOBOKEICHEELM»ZER
ROLGNT1IHEDHORELTHD L, 7o, MEHHBOKEEMNMELRIELLARE
EBRBED LR TWRNWI 2L, KBRMEARSOEBETIIELBREOL2EEEZL
ni.

TEIEIC OV TIL, BED 1000 mg/kgF TRES~ISEOMOEY 1 AEHEL LIV
BE1~158B0RFEBEHEELBEEZTLE. L»L, AEOEKBIZEIB LR ELIT
BobhTwywhnwz b, BAMRKERSEFHHRB IV 2BMBESTHERAR TRER
DERIBOLNTVRVWI DL, HBRYWERECLI2FUHERLTHBEILA»-
7-.
BEBIUVRERRIAEE CIE, REEEBEICHMZEZRBO LT, 300 ng/kgBE THE
FTHEEFNEEEZ L. LrAL, AMEEICEMITRLS, £/, 1000 ng/kgl T
ROLNTHEICEELLZELLTEARANWI S PLERYERSOERLIIEX -
7.

FREFRETH, KHOBRERBIURELE, HOBRIKERWEREOERZIRHDDL
Nhhrot. Toft, HEIZRDORALHBRFREIVW TR LERNARREEETHY,
Fh, TR OLOHBTREICLERYERSEICERE T L EXONRBZEEBDO LN
DoleZEMOERREMODELEEXAONKL. 2B, 2RETCEY, EEZKT &
TP ohEBIUCARFEOHIZ O VWTR, BIEERZTITBIIHMAIZD Lo
7o, KB LULR»okit (BHES1106) TiX, HEFFRTRREOEREEEBELRD S
hic. L»L, XRFRKRMNO—ER L Ro-aEMERNTEEhZ b 00, REEEMH,
HEBRYWERS L OREIIEWV L MBS T,

Lo T, ARBEABTIRRBITIBZ2-TI)—5—-AFALRVEVAALERICBOR
o T A EEERIT, EEHEE® 1000 ng/kge THLEBRIAD IR ol 2 &
ML HERE S B 1000 mg/kg/day & BT & i,

2 ATERAEM

AR, TEBER, TR, ARSE, BREFEK, FHRRE, HERLE, HEAREY,
PELE, WHE 4 BARS, HER, FRE, HAFRBIVAS4AEGRIUBRDER
EDEBRIRBOON2roT. T, FEROAXBRETHERERERIRDONT, FE
WHBERZIRODON 2ok, RURBIUVWETLBDOHBTIE, KEHDER S
L2 LEXADND2EEFRIBE S Ao T2,

_21._
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DEDZEdb, 2-T7T3I)=—5—-—AFARUVEUrANGK o BOETERES X KRR
Bzt + 28813 Hiz 1000 ng/kg/dayBHREICL->THEDONT, EFBEIT
1000 mg/kg/day & Hir XN 7-.
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Table 1-1 Clinical observations in male rats Exp. No. 3651 (115-084)

Days of experiment

Signs Dose level Total
8-14 15-21 22-28 29-35 36-42 43-49 ( 1-49)

(mg/kg)

—
1
~

number per group 108
300
1000

b e e e
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Table 1-2 Clinicat observations in female rats Exp. No. 3651 (115-084)
(Before and during mating perlod)

Days of experiment

Signs Dose level Total
(mg/kg) 1-7 8-14 15-21 22-28 29-35 36-42 43-49 ( 1-49)
number per group 0 12 12 12 0 0 0 0
100 12 12 12 1 1 1 1
300 12 12 12 0 0 0 0
1000 12 12 12 0 0 0 0
normal 0 12 12 12 0 0 0 0 12
100 12 12 12 1 1 1 1 12
300 12 12 i2 0 0 0 0 12
1000 12 12 12 0 0 0 0 12
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Clinical observations in female rats
{(Gestation period)

Table 1-3
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Table 1-4

Glinical observation in female rats

(Lactaion period

Exp. No. 3651

(115-084)

Signs

Dose level
{mg/kg)

Days of lactation

1

2

3

=N

Total
{ o-

4)

number per group

all pups died

normal

loss of hair

0
100
300

1000

0
100
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100
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Table 2-1

Body weight change of male rats

Exp. No. 3651 (115-084)

Unit : g

Dose level (mg/kg) 0 100 300 1000
No. of animals 12 12 12 12

Mean * S.D. ( N) Mean X S.D. (N) Mean £ S.D. ( N) Mean *+ S.D. (N)

Days of experiment 1 3 11 (12) 3% 11 (12) 397 £ 11 (12) 395 £ 12 (12)

8 415+ 15 (12) 423 20 (12) 420 £ 16 (12) 425 + 17 (12)

15 443 £ 15 (12) 454 £ 18 (12) 443 = 20 (12) 447 £ 17 (12)

22 461 18 (12) M 23 (12 458 £ 26 (12) 466 + 22 (12)

29 491 = 21 (12) 501 £ 34 (12) 483 + 29 (12) 495 + 25 (12)

3 512 26 (12) 523 £ 37 (12 501 £ 33 (12) 513+ 27 (12)

43 525 % 31 (12 58 + 41 (12) 518 & 33 (12) 530 & 28 (12)

48 542 & 33 (12) 554 + 45 (12) 534 + 36 (12) 546 £ 31 (12)

Gain 1-43 129 £ 29 (12) 142 £ 32 (10) 121 £ 27 (12) 134+ 24 (12)

Significant difference from control group;

¥: p <0.05 **: p ¢0.01
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Table 2-2

Body weight change of female rats

Exp. No. 3651 (115-084)

Unit : g
Dose level (mg/kg) 0 100 300 1000
Before mating period
No. of animals 12 12 12 12
Mean *+ S.D. (N) Mean & S.D. ( N) Mean £ S.D. (N) Mean * S.D. ( N)
Days of before mating 1 252 = 7 (12) 252 = 8 (12) 252 £ (12) 252 7 (2)
8 265x 10 (12) 261 £ 17 (12) 258 + (12) 260 = 13 (12)
15 21 £ 11 (12) 266 £ 19 (12) 265 + 10 (12) 268 £ 17 (12}
Gain 1-15 20 10 (12) 14+ 14 (12) 13 = 6 (12) 16 £ 12 (12}
aestation period ) - T o
No. of dams 1 10 12 12
Mean + S.0. (N) Mean * S.D. (N) Mean £ S.D. ( N) Mean * S.D. { N)
Days of gestation 0 280 £ 15 (11) 271 £ 14 (10) 274 £ 10 (12) 274 £ 20 (12)
7 N2+ 16 (1) 299 £ 23 (10) 306 £ 14 (12) 306 £ 16 (12)
14 349 £ 18 (11) 335 £ 31 (10) 340 £ 19 (i2) 338 £ 17 (12)
21 451 + 26 (1) 431 + 36 (10) 433 = 29 (12) 429 = 30 (12)
Gain 0-21 171 = 18 (1) 160 £ 25 (10 159 + 23 (12) 15 21 (12)
Lactation p;riod-_ T T T
No. of dams 11 10 12 12
Mean £ S.D. (N}  Mean £ S.D. (N)  Mean * 8.D. (N)  Mean X S.D. ( N)
Days of lactation 0 N5+ 34 (N 302+ 31 (10) 316 £ 28 (12) 312+ 20 (12)
4 33+ 25 (9 311 £ 28% (10) 323 20 (12) 313 & 15% (12)
gain O0- 4 15+ 19 (9 9+ 19 (10) 7+ 19 (12) 1+ 19 (12)
Significant difference from control group; ¥: p<0.05 *: p<¢0.01
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Table 3-1

Food consumption of male rats

Exp. No. 3651 (115-084)

Unit : g/day
Dose level {(mg/kg) 0 100 300 1000
No. of animals 12 12 12 12
Mean * S.D. { N) Mean £ S.D. ( N) Mean * S.0. ( N) Mean + S.b. (N)
Days of experiment 1- 8 27 + 2 (12) 27 3 (12) 277+ 2 (12) 29 + 2 (12)
8-15 5+ 2 (12) %+ 3 (12 25+ 2 (12 29 = 2%x(12)
22-29 26 2 (12 2%+ 5 (1) 26 3 (12 28 2 (12
29-36 25+ 3 (12 26+ 4 (12) 25+ 3 (12 27+ 2 (12)
36-43 25+ 3 (12 25+ 3 (12 25+ 3 (12) 27+ 2 (12}
cunulative consum 43-4;; 26+ 3 (12 %6+ 3 (12 25+ 3 (12) 28+ 3 (12)
Pon Bl 33+ 2t 2 s 3 (2 e 28 (12) 42 264(12)
22-48 662 = 62 (12) 664 = 96 (11) 656 = 72 (12) 715 £ 49 (12)

Significant difference from control group;

+: p < 0.05 **; p ¢ 0.01
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Tabie 3-2 Food consumption of female rats

Exp. No. 3651 (115-084)

Unit : g/day
Dose level (mg/kg) 0 100 300 1000
Before mating period
No. of animais 12 12 12 12
Mean + S§.D. ( N) Mean *+ S.D. ( N) Mean * S.D. ( N) Mean *+ S.0. ( N)
Days of before mating 1- 8 18 + (12) 17 + 2 (12) 17 + 2 (12) 19 + 2 (12)
8-15 18 = 2 (12) 18 + 2 (12) 18 + (12) 20 %+ (12)
Cumulative consumption (g)
1-15 254 = 20 (12) 247 £ 34 (12) 246 £ 23 (12) 2720 £ 25 (12)
Gestation period
No. of dams 1" 10 12 12
Mean £ $.D. (N) Mean *+ S.D. (N) Mean * S.D. (N) Mean *+ S.D. ( N)
Day of gestation 0-7 23 + 3 (1) 22 4 (10) 23 = 3 (12) 24 + 3 (12)
7-14 24 3 (11) 23 5 (10) 25 % 3 (12) 26 * 3 (12)
14-21 25 + 3 (1) 23 3 (10) 25 + 3 (12) 26 + 2 (12)
Cumulative consumption (g)
0-21 501 =+ 55 (i1) 477 £ 78 (10) 504 + 59 (12) 532 + 49 (12)
Lactation period
No. of dams 9 10 12 12
Mean = S.0. {N) Mean £ S.D. ( N) Mean *+ S.D. ( N) Mean * S.D. ( N)
Days of lactation 0- 4 26 10 (9 23+ 8 (10) 25+ 9 (12) 25+ 12 (12)

Significant difference from control group:; ¥: p<0.05

¥#: p ¢ 0.0
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Table 4 Absolute and relative organ weight of male rats

Exp. No. 3651 (115-084)

Dose level (mg/kg) 0 100 300 1000
No. of animal examined 12 12 12 12
Mean * S.D. Mean X S.D Mean * S.D Mean + S.D.
Body weight (g) 542 + 33 554 + 45 534 + 36 546 + 31
Testes Eg) 3.62 + 0.31 3.65 *+ 0.44 3.28 + 0.59 3,70 + 0.23
a%) 0.671 = 0.074 0.664 = 0.094 0.616 = 0.119 0.680 = 0.066
Epididymides (mg) 1313 £ 98 1295 + 138 1168 * 121% 1316 *+ 115
mg%) 243.378 * 27.682 235.898 * 34.456 219.293 + 27.989 242.189 += 27.983

(%) (Organ weight / body weight) x 100
Significant difference from control group; ¥; p < 0.05 #+: p ¢ 0.01
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Table 5-1 Summary of gross findings ( sacrificed , non-pregnancy and not copulation )

Exp. No. 3651 (115-084)

Sex: Male

Dose level ( mg/kg ) 0 100 300 1000
No. of animals necropsied 12 12 12 12
Organ Findings
RESPIRATORY SYSTEM

lung black patch/zone 1 0 1 0
DIGESTIVE SYSTEM

liver red patch/zone 0 0 1 0

white patch/zone 0 0 1 0

REPRODUGTIVE SYSTEM

testis atrophic 0 0 1 0
epididymis atrophic 0 0 1 0
INTEGUMENTARY SYSTEM

hair thin 0 0 1 1
Significant difference from control group; % : P < 0.05 % . P ¢ 0.01
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Table 5-2 Summary of gross findings ( sacrificed )

Exp. No. 3651 (115-084)

Sex: Female

Dose level { mg/kg ) 0 100 300 1000
No. of animals necropsied 9 10 12 12
Organ Findings

HEMATOPOIETIC SYSTEM

thymus atrophic 0 0 1 2
RESPIRATORY SYSTEM

fung biack patch/zane 0 0 0 1
DIGESTIVE SYSTEM

stomach ulcer 0 0 0 1
REPROBUCTIVE SYSTEM

ovary cyst 0 1 0 0
ENDOGRINE SYSTEM

adrenal gland white patch/zone 0 0 0 1
INTEGUMENTARY SYSTEM

hair thin 0 ] 0 0
Significant difference from control group; # : P < 0.05 ** ;P ¢ 0.01
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Table 5-3

Sex: Female

Summary of gross findings ( all

pups died )

Exp.

No. 3651 (115-084)

Dose leve! ( ma/kg ) 0 100 300 1000
No. of animals necropsied 2 0 0 )
Organ _ Findings
HEMATOPOIETIC SYSTEM

thymus atrophic 1 ~ - -
REPRODUCTIVE SYSTEM

uterus nodule
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Table 6-1 Summary of histological findings ( all pups died ) Exp.

Sex: Female

No. 3651 (115-084)

Dose level ( mg/kg )
No. of animals initially in study
No. of animals necropsied
No. of animals examined histologically
Organ Findings T 1

100 300

NPONNO

nNoOoo
NOOO

1000

NOOO

HEMATOPOIETIC SYSTEM
thymus (1
atrophy - 100 - - - -

REPRODUCTIVE SYSTEM
uterus ( 2)

suppurative inflammation -1 00 - - - - - -

T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
: No. of animals examined microscopically at this site. -: Not applicable.
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Table 6-2-1

Summary of histological findings ( sacrificed ) Exp. No. 3651 (115-084)
Sex: Male
Dose level ( mg/kg ) 0 100 300 1000
No. of animals Inutlally in study 1 10 12 12
No. of animals necropsied 11 10 12 12
No. of animals examined histologically 1 0 3 12
Organ Findlngs
RESPlRATORY SYSTEM
lung
inflammation 1 (1) - 1 () -
DIGESTIVE SYSTEM
{iver
necrosis - - 1 (1) -
REPRODUCTIVE SYSTEM
testis
atrophy, seminiferous tubule 0 - 1 213 0
interstitial cell hyperplasia 0 - 1t {1 0
epididymis
decrease, sperm 0 - 1 E1} 0
cellular inflltration 0 - 0 1
INTEGUMENTARY SYSTEM
skin
erosion - - 0 {1; 1 E ;
squamous hyperplasia - - 0 (i 1
(}: No, of animals examined microscopically at this site -: Not aB?iicable.
Significant difference from control group;” * : P ¢ 0.05 # . P ¢ Q.
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Table 6-2-2 Summary of histological findings ( sacrificed ) Exp. No. 3651 (115-084)

Sex: Male
Dose level ( mg/kg ) 0 100 300 1000
No. of animals initially in study 11 10 12 12
No. of animals necropsied 1 10 12 12
No. of animals examined histologicalliy 11 0 3 12
Organ Findings T 1 2 3 T 1 23 T 1 2 3 T 1 2 3
RESPIRATORY SYSTEM
lun {1 (0 (n (0)
9 inflammation - 100 - - - - -0 1o - - - -
DIGESTIVE SYSTEM
liver ( 0) (0 (1) (0
necrosis - - - - - - - - -0 10 - - - -
REPRODUCTIVE SYSTEM
testis (11) (0 (n (12)
atrophy, seminiferous tubule - 04900 - - - -1 00 - 000
interstitial cell hyperplasia - 0 00 - - - -1 00 - 0 0 0
epididymis (1) (0) (1 (12)
decrease, sperm - 0 00 - - - 100 - 0 0 0
cellular infiltration - 0 00 - - - 0 00 - 100
INTEGUMENTARY SYSTEM
skin (0) ( 0) (n (n
erosion - - - - - - - - -0 00 - 0
squamous hyperplasia - - - - - - - - - 000 1 0 0
T: tumor 1: slight 2: moderate 3: marked
=: benign k. mallgnant

(): No. of animals examined microscopically at this site.

: Not applicable.
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Table 6-3-1
Sex: Female

Summary of histological findings ( sacrificed )

Exp. No.

3651 (115-084)

Dose level ( mg/kg )

No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically
0rgan Findings

WWWOo

—_———
NOOO

1
—NNO

1000
12
12
12

HEMATOPOIETIC SYSTEM
thymus
atrophy

RESPIRATORY SYSTEM
lung
inflammation

DIGESTIVE SYSTEM
stomach
ulcer, forestomach

REPRODUCTIVE SYSTEM
ovary
cyst, brusa

ENDOCRINE SYSTEM
adrenal giand
hypertrophy

|NEEGUMENTARY SYSTEM

skin
inflammatoly infiltratlon
squamous hyperplasia

-—

(1)

(2)

(n

(1)

(
Significant difference from control group;

% No. of animals examined microscopically at thls site.

¥ :P<O.

05

- Noto?g?licable.

¥ P«
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Tabie 6-3-2 Summary of histological findings ( sacrificed )

Sex: Female

Exp. No. 3651 (115-084)

Dose level ( mg/kg )

No. of animals initially in study

No. of animals necropsied

No. of animals examined histologically

Organ Findings T 1

NWOWWO
NRNOOD

——
N=NaNO

—_———
NSO

HEMATOPOIETIC SYSTEM
thymus (0)
atrophy -

RESPIRATORY SYSTEM

lung (0) (0
inflammation - - - - - - -

DIGESTIVE SYSTEM
stomach (0)
ulcer, forestomach -

REPRODUGTIVE SYSTEM

ovary (9
cyst, brusa -

ENDOGCRINE SYSTEM )
adrenal gland (0 (0)
hypertrophy - - - - - - -

INTEGUMENTARY SYSTEM

skin ] ) (0
inflammatory infiltration - -
squamous hyperplasia - - - - - 10

T: tumor 1: slight 2: moderate 3: marked
=: benign f#: malTgnant .
(): No. of animals examined microscopically at this site.

|

: Not applicable.
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Table 7

Gopulation and fertility results in rats

Exp. No. 3651 (115-084)

Dose level {mg/kg) 0 100 300 1000

No. of palrs mated 12 12 12 12

No. of pairs copulated 12 1A 12 12

No. of pregnant females 11 10 12 12

Copulation index (%) 1) 100.0 91.7 100.0 100.0

Fertility index (%) 2) 91.7 90.9 100.0 100.0
4.5+ 0.7 (12) 4.2+ 0.5 4.2+ 0.4 (12) 4.5% 0.5 (12)

Estrus cycle {(days
y (Meagzs.D.)

2

1; ENo. of animals with successful copulation / no. of animals mated) x 100
No. of pregnant animals / no. of animals with successful copulation) x 100

Values In parentheses are expressed no. of animals observed

Significant difference from control group;

: P <¢0.05

e
*¥#: P ¢ 0.01
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Table 8

Findings of delivery in dams(F0)

Exp. No. 3651 (115-084)

Dose level (mg/kg) 0 100 300 1000
No. of dams observed i 10 12 12
No. of dams delivered |ive pups

n 10 12 12
Duration ozugggte_lité?g-) 22.7 * 0.6 22.4 + 0.5 22.3 £ 0.5 22.8 £ 0.4
No. of totall‘e:grgg%futea 216{(19.6% 4.5) 170(17.0% 2.1) 218(18.2% 3.7) 222(18.5+ 3.2)
No. of tot?’l‘e;ﬂpggfs.) 188(17.1% 1.6) 161{(16.1% 2.0) 186(15.5+ 3.0) 175(14.6X 3.0)
No. of total pups born 172(15.6% 1.6) 150{15.0+ 1.8) 178(14.8% 2.6) 160(13.3% 3.3)

(Mean *S.D.)

No. of total live pups born
(Mean ig.B.)

168(15.3% 2.3)

150(15.0% 1.8)

178(14.8% 2.6)

160(13.3% 3.3)

Male 81( 7.4% 1.9) a) 69( 6.9% 2.3) a) 91( 7.6x 2.4) a) 79( 6.6+ 1.8)

Female 87( 7.9% 1.9) a) 81( 8.1k 1.7) a) 87( 7.3% 1.9) a) 81( 6.8+ 2.7)
Sex ratio (Mean *S.D.) 1.00% 0.41 0.93+ 0.51 1.13% 0.43 1.21%+ 0.81
No. of total! live pups on day 4

{Mean ig.B.) Y

Male 662 6.0+ 3.2; 662 6.6+ 2.23 852 7.1+ 2.53 78£ 6.5+ 1.7;

Female 66( 6.0x 3.3 77¢ 7.7 1.4 80( 6.7+ 1.6 79( 6.6+ 2.6
No. of total(udead_egpg Slorn 4( 0.4%1.2) 0( 0.0%0.0) 0( 0.0%0.0) 0( 0.0+0.0)

ean Tto.U.

stillbirth 0( 0.0+0.0) 0( 0.0%0.0) 0( 0.0+0.0) 0( 0.0%0.0)

cannibal ism 4( 0.4%1.2) 0( 0.020.0) 0( 0.0%0.0) 0( 0.0+0.0)
Gestation index (%) 1) 100.0 100.0 100.0 100.0
Implantation index (%, Mean®$.D.) 2) 89.5+ 12.3 94.7%+ 2.0 86.6+ 15.8 80.2+ 18.2
Delivery index (% ,Mean®S$.D.) 3) 91.6+ 5.6 93.5+ 7.7 96.2%+ 4.8 90.9+ 8.6
Live birth index (%, Mean*S.D.) 4) 97.4% 8.6 100.0%+ 0.0 100.0x 0.0 100.0%x 0.0
Viability index on day 4 (%,Mean®$.D.) 5)

Male 77.8% 39.1 96.0+ 8.4 93.1%+ 9.7 99.1+ 3.2

Female 77.0%+ 391 95.7+ 5.6 94 .4+ 15.8 98.0+ 4.8

No. of females with 1ive pups / no. of_pre
No. of implants / no. of corpora |
No. of pups born / no, of implants

s}tia)

X
100

?nant females) x 100
00

No. of [ive pups on day 4 after birth / no. of live pups born) x 100
Includes Iive pups died before observations
ignificant difference from control group; *: P ¢ 0.05 #**: P < 0.01

1
2
g No. of live pups born / no. of pups born} x 100
a
S



L2-1

Table 9 Body weight change of pups(F1) from rats Exp. No. 3651 (115-084)

Unit : g
Dose level (mg/kg) 0 100 300 1000
No. of litters 1" 10 12 12
val Mean X S.D. ( N} Mean * S.D. {N) Mean * S.D. (N) Mean * S.D. (N
ale
Days after birth 0 6.4 + 0.5a) (11) 6.6 + 0.4a) (10) 6.3 & 0.6 a) (12) 6.8 0.6 (12)
9.2+ 1.4 (9 8.9+ 1.0 (10) 8.5+ 1.5 (12) 9.7 &+ 2.3 (12)
Female
Days after birth 0 6.1 0.5a) (11) 6.2 + 0.4a) (10) 6.1 + 0.5a) (12} 6.5 0.5 (12)
8.3+ 1.8 (9) 8.3+ 1.0 (10 8.5+ 1.5 (12) 9.2 + 2.1 (12)

a) Excludes |ive pups died before observations
Significant difference from contral group; ¥: p < 0,05 **x: p < 0.01
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Table 10-1 Summary of gross findings

of pups(F1) from rats(sacrificed)

Exp. No. 3651 (115-084)

Sex: Male

Dose level (mg/kg) 0 100 300 1000
No. of pups necropsied 66 66 85 78
Organ Findings

HEMATOPOIETIG SYSTEM

thymus thymic remnant in the neck 1 0 0 0
URINARY SYSTEM

Kidney dilated pelvis 0 4 0 1 0

Significant difference from control group; ¥:p<

0.05 ##: p ¢ 0.01
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Table 10-2 Summary of gross findings of pups(F1) from rats{sacrificed)

Exp. No. 3651 (115-084)

Sex: Female

Dose level {mg/kg) 0 100 300 1000
No. of pups necropsied 66 77 80 73
Organ____ Findings

URINARY SYSTEM

Kidney dilated pelvis 1 0 3 0

Significant difference from control group;

¥: p <0.05 #**: p <¢0.01
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