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[ 2 # 1

LLI-FPY R (EFgFvAFN) 4 (THA E8E0) © 0 GEHR) o 100,
300 BT 1000 mg/kg % Sprague-Dawley Fr (Cri:lD) S v rOEE (BRI E) K,
ZEERT 2 AR & UURERNIR 2 BAMEDIRE Ui & Dlo. BTIRENIRIA T 2 8,
M ISR A L TR 3 B TR SR LT, THA OBBnctid 5 KK
WEEED X ORI, 45 UIRRERBORE - BEIRETHRIOVTRI L,

1. REESEE GIBYFR)
1. &Y
1000 ng/ke DSMD THA A RBHES LT b—RIE, FEMNE X CRERS
ZEALRED SIS T2
LERERSRICER L., SERRIT. HEERES L CNREREOSRIR
SRR S - Rt MREEREC BT 1000 ng/ke BSHOGOTH
LUGPTREMA AL, 7 ROBMMENET Ll &t TH SRS EFMcTEER
ET AN B B SO LR NI

2. KB

1000 mg/kg DRSO THA 2 BREMUEIRERS LT H—REE L URERICE(LR
Wb SN - Te i, HEERoEENMAME I hi, TOMOBHOHERING X
UME 4 BB 3 BEERL S IOREEREICRBSOEERIRY o - 1.

0. £mEREBH

1. A5ERSEET R

1000 ng/kg FTD THA 3. KRB, B LURRBCHEERIEI -T2, £/,
THA B5ciET 2 MRRE S LUMEREORR IV FThOREHTLBED SN -
2o

2. HERFR
HEROERENE., ts X CAEIC THA REOEERBHONT, THA RERE




H L - FREEE bBRERINEIN -7

I 3/ |
DLE OB 5. ARBEHT TR TH ORERESECET 5 MBRR,
HOFhOBMIEELT S 300 ng/ke/day THD . AT - BAEIEIT 5 RHBRIL,

1000 mg/kg/day RALTH B LEERS N Do



[

o

THA (3. 3 DA F L A FILBEEZFURILKART, 0BT >WTEHARIhTL

W MLLI-PYR (EROFVAFIL) 25 0DFy FERWSEEHSEBERER)
AT, BEHRSRE) <\ T, OBCHLEREBUERBRES 1 N5 1 Vickis 3 BER
SHBROBER 2000 ng/kg %7 v MEDRS L, —RIREORHE S L URTIRE
HoHRNoT, ARBTIR 0BCD K& 3 BFLENRORRMARICHD 5B
REFRO—RL LT THA OREHSHE - LEREBHEFSHR (UT. HER
B 21TV, FULAYOMIES v MIRIZT RSB S iR - BEBHICHW
TRE LD TEORBRERET 2,




(GEBRATR B L O]

1. #ERME

LLI-PUR (e FaFvAF) 72 (THAL#EE) (CAS No.: 77-85-0; &F
K Cli20s; BFE: 120.15; ¥4 1 1, I-trisChydroxymethyl)ethane; @hsS: 200°C;
BB 283°C/1176 moHg) 1&. A FVAFINE IDTFEURILKETH 5,

praRBRIcER LA THA (o F &S B
99. 0wt 96 (EHURHMM : EX (2,2-VAFo—NFoEL) Z—F)I 0.1%. EX
(2,2-YAFo—) TolFrAsy 0.3%, Ry Y RY b= 0.3%. K%
0.14%) CAnnex 1)) &, B&EE T, FHKFETERTRE L. BREHHEK (OW
& BEED - SRBUERER. BLEES - 9609CA) WEF LT, WThoMBRBVWTH 1HD
HeEEA Snl/kg KEICE L XS IKERBEFHE U/, RIS, WBHRE L. AR T
BRMICRE Ul FHBIEhOBEBRMEIL. BBRG T O L L8 AMRETHS
& ABFERBRICSEI » TEES NI BB SHEHRICBOWTHER s N T35 (Annex 2),
Fl, FARICBWCHABIh A BEREICE, BIEED THA XEFxhTwizl s
ZHERR L7z (Annex 3)q

2. [EREMB L URERE

AR, HEHEE DS THEBTRBALLCEERT v~V R« V—WAFHT 7 —~4&
EE® Sprague-Dawley 2F w b (Crj:CDs SPF) %2R L7, MAULEMIE. Ak
6 i BifbERFEEEQTFHET L. TOHEDOWTNOEIC d—BIKBICEENE
BoNEN27cDT, THERRICE L, BOAT. R3O NTHHIIRBLIE,
Annex 4 WRL7

BRI, HHEREER2E 1°C. BLUB0~65%. BKEEF15E),15HE. EBF128:
(T T I5~44% T HXhFmEE (385%) T £R%S7—U (220wX270d
X190k mm. HAT — V@) @A L <lE L. BREM (CE-2. BX7 L7
) BXOfREDK Okiizk. BEFTKERRK) ZHBICERSI®7, @RI BTk
AH =40 B) LAOREYNL. T v NEEEr— T (350X400%180 m, HAZ LT
) AL, BREE LT L T8IF v 7 (ALPHA-dri, JIRGHD Z@E#HS Ui,

AR, BEHFIETRR D Y b o— VB BWTREE LIcHEZ0ER 6 K O



HEIZ, ThEh, 23.8~25.4C. BLUB2~69% LHFBHWAANTH O A L FH.
KE L URBIC AR XME R T AR DOEX ONSBAMIN D - 7o LR SN
TWd,

3. Bauikdk LUBEGKE5

it & HMERESHE (&5 1 8) OFEE b & ICEERIRCRERMmHE I C TS
FL. 1B OB IBILERAR L., ChoTXRTORYMIZ, Bic#tk7 )V ARUT
BELUCEKES 2L L CEER L., SREr— I, BEESFOLRHIALL
ALtz BIEWRBEORIL A — P TRERNOMBI & Lz, BE, HERI.
EEkEEA LS -1,

4. 5 &, B, BREWMEIUREEE

FARREEREDOS v NEBBEESITIC. THA @0 (DW. 5nL/ke). 250 mg/kg.
500 mg/ke &L TF 1000 ng/kg % 8 Mikh o 4AKREEORE L FHER GEE
#FE : R-96-003) BT, 1000 mg/kg 5Tk D MM O K RIEMAEEE i HIH
Sh32HEEVBED S/ h, 500 mg/kg BXU 250 mg/kg BETRRAEMABRD 5N
hotze EZT. HARRICE T 2BRARICH 1000 me/kg 2BEL. BRIKERFRE
BABRIC T A DI ALK 3 TR, ARSI 300 ng/kg. EFEICIZ 100 mg/
kg Z2REL 7. MBEDS v Micid, THA Ok L7 DW % THA #58 L R—RHET
B L1z, UTICRHRETR T,

A i (WhES)
HES HRMK LS | .
(mg/kg) 3 [
1 TR B (DW) 0 13 (MX01001-013) 13 (FB01001-013)
2 THA 100 13 (MX02001-013) 13 (FB02001-013)
3 THA 300 13 (MX03001-013) 13 (FB03001-013)
4 THA 1000 13 (MX04001-013) 13 (FB04001-013)

SAROKBEREZ, i U TIIIECAT4 A M & RECRIM 14 B i d X URERBR T
‘I4ABMOMEZAM. £/, I L TRRECAT4BH L BEAMOKZEMBS (3




RBET) BoCRE L TRITRERIZE L THOBRKOME 38 (DB =& 0 /)
ETHEH 1EN 7y PABEZAVWTROKRS Ui, BHOKRSE, K& UT—ERA
O GEE 9R~128%) KTV, 28 oREKRE (6 nl/ke) 1. L TICKE
Bl & OREEHMF Oz >WTILE | BOREREL b LT, T, REROHIZoWL
TWRIFER O H REHEZRRA) OFfE.2bLicthThER L.

5. BEHE

1) HE

A — IR

MHEE b, 2flicowTHESMbRER [ ERLEREL.

B. AEHE

MfE & by 2FICOVWTHEZRRFESE 1 (#: &5 1. 8. 15, 22, 29, 36,
A2, M- %51, 8. 15B) BXUEHHRRICHE L, BEHETEREL S -1k
#id, BE2RICOBERME L Fio, RELMTI. K0, T4 14, 208,
Ao, HELIHETI. HWE 05X 04 BOREERE LT,

C. IEEHEAIE

ML by 2O VW THRERIEH ERBIHEREZAIE L. AEB» SROAIER %
TOBDOBEREEEH Uiz, 2;HMOICEHRG IR RE Lidh - 7e, RE Ll
Ty IR 0~T. T~14, 14~208 D, X 5ic, S LT iR, WE 0~40 OEE
BZRE L7,

D. E

REtid. HEI5HOF Fh oikk 2EE. EFEAOHIEE 1% 1 TEESIRTIT -7
R ORI, B9, ERBXVEBEERELFR L TERATOBTOFEEZANS T
LIk DTV, KBWHEER SN I, ZOEZTROASEE LTI OHBEL. @5
EE Ll KRN O, BRI OVWTRRR (REFWELESHWED X100 |
SR (ZhhEhi RESHWED X100) | BEMBRE» OREHEFHE TORKEB X
U Z QRICENE U 7o RIF DR E R D 7,

E. 531 - WHEIREOHIEE

BEE BRE LR, 202 BRAD X Sz, MRKERERBEENTRRTH - d
DI DVWTDHIT 1o Floy BEIFBENTHETEN > 1PICB VT HHBEROBEEN S



SHEREDRESHETE S DDITOVWTI, ThELEHR LI, HERIIHEREEHE
L. REOHF®EILH LI,

F. 28 OBE

AEOMHERIT. FATIR~IIBCHEL. JOBMBICHENTETLTVWA I EE2ER
LIEicoW\WT, ZOB2SBBERE LI, FRIlIBERE THRERT LicBiic
20T, BREEZASBHEE L

SRR LI VW THRBME (ER0 B0 S2BETORE HEL. H
ER ((ERHESEZEBME) X 100) Z&FHIOW\WTRHT,

G. Hi&

a) B

{. MEFRE

2T OVTREREERIERLME L. TOBA (GRMKIZ~248ME) <X b
SNIVE S — VBB T THRERSAMIRE © EDTA-2K 2HEEHE LTRML. kDIFHIC
DWTREL .

b | B U - B B B F

FRMnEkE (RBC) B® (BUBRE) Coulter Counter Model S-
PLUS IV (2-M-1bybnzin)

S I BRE (WBC) u ( ” ) ”

Mm%k » (IBIEEEE) ”

?ﬁﬁ[ﬂlﬁeﬁ (MCV) ” (!i#ﬂ:tﬁ.d&) 7

m,J\ﬁ& ” ( ) ”

A2 h27Yy MA H) % (RBCXMCVXO 001)

Pigrmpkmm ek (MCH) #(Hbx 1000,/RBC)
SEIgFRMBRMEANMEE MCHO)  ~ (HbXx1007Ht)

BBk 4E BN (WARMBERARA, YeF AN
Wright-Giemsa #fh)

0, MEE(LERE
2FICHO>WT, MBREBD - HORMIZT| X, ~ Y L 2EER &S LTiRmL.

FNEFRMEE AL TREDIEBIC YW TRERT- 12,




I B M OE & 5 B ¥ 8B
BREQRBRE EY by b LA RE LB ERE
‘ COBAS- FARA (0% =)

TIVT I VEE BCG#H ”
B LR 7 o— ViR COD - DAO S 4
)2 e54 FlE . GPO-DAOQSH ”
7 PR 7'V 3% 5 —HEG6PDH i% ”
FREEFRRE (BUN) s L7 —E64.DH i ”
I VTFo R Jaffé # (Rate) #”
TRV TH+RT 77—  Mzbo7sol) BRRE "

itk (ALP) .
GO Tl SSCC# ”
G P T?E’FHE SSCCi& ”
SEYILE v EYIEY Oy 13y k8P -X ”
RNy LBE OCPC# ”
+ b)Y LEE 4 & VBRE éﬁﬁ%ﬂﬁﬁﬁ%§£¥§
A LEBE A4 L BIRE 7
ERRE 14 JBE . ’
MY VBE =Y 77 UBEEE LA L E B EE

(Inorg. phos.) ~ COBAS- FARA (T3 a)
y —G T P& v IV -3~ hbiky-4-2ppT ) F 7

BEHiE

A/ GH e

N TREERE

2z onwTHiR L., BE - HBRONRNBEEEBR LI, 208, FE. BE. ki,
BREB L OBRE FEAOEELAE L., St THAEE EHER) 2EH LA, 2hdo
HEOD L, WEBIBELERTT VIRICEE L TREL. TOMDHEES LUK,
O MBS, B, BEREIE. 0% L=y VIRBEIRLTREL. ChoDOBEREHE
BBIUNBEIC DWTEERIRE - TS5 74 PR EL. AR MY Y v—xF D G
BET-> OREEBERELT> 1o £lo, TNSOREMA THRIFICREOBE SN
FeBRBE . 10%F=) VCER L THRELEY, VT bIEICEEE L TR
LTI N/DT, FEABEREREEL S -7

b) HEEY

S35 U2 MR IER5 B AE B IS BIER DR Y MUV E 7 — L 2RS4 HIN - SO &
&, BB U7, Fio, LIS 4 BB L THR L IE - RiEOWThod
FlcBNTHIMBEBLOFEEMHE L. FEIOWTRERKERA, FROBD O
By R ZRAH & Ulc, DR IREAEBEMSET CIERREHERA. 77 VIRCEE L TRE
Lo NEFIDIBIZOWT I, FEBERFRELT 70, /2, TR, BRE I VR
DEBZ2FICO>VWTRIRE L, Bk, O, B, BT, 72, BtE & bicl0%Fi<Y

L




YICBEELTHREL, Cho0BERRAREES XUMBEICOVWTHEICE > T3
74 UREL AR MEYY v—TA D U REET - URBERBIFEREZT - 2h
o DHEUATHRIFICARRABRINIEFE S, 1026F1=) VICERELTREFL AN
WTFRLREICEEL 2L TH B LEB SN - 7o DT, REMEBRFRERIERL S
Moo

2) HER

A ERMOHE

WHEOBIKERK (BAFER+ETR) 28, B (BERE/EEREH) X
100) BLUERHER ((HELRE BWEREH X 1000 2RD, /o, EROAR
BAOFHE LU T~ EFEROMKY ((HoL£RE/HELRK X 100) %
WH L7,

B. ECRHBDOME

FHUREEHEARR, HAEE (HELERS /ERED X 100 \ HEROHE 4
AOEFR (MEHIAOARM  WHE O BOERE) X 100) BXUWELIRKCD
A (LR ERE X 100) kD, HCRIFHKRL . REOHFE.
ARE I UAREE ORBHIREEIT -7

C. AAERIE

HME O HB LU 4 Hic—HBA CTHEBERICHEE (litter M) ZREL. (litter
ik RERK 2&BEICoVWTRD,

D. ik

HE 4 il —T VBAICLOBEREI S THR L, ARE LURMBHEONIES

BEEEEL

6. #EatRRHT

ZERB LIUSREEBICOVTIR Yates OFMEE2ESE x? REZRT - oo REMEK
FHRICHOVTIR. V= PRI LAF—7iIoWTid Mann-Whitney OURE" ? £H
WTRE L. Bt L — FOAHEIZ DWW TIE Fisher HEHEROR JIRE? TIT» 7,
C EOMOF—F i3, @EILICBON DSV litter TLOFEEE | RAL LT,
BEBROIMHN 0 LD ARZVBAR, %7, Bartlett £V XV EHOFBO—HH




WWDOWTRE L, ZORER. S8 —# & INBEAIR, —xEBROSHSTS %
TV, BRI EEMENZRD SNIAIESITE Dunnett Y S50 id Scheffé &P ik b3
MREEE THA RIASHLOBTEHHEOEDOREZTT »Teo BN —HRTUM - 7if
B, BPLUSEH 0 LR BAPLFEET B & i, Kruskal-Wallis IEARES 2T
HEIEBREARD SNABEIT, MIBEEE THA SREHEDZEITOVT Dunnett &Y
H B\ Scheffe XY OREZEIT>Tco BEKERS BBLU] %& Ui,




[ & 8 1

1. Rig&SEE Gt R

1. —#RE

S BICVTHOREFICHIETH 3 VI EEHYRED o ih -7,

WTFNOBREHEHITEWTH, BICR—BREBORBRED ohiEh -1,

T3, 1000 ng/kg BE5ED 161 (EEES FB04001) DOEMICREBE» SEHKR
B TRENHEIN:, ZOMOEMIZSWVTiE. WThORSH L —REO R IZ
BERIhEI -7,

2. KHE
1) # (Figure 1; Tables 1. 2; Appendices 1-1~2-4)
WO THA #E5HOAEMREICH. R5OERIBD ONIEM -1,

2) ¢ (Pigure 2)

(1) 3ZECHT (Tables 3. 4; Appendices 3-1~4-4)

300 mg/kg REOHG 8 ~15HDHMM S L OREF15H £ TORFOE R I HERE &
HE LU THEE (p<0.05) icimLli, LAL. Z0fttd THA REHOKE I, R
BERBRICHB L7,

(2) ¥E4RIA (Tables 5. 6; Appendices 5-1~6-4)

300 mg/kg DT OHREROAEMME., ERLE L THRBELERTH - 72, 1000
ng/kg TR, ERNOKEEMIBEIED Sh., HER200OEKE, k7 ~14R
Ok & CER208 ¥ TO RSN REE L LB L TH® (p<0. 05, p<0.01)
BWEERL,

(3) WEEM (Tables 7. 8; Appendices 7-1~8-4 )

300 mg/kg BEHOME 4 BOKEY, AHABL LB L THEE (5<0.05) IK®WMER T
LichitmBic>WTRBEE ORI ERZIREA 1o 20D THA BE5BOK
IS OWTRAMBEERIMTH -7,

e



3. JHEE
1) # (Figure 3; Table 9; Appendices 9-1~9-4)
WD THA 5B NREEE ORITEBREZRBHD O -7,

2) #f (Figure 4; Tables 10~12; Appendices 10-1~12-4)
REH. EREEBEUCHEPEZ2ELC T, WTFNoREOEEE LIREE THA &
REEEDETEREBIRD NN -/,

4. FEIRRERR
1) #

(1) Mmi=#%ERR (Table 13; Appendices 13-1~13-4)

100 mg/kg S5 TIE. WTNOHHE I bXBE L OMCEREZRBED Shish -7,
300 ng/kg Bl LD SEC T MERBEN KRR & b U THRSER (0. 05,
p<0.01) &R L7cAi THA DIRERITEFE LB TRIEH >7co TOEMN, 1000 mg/
kg ##EBITBWTAT M7 Yy MEDS, SRELLBELTER (p<0.05) ZEML
oo BIIBRESHICD VT, 300 mg/kg BEFITH W\ TREILITFHERA R & LR L
THEE (00,01 mL, U »/88KA 300 ng/kg P ELOBRBHEHTEHER (p<0. 05,
p<0.01) WD Licdds Wahd THA ORBIEE L B TR 2 7/o 2Ot
DIFEICIIXBEEE THA SEREHLOMTERZRBY ONEI -1,

(2) mmEE{tFRERR (Table 14; Appendices 14-1~14-4)

STRAEE S ELEX LT 1000 me/kg EFHICBWTHREBRE, 7 MO LBEWN. F
B (p<€0.05, p<0.01) 1ML, GOTREEBIVGP TREMIAERE (p<0.05. p<0.0D
WER Lz, —F, 7 RUBERESLION ) Y ABERER (p<0.01) KHD L1,
Fio. v —GTPREMEIREDETIEDH A, 300 mg/kg DL LOBSEICEWTHEEFE I
BLUTER (0<0,05) 2#mLic, Zoft, THA ORRICEELZLTIRIEWA, MR
BEHB LT, A/GHA 100 mg/kg BEBICHVTHE (p<0.05) w#EmL., 7 L
FF = BEEN 100 mg/ke B LT 1000 mg/kg EREBHTHE (p<0.05) <Hidb L. 1§
RIBEMN THA RSB THEE (90,05, p<0.0D) #in L7,

(3) HRETR (Table 15; Appendix 15)

UTomREIERINLM. WThd THA OFBIREL &3 d -7,




KT, NRED | FOAREEDO—WBICKLIEIRD SNiz. FRTR, 300 BXU
1000 mg/kg fHHSECHE @A, 300 ng/ke BREFICREBOFRULRENLEN | #2320
Sh. HRBO 2 FlIS/NREOHRENRBD S, /. BT, HHEED 1 FlicK
BEEESRAR BB 5%, 100 mg/kg BSHD 1 FICHERROMBELIEAED Shiz. 100 mg/ke
BERTIRMREEAOK L L Flich o, TOf, HTREREER, HBBb 5L
EREEHNBEIC 1§l >, WETIVNEULSSHREC | AR S,

(4) BFEER (Table 16; Appendices 16-1~16-4)

100 mg/kg BEBICHEVWTTFBERD L UT OLAEREIHBEFE BRI TER (K
0.05, p<0.0D) i Licds, Z0fOBEERS LUHAEMBEII W TGRS L ORF
KERZIBVBONED -, F1z, 300 ng/kg LLLOKRSHOREERL LU HAEEME
IKoWT iR, MREEOMICERZZZD SNEN -7,

(5) RIEBEBEREA R (Table 17; Appendix 17)

BN FPBE. EEA. OBE. DB, ML X UM BRI TORRSBERI NS, 0T
b, 1000 ng/kg BEFHENRBELOMTHES 2 VWIERKERBDH ONLN-
fro Efo. KR, BIRH L UBHICIE. REIBHShEI -7,

<y |

PYEREY I ARREL B DO — B i EIIERASER Y S h - HRE OBYDOR T3, RRO—Rlicsk
KiELEZ S 3 RIBEIHERE I NI,

CFei

SRBES LT 1000 ng/kg HHEBOL6] I PIIRADME OISO/, Ero, @
BEBHORIZL2NT/NAESBRE S N, C o, XHREB L O 1000 ne/kg HREHO
& 1 FlicHIm % fE 5 BRISHE DR MRS Sh. 1000 ng/ke BeSFEEOMOH)IZ HIROR
B DRI RE I NI,

(B

SEREED T . 1000 mg/kg E5EED 6 FlIC eosinophilic body %2 Hh., MBS
EEMORBENA S, EOM. NRBFICHEONR. KRR BOMF I HE
Ihi,

CLA)

SHHRE S LU 1000 ng/kg IRESBHCBEBHOLHED 2\ iR Eh TN 1 FIER
Bgxhi,




G-

SHBEE R L U0 1000 mg/kg EFOLHICBiAEE L CIBBEEROLEIBE I N,
EEBIOER L

1000 mg/kg ZEEO 1 flicid. HRCEDUEOHME OEME. HRLEOEREA
ICHERERIE VB S N,

2) I

(1) Zi4&ERRE (Table 18; Appendix 18)

DFomREM RSN, WTR GTHADHRITKE LB TR > 72,

ERTIE. 300 me/ke RSO 1 FIcHRLIEA, RO | FlicBHOIREICED o1
720 MERTIE. 100 LT 300 mg/kg BEHOE 1 FlhicRBibs, RO 3 F.
100, 300 X ¢ 1000 mg/ke $BEHOR | flis/NUELSRD SN/, £ D, MiT
(3. 100 mg/kg BEBCERAILEE I /NEYES, RE TIRNBRHICABR, 100 ng
/kg IBSBCHEBEANZREN LA SN

(2) BEEE

a) WE 4 BB (Table 19-1; Appendices 19-1~18-4)

300 mg/kg $¥5EHCH W THIATE O KEASHREE & IR L TEE (0<0.05) i MEZ
RLIH, BEEOERDLCHEEEI AR L TH SREHLOMTHERE
REUATSY gRANARCY ot

b) FREp (Table 19-2)

FEHR25 H AR H iR U RSSO E OE RS K OHUAERIC, THA $5cBiE L
P L AT Gt aRoY gRAGHTY s

(3) RIEMAMARAERE (Table 20; Appendix 20)

B B, BRSO ToR ArEE S A, Wb, 1000 ng/ke
W2 L IBEE S ORITHEES 2 VIZBEICERED O hiih o fe Fiey B 0. &l
B, Bbts X UREFI OB IRBREBD NS h o7

CRFED

SBEEES L U0 1000 ne/kg 1BE5BOS  OFICFIRRZEOIFMaOIEIZE S K TV
RN &N,




(i)
XHREED 4 #1. 1000 mg/kg $XSEED 6 FLicHHEEH ORMENIBREI N,
(R ’

SRREEB LU 1000 ng/ke REHOLHICHAENS L UBEEROULRENBEI NI,
(KwBs)

XTRRBED 761, 1000 mg/kg $ESHD 4 FlicEELGBEI N/,

I. HFEREHMNE
1. 4FEBEATR
1) 2ZECHR (Table 21; Appendices 21-1~21-4)
RERE LUREME, OREBY & T B L BRI ST EoMcER LR (5
DOEERIT, X{ABEL THA SBESHLOMTHERZRIRD NI -2, ZHRFITOL
Ti. 300 mg/kg REBEMVEHEOMAMER LA, WEEEOMICEREZRD LN,

»72,

2) e KUTHEIRAE
BEATHETH - Bic >V TR, SBRRBORKEIBEI NI -1,
WEHREORKIZ, WFhoBi< bR ShEh -1,

3) HEREL L UIEIREAR (Table 22; Appendices 22-1~22-4)
HEESH X IERYIRIC B THA SESHOMTERZRED Shih -7, &

4) FIREEY. BHEREB LI UMKRR (Table 22; Appendices 22-1~22-4)

SRR, RS & CRRRICHBEE T SRESBOMTHREZRD SN
f&:’b") 7‘:0

2. HERFR
1) &7 (Table 22; Appendices 22-1~22-4) :

ERE. AR, ERHER, HERBLIUHFAROME 4 BO4FERICIT TH &
BEFHIIBRBLOMCARERBD oo/t /o, RISV THHREE




THA ZREH L OETHEEERED LN -7,

2) K& (Table 23; Appendices 23-1~23-4)

THA B ESHOMEHEROKER, WE 0 ABLU4 BOWVWTH bR L L
LCEEDCHRMNED S, 1000 mg/kg REHOWE 4 BB 3o AEICO>W
Tid. HHREE ORICEEE (0<0.05) bR LN/,

3) JZHE (Table 24D
HE 0 HIcEE L -EROAFBEE T, WTFho#Eiic bRERBEI NI -

(FiZIRE T
WE 4 Hick i 2 HAEROHRITE VW TH, WIFNOREHOHAERICLRERZEDS

Nih-7,
FETROHRT L, BEROWTHORSECLIFBD ONUEN -7 (FEIIIRET),




([ 5 & 1]

THA @ 0+ 100 | 300 H 3\ (% 1000 me/kg %, HEIZ 34200, Hici338AT 2 BRI
5. REMR. EEME L OWE 3 B $ TREEORS L, BiconTid, —#iR
EBRSTICEORICHRE U /B SURERICIE, THA #5CX2EBIERD o hiEH
ol i, BREMEATROSIMICBVWTH, BEER. BHFAR. REHERFERER
RovwFnicd THA BE5RL3EEREDONEM -7, MBRFRETI, 1000 ng/
kg BEHEOANT I Uy MENPPHMML 7z, AETIR, YRELOMIZBEERIR
Tino oS, FRIMERE S & SR MREME» T oMM L TWEIEMS, AR
Uy MEOHMIZ, TOREOEMY L L AREMBOENIHMMAEDNINIBRTHE L
Ziohd, L L, WEHBRERED LUMEELFRECBVTENRORED 3\
SR BE T 2 WREEOENE L RBH SN - 72 C 25 5. FRIMBREH L U FIGHK
MBRBEROMEN I HEMIIMBOTLTH S LEX SN S, MEENERE TR, THA OHF
RICEFE L7 LT, REORE. S MY O LBE, BOPIRGPTHLUGOTHE
BO LR, 7 FoBRESLUY ) 7 AMEDETHNED Shize FROERS L UHNE
HBEFRROVTNICLFRREELRRT IEMRIBD SN h -1t GPTHE
UGOTHEMED LR, RO T FUBREOET IIFRERELBHOE 3, - T,
THA 5 ZHFME LS SEC TSNS 2 b LRI D, BREOMEB LS b
U LMED LRI SITAY O LREDETIZOVWTHE, BEOEMNE T ENMTHS
CEMG, THA BEICKZHEIIMD LY, - T, BicXd 5 THA ORMBRS5HYE
ITBET 2 AR 300 mg/kg/day TH B LEEEI NS,

oW TH, —BREZSTICZOMICAIE L 2B Rici3. THA 51Xk 38
BRBDIHhEI -7, UL, GEICOVTIE, 1000 ng/kg {E5HEICH W THIE
BRI, & < IIERPIOAKEEMAME I 0, RS OKERMI. BROKE
EDORHEICAS L IANKEWV, LAL. 1000 mg/kg HEBICHVTERT~148 S
B W 3IENR 0 ~208 DAEMNRNEBE TS > -BMOME OB D litter EkH B4V
BB (Appendices 22-4. 23-4) i3\ 4ELDBBELE N2 1 FIERE. HTL
bEBOHERIIR L TWAEL, f-T, 1000 ng/kg RSB ICH T 3 ERMMTO %
EHEMAE . BROEDIVIIRFICEBELAZLRTHSL0 b, THA OREMMIC
i3 2 EEN LTS SN EBOEEL SNS, L. ThidERPMGTOAD




—BHEDOETH L LEL NS, REHBRTROER TR, BEEER. UFHR. K
HHBFEFTROWVWTNICD THA BEICLZHEIRD Mot ThoD I &N
b, M3 2 THA ORERSEHICET 2 REERT 300 ng/ke/day Th 5 EIEEX
N5,

BEBYIOEIERESNCOWVWTRE, WINOREH D LFIDIIRIRIL Lk, ZiaHID
WTiE300 me/kg REBENPPEVEHERZR LD, 1000 ng/ky RSB IHREEE
RELTHD. THA ORESRIEEL LB TR Mo ko /2. HEBEOERDB L
UBRBCORFRIBOD O NEN 27, #->T, THA RERBXEB X URIBEN ICE
ZRIESTBVDDEEZEZL 60D, ke, FEIRMIBL SNl LUWHFBZEOE RN O,
THA #2535 B L UHBFIHELRIEIBTVDDEEZ 5N 5,

RAEFBWICOWTIE, FiO K DT, 1000 ng/ke FREBHTIIEREODIEW litter B
LHRRD S, D 1 FILIADOERMIZI~I6ILE IEREETH - oo F/o, ERE
NERLE L VERHEROWTHICS, TH SREFHEABEEOMTERERZIFEDON
T, BREEEZRITERBZEINEIH >/ EMS, 1000 ng/kg £ TOTHA A5
ROREIHBERIZITVODEEZEZLONE, HERIKOWVWTIE, TH S5HOME
0 BB XL Bick ) pHEEAENTRE & B L TEEDMRIZR L, 1000 mg/ke
BEHTRNE L BB 2EOABEBICHERENRD OGN, LML, litter BRI
DVWTHHE 0 BB XU 4 BOWTIOR NRE L ZORWMETHS e 2 &6, 1
A IREEOHEMIERIE. £REOENMEIMCER LcBRIETH L LEL 605,
HAER, BIUVHFLEROWHE L HOEFRICIZ THA SREHEWEELOMTER
ENRBDLNEN o7z, THHEDITEND, 1000 ng/kg T TO THA 13, HERDOREFI
HEEARIFXEVWHLOLEEL LN, THA OEIERABMICEET 3B ERIL 1000 na/ke/
day THAREHEI NS,

P EOBENS ., FARBREST TR RESESE BT 2 mER I, HEVWTh
OEI LT 300 ng/kg/day THY, LFEREFKCHET 2 EPEEI 1000
ng/kg/day TH B EHEINS,
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D, D)
Table 1

THA: combined repeat dose and regroductive/developmental toxicity screening test in rats

Body weight of Fo males {g): mean = S.D. (M)

Compound THA

Dose group

{mg/kg) o 100 300 1008

Days of treatment
1 (Initial weight) 313.8 + 8.1 ( 13) 314.3 * 9.2 ( 13) 314.1 = 7.8 13) 314.1 % gl3 13)
8 365.3 £ 14.4 { 13) 356.7 * 12.5 ( 13) 364.7 * 19.4 13) 363.1 * 15.2 13)
15 407.7 £ 29.1 { 13) 386.3 £ 17.6 ( 13) 408.3 * 28.6 13) 389.2 * 21.1 13)
22 431.5 = 23.6 ( 13) 416.3 £ 18.2 ( 13) 434.8 * 35.1 13) 423.9 t 23.9 13)
29 459.0 £ 30.8 ( 13 444.0 * 20.8 ( 13) 465.0 *+ 45.0 13) 452.8 * 30.6 133
36 488.6 * 37.6 { 13) 469.2 * 25.8 ( 13) 489.5 * 52.3 13} 478.0 * 36.1 13)
42 503.1 £ 39.7 ( 13) 484.2 * 27.7 ( 13) 500.6 * 53.5 13) 488.2 ¥ 40.0 13)

2} : vehicle control, DW {5 ml/kg)



Table 2

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fo males (g); mean * §.0. (N)

Compound _ THA

Dose group
(mg/kg) P! 100 300 1000

Days of treatment

1~ 8 ’ 51.5 ¢+ 8.7 ( 13) 45.4 ¢+ 9.8 ( 13) 50.6 ¢+ 13.8 ( 13) 49.0 ¢+ 8.7 ( 13)
8§~ 15 1 42.4 ¢+ 8.1 ( 13) 36.7 + 6.6 ( 13) 43.7 + 10.0 ( 13) 36.1 + 9.5 ( 13)
15 ~ 22 23.8 £+ 6.1 ¢ 13) 20.0 ¢+ 3.7 ( 13) 26.4 + B.8 (13 24.7 + 8.9 ( 13)
22 ~ 29 27.5 + 8.8 ( 13) 27.7 ¢+ 7.5 ( 13) 30.2 £ 11.5 ( 13) 28.9 ¢+ 7.5 ( 13)
29 ~ 36 29.6 £ 8.5 (-13) 25.3 ¢+ 7.3 ( 13) 24.4 £ 9.2 ( 13) 25.2 ¢+ 7.9 ( 13)
36 ~ 42 14.5 ¢+ 7.2 ( 13) 15.0 * 5.4 ( 13) 11.2 ¢ 12.3 (13 10.2 £ 10.2 ( 13)
1~ 15 93.9 + 14.1 ( 13) 82.0 * 15.0 ( 13) 94.2 + 22.8 ( 13 85.1 ¢+ 15.5 ( 13) -
1 ~ 22 117.7 = 19.1 ( 13) 102.0 * 16.0 ( 13} 120.7 ¢+ 29.8 ( 13) 109.8 + 18.1 ( 13)
1~ 29 145.2 ¢+ 26.4 ( 13) 129.'6 + 20.0 ( 13) 150.9 ¢ 40.2 ( 13) 138.7 * 24.9 ( 13) |
1~ 3 174.8 + 33.0 ( 13) 154.9 & 25.1 ( 13) 175.3 & 47.1 ( 13) 163.9 *+ 30.7 ( 13)
1~ 42 189.3 ¢ 35.6 ( 13) 169.9 = 27.0 ( 13) 186.5 * 48.1 ( 13) 174.1 ¢ 34.7 ( 13)

*): vehicle control, DW (5 ml/kg)




Table 3

D

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during pre-mating period (g); mean % S.D. ()

Compound THA

Dose group

(mg/kg) g2 100 300 1000

Days of treatment
1 (Initial weight) + ( 13) 210.8 ¢+ 6.7 ( 13) 210.9 * 6.3 {13 211.1 ¢ 7.0 ( 13)
8 t ( 13) 225.4 * S.6 ( 13) 231.4 £+ 8.2 (13 228.4 = 10.6 ( 13)
19 * { 13) 234.8 * 12.2 { 13 247.3 £ 12.7 ( 13 242.3 * 13.6 ( 133

a3 : yehicle control, DW




|

Table 4

THA: combined repeat dose and reproductive/developmenta] toxicity screening test inm rats

Body weight gain of Fo females during pre-mating period (g); mean * S.D. (M)

Compound THA

Dose group

(mg/kg) 0~ 100 300 1000

Days of treatment
1~38 16.6 + 5.5 ( 133 14.6 2 5H5.32 ( 13) 20.4 * 6.9 ( 13 17.3 * 6.1 { 13)
8§ ~15 9.9 + 4.4  13) 9.4 + 5.4 ( 13) 15.9 = 5.3% ( 13) 13.9 ¢+ 6.3 ( 13)
t ~15 26.5 ¢+ 7.7 { 13) 24.0 ¢ 9.7 ( 13) 36.4 £ 11.3% ( 13). 31.2 &+ 10.4 ( 13)

2*: yehicle control, DW (5 mi/kg)

* : significant difference from contcol, p<0.05 (by multiple comparisons)



Table 5

D

Body weight of Fo females during pregnancy pericd (g); mean + S.0. ()

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Compoynd THA

Dose group

(mg/kg) ga? 160 300 1000

Days of pregnancy
0 245.2 + 10.0 ( 12) 245.1 + 13.5 ( 12) 256.6 = 13: 10) 244.6 * 13.1 ( 12)
7 282.5 + 12.8 ( 12) 283.3 + 17.9 ( 12} 286.6 = 21. 10} ; 278.4 £ 14.0Q { 12)
14 323.2 * 20.3 ( 12) 318.2 % 24.0 { 12> 336.3 = 23. 10) . 311.5 =+ 15.0 ( 12)
20 400.1 = 24.9 ( 12) 380.5 % 29.6 { 12} 403.4 *+ 20. 10) 375.8 + 17.9% ( 12)

¥ .

*): yehicle control, DW (5 ml/kg)

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




= K

I

Table 8

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fe females during pregnancy period (g); mean = §.0. (N)

Compound THA

Dose group

(mg/kg) oY 1900 300 1000

Days of pregnaacy
0~ 7 37.3 + 7.9 12) 38.1 ¢+ 7.9 12) 40.1 + 9.7 10) 33.8 ¢+ 6.2 ( 12)
7~ 14 40.8 £ B.5 12) 35.9 ¢+ 7.4 12) 39.7 £ 5.3 10) 33.2 + 6.2 ( 12)
14 ~ 20 76.9 + 9.8 12) 71.3 + 13.¢ 12) 67.1 &+ 10.2 10) 64.3 + 12.1 ( 12y
0 ~ 14 78.0 * 15.6 12) ©74.1 £ 13.9 12} 7.8 ¢+ 12.3 103 66.9 + 8.7 { 12)
8 ~ 20 154.9 2 19.0 12) 145.4 + 18.9 i2) 146.8 + 11.4 10) 131.2 * 13.9™ ¢ 12)

*>: vehicle control, OW (5 miskg)

*

LR XY

: significant difference from control. p<0.05 (by multiple comparisons)
: significaat difference from control, p<0.01 (by multiple comparisons)



<wopmtental toxicity screening test in rats

.—wales during lactation period {g); mesn * §.0. (%}

Compound TRA
Dose group
{mg/ke) g 108 36¢ 1008
Days of lactatioen
] 2B2.1 & 17.1 ¢ 12} é87.7 * 23.8 ( 12} 309.3 ¥ 32.3 { 14y 2B1.8 = 29,0 ( 12}
4 298.5 ¢+ 14.0 ( 12} 360.%9 ¢ 17.8 ¢ 12 324.2 + 25.8% ¢ 1) 303.4 £ 24.9 ( 122

2} : yehicle control, D# {5 mi/kg)

* @ significant difference from control, 9<0.05 {by multiple compariscas)




Table 8

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fo females during lactation period (g): mean £ S.D. (N)

Compound THA

Dose group
(mg/kg) g 100 300 1000

Days of lactation

0~ 14 17.4 £ 18.4 ( 12) 13.2 + 15.7 ( 12) 15.0 = 13.7 ( 10) 21.6 £ 11.4 ( 12)

*}: yehicle control, DW (5 ml/ke)
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Table 3
THA: combined repeat dose and reproductive/developmental toxicity screening test im rats

Food consumption of Fo males {g); mean = &.D. (V)

Compound THA

Dose group
{mg/kg) g 100 308 1600

Days of treatment

i1~ 8 209.4 £ 17.7 [ 13) 202.4 * 12.0 ( 13 210.5 £ 23.0 ( 13) 206.7 * 18.8 ( 13)
§ ~ 15 215.0 * 19.5 { 13) 201.7 ¥ 15.2 { 13) 214.7 £ 23.5 ( 13} 205.6 = 18.1 ( 13)
28 ~ 36 212.1 * 24.9 ( 13) 201.2 +* 17.6 ( 13) 211.7 + 29.7 ( 13) 2086.3 * 24.4 ( 13)
36 ~ 42 179.4 £ 18.9 ( 13) 171.0 + 14.9 ( 13) .176.4 £ 22.6 ( 13} 172.8 = 23.0 ( 13)

2): yehicle control, BD¥ (5 ml/kg)



Table 10
THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Food consumption of Fo females during pre-mating period (g): mean * §.D. (N)

Compound THA

Dose group

(mg/ke) 0 100 300 1000

Days of treatment
L~ 8 134.3 ¢ 13.1 ( 13} 132.2 + 9.3 ( 13)  138.1 & 12.2 ( 13)  137.0 ¢ 10.5 ( 13}
§ ~ 15 133.3 = 10.5 ( 13) 133.1 + 11.4 ( 13)  142.7 + 14.5 ( 13)  134.6 + 12.4 ( 13)

2} : vehicle coatrol, DW (5 ml/kg)



+

Table It

)

THA: combined repeat dose and reproductive/developmental toxicity screening test ian rats

Foad consumptien of Fo females during pregnancy period {(g); mean * S5.D. (X)

Compound THA
Dose group
(mg/kg) g 100 300 1006
Days of pregnancy
0 ~ 7 169.7 = 18.8%  12) 173.6 + 16.6 ( 12) 181.4 = 23.6 { 10 161.3 = 14.3 ( 12)
7~ 14 186.5 *.25.86 { 12) 184.6 * 23.2  12) 193.6 + 24.7 ( 10) 172.0 = 16.3 { 12}
14 ~ 20 141.8 £ 14.2 ( 12) 138.6 * 11.5 { 12) 143.3 + 10.8 ¢ 10) 134.1 £ 13.6 { 12)

a)

: vehicle control, D¥ (5 mi/kg)



Table 12
THA: combined repeat dose and reproductive/developmenta] toxicity screening test in rats

Food consumption of Fo females during lact.ation period (g): mean £ S.D. (N}

Compound THA

Pose group
(mg/ke) [l 100 200

1000

Days of lactation

0~ 4 107.2 ¢ 20.2 ( 12}  113.5 ¢ 33.0 ¢ 12 115.5 +

11.6

{ 10

121.1 + 35.8

¢ 12)

*¥: vehicle control, DW (5 mi/ke)



Table 13

D )

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats
Hematological findings of Fo males after oral administration for 42 days

THA RBC Hemoglobin H-ematocrit MCV MCH MCHC Platelet
(mg/kg) - (x10%/mm®) (g/dl) (%) (un® (pg) (% (x10%/mm®)
(13 a3 (13) (13 13 (13) (13
g 808 15.5 45.5 56. 4 19.3 34,2 100.1
+ 39 *+ 0.4 += 1.1 = 1.7 += 0.7 = 0.4 = 7.0
13 (13) (13) (13) (13) (13) (13)
100 794 15.2 44. 86 56.2 19.] 34.0 101.1
+ 36 = (.8 + 1.8 = 1.6 =07 + 0.4 *+ 8.8
13 (13) (13) (13) (13 (13) 13
300 806 15.4 £5.8 56.9 18.1 33. Bxx 101.9
+ 36 *+ 0.4 + 1.3 += 2.2 *+ 0.8 + 0.3 +10.9
(13) ) (13) (13) (13) (13) 13
1600 825 15.8 47. 0% 56.9 19.2 33.7% 104. §
= 34 + 0.4 + 1.6 = 1.6 + 0.7 £ 0.6 + 8.6
Band Segmented
THA WEBC neutrophi! neutrophil! Eosinophil Basophil Monocyte Lymphocyte
ag/ke)  l00/m) 56 ) 5% %) % (5%
a3 as) (13) a3 13) a3 (13
o 88 0 17 ! 0 2 79
+ 25 += 0 +12 + 1 = 0 ) + 2 =13
(13) a3 a3 13 (13) (13) (13}
100 73 0 18 0 0 3 78
+ 18 + + 8 * 1 =90 * 2 + 6
(13) (13) R)) (13 a3 (13 (13)
300 72 0 0% 1 0 5 6413
+ 23 + { +15 *+ 2 + 0 *+ 3 +13
13) 1 a3 (13 (13 (13) {13
1000 92 0 23 1 0 4 72%
+ 21 + 0 += 7 =1 =0 +=3 + §
Parameter : mean=S.D. ¥ : Significantly different from vehicle control, p<0.05
{ ) : number of animal % : Significantly different from vehicle gontrol, p<0.01

a)

s
: vehicle control, DW(Sml/kg)



Table 14

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats
Biochemical findings of Fo males after oral administration for 42 days

Total

: Total Total Tri-
THA protein Albumin A/G BUN Creatinine Glucose cholesterol bilirubin glyceride
(mg/kg) (g/d1) (g/d1) {mg/d{) (mg/d!) (mg/d}) (mg/d1) (mg/d 1) (mg/d1)
(13 a3 13 a3 (13) a3 (13) (13 (13 -
0 5.4 2.9 111 19 0.8 149 50 0.08 67
= 0.3 + 0.2 = 0.09 + 4 = 0.1 *18 +10 + 0.03 +28
(13) (13) (13) (13 (13 (13 (1 (13) (13}
100 5.3 2.9 1.22¢% 17 0.7+ 133 43 0.09 49
+ 0.2 * 0.2 + 0.09 + 2 + Q.1 +12 +9 4 0.03 +16
(13 (13) (13 a3 (13) ay (13) (13 (13)
306 5.4 2.9 1.13 19 0.7 132 45 0.09 50
+ 0.3 * 0.2 + 0.10 + 2 + 0.1 + 8 9 + 0.02 %15
(13) 13} (13) %) k)] (13) (13 (13) (1
1000 5. Tt 3.0 1.10 20 0. 7% 113%# 50 0. 09 46
+ 0.2 + 0.1 + 011 + 2 £ 0.1. + g + 9 + 0.02 *13
: Inorg.
THA Na K Cl Ca phos. ALP GPT 60T 7 ~GTP
(mg/kg) (mEq/1) (mEq/1) (Eq/1) (mg/d1) (mg/d1) /D @/ w/n w/n
(13) (13) R)] (13} (3 (13 (13) a3 (13)
0¥ 143.1 3.93 105. 8.5 5.9 206 27 61 0
+ 0.4 + 0. 18 + 1.0 = 0.3 + 0.5 +53 + 4 +11 + 0
(13) (13) (13 (13 (13) (13 {13) ad )]
100 143.7 4.13 107. 4%% 8.4 5.6 234 26 61 0
+ 0.7 + 0.30 £ 1.2 + 0.2 *+ 0.5 +41 + 5 * 6 + 0
(13) (13) (13) (13) (13 (13) (13) (13) (13)
300 143. 4 3.93 107. 3% 8.4 5.4 195 29 73 0%
+ 1.0 + 0.29 * 1.0 = 0.3 + 0.5 +29 + 8 +17 *1
(13) a3y oad a3 (13) k) Sk (13) (13)
1000 144. 6« 3.61¢¢ 107. 6%# 8.5 55 203 344 B2k 0%
= 1.0 = 0.19 * 1.6 + 0.2 £ 0.3 +38 + 86 *20 + 1
Parameter : mean=xS.D. ¥ : Significantly different from vehicle control, p<0.05
) : number of animal tt : Significantly different from vehicle contral, p<0.01

s
a) : vehicle control, DW(5ml/kg)

®

l ————— " — B ] [ P R B -

®



Table 15

D,

N

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of macroscopic fiandings in Fo males after oral administration for 42 days

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - - + - + - +
{Brain) [13] [13] [13] [13]
Defect, cerebral cortex,
focal 12 1 13 0 13 0 13 Q
{Liver) 113] [13) {13] {13}
Accentuated lobular pattern 11 2 13 0 13 0 13 0
Area, pale color 13 4] 13 o) 12 1 12 1
Focus, liner, black 13 0 13 Q 12 1 13 0
(Kidney) [13] [13}] f13] {13]
Area, recessed 13 0 12 1 13 0 13 0
Spot, dark color.
Cortico-medullary junction 12 1 13 0 13 0 13 0
(Epididymis) [13} {133 {13} (131
Nodule 13 0 12 1 13 0 13 0
{(Lung) [13] {13} [13] [131
Spot/area,
dark brown/dark red 12 1 12 1 12 1 12 1
{Seminal vesicle) {13] 1131 [13] [13}
Small 12 1 13 0 13 0 13 0

—, Negative: +, Positive
[ ]. Number of animals examined



Tabie 18

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weights of Fo males after oral administration for 42 days; mean £ S.D. (N)

Compound THA

Dose group

(ng/kg} o 160 300 1000

Terminal body weight (g) 474.9 + 39.4 ( 13) 454.8 * 26.9 { 13) 473.6 *t 49.5 13) 459.1 + 36.4 13)

Liver (&) 13.86 + 2.03% ( 13)  11.63 £ 1.02® ( 13)  12.82 * 1.95 ( 13) 12.55 » 1.39 13)
2.84 + 0.23% 2.56 ¢ 0.17% 2.70 + 0.17 2.73 &+ 0.13

Kidneys (2) 2.93 + 0.24 ( 13) 2.82 + 0.19 ( 13) 2.99 & 0.27 13)  2.84 & 0.27 13)
0.62 *+ 0.04 0.62 * 0.04 0.63 + 0.05 0.62 + 0.04

Thymus (mg) 354.0 ¢ 78.8 { 13) 314.6 * 62.3 ( 13) 344.5 + 61.0 13) 342.0 +£100.7 13)
75.3 + 18.9 69.0 * 11.7 73.1 s+ 12.1 73.7 + 17.7

Testes (g) 3.17 ¢ 0.23 ( 13) 3.13 ¢+ 0.21 ( 13) 3.20 &+ 0.25 13)  3.08 + 0.18 13)
0.67 + 0,07 0.69 * 0.07 0.68 + .08 0.87 * D.06

Epididymides (&) 1.14 + 0.13 ( 13) 1.13 ¢+ 0.10 ( 13) 1.13 + 0.11 13)  1.13 : 0.08 13)
.24 * 0.03 0.25 * ¢.03 0.24 + 0.02 0.25 ¢ 0.02

»): vehicle control, DW kS ml/kg)

%Y. absolute weight

®): relative weight (g or mg per 100g body weight)
: significant difference from coatrol, p<0.05 (by multiple comparisons)
: significant difference from control, p<0.01 (by multiple comparisons)

s



Table 17

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of histopathological findings in Fo males after oral administration for 42 days

Group Control 100 mg/kg 300 mg/keg 1000 mg/kg
Grade - % + 4+ +H+ pas. - + 4 + ¥+ pos. - = + +H +H+ pos. - + + ++ +++ pos.
(Brain) [13] [ 0] [ 0] {131
Congenital defect,
cerebral cortex, unilateral 12 0 ¥ 0 O i 13 0 0 6 © 0
(Liver) [13] { 0} { o1 {13}
Degeneration, fatty,
hepatocyte, periportal 0. 211 0 0 13 0 4 8 0 0 13
Microgranuloma D1y 2 0 0 13 111 1L o6 O 12
Necrosis, focal 12 0 1 0 O 1 12 0 1t 0 O 1
Hemorrhage, focal 12 1. 0 O O 1 12 0 1 0 O 1
Fibrosis, capsule, focal 13 0 0 0 O 0 12 1 0 ¢ O 1
(Kidney) 113} [ Ol [ 0l {131
Eosinophilic body 68 3 3 1 0 T 7T 4 2 0 0 6
Basophilic tubule 8 8 1 0 @€ 7 g 4 0 0 0 4
Cast, hyalin,
Cortico-medullary junction 12 0 1 0 0 L 13 0 ¢ 0 0O o}
Dilatation, pelvis 12 ¢ 1 0 O 1 13 ¢ 0 0 0 Q
(Spleen) (13} { 0] f 0] [131]
Hematopoiesis, extramedullary 612 1 0 0 13 ¢i12 1 0 0 13
Deposit, pigment, brown 0 5 8 0 0 13 0 7 6 0 0O 13
{Heart) [13] [ 0] [ 0] [131
Myocardial degenecation,
facal 12 1. ¢ 0 O 1 13 ¢ 0 0 @ o]
Myocardial Ffibrosis. Ffocal 13 ¢ 0 0 O 0 12 1 0 0 o0 1
(Testis) {13} [ 0] [ 0} [13]}
Atrophy, seminiferous tubule,
focal 13 0 0 0O © 0 12 ¥ 0 0 ¢ 1
(Epididymis) [13] [ 0] [ 0} [131]
Cell debris, tubular lumen 13 0 0 0o 0O 0 12 1. ¢ 0 O 1
{Thymus) [13] [ 0] [ 0] [13]
Abnormality 13 ¢ 0 0 © 0 13 0 0 0 © 2]
(Adrenal gland) [13] [ 0] [ 01 [13]
Abnormality 13 0 0 O ¢ 0 13 6 0 0 © 0
(Urinary bladder) (181 [ 0} [ 0] {13]
Abnormality 13 0 0 0 © 0 13 0 0 ¢ © V]

—, Negative; %, Very slight: *t,
[ ], Numdber of anlmals examined

Slight; ++, Moderate; +H,

Severe: Pos., Total number of animals with positive grade




Table 18
THA: combined repeat dose apd reproductive/developmental toxicity screening test in rats

Summary of macroscopic findings in Fo females

Group Control 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - + - + - +
{Kidney) (13] {13} [13) {13}

Dilatation, pelvis 12 1 13 0 13 13 0

Area, recessed 13 0 13 0 12 1 13 0
(Thymus) [13] {13} [13) [(13]

Red 13 0 12 1 12 1 i3 0

Small 10 3 12 1 12 1 12 1
(Lung)} [13} [13) [{13] [13]

Dark red color 13 o} 12 1 13 0 13 0

Small 13 0 i2 1 13 0 13 0
{Glandular stomach) [13}) {13} {13} {13}

Spot, white 12 1 13 0 13 4] 13 0

Spot, dark color 33 4] 12 1 13 0 13 [V}

—. Negative; +, Positive
[ }. Number of animals examined




Table 19-1

)

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weights of Fo females on day 4 of lactation; mean £ S.D. (i)

Compound THA

Dose group

(ng/k3) 0™ 100 300 1000

Terninal body weight (g) 299.5 % 14.0 ( 12) 300.9 * 17.8 ( 12)  324.2 * 25.8% ( 10)  303.4 = 24.9 ( 12)

Liver (8) 12.92 + 1.29% ( 12) 12.28 = 1.25 12) 13.40 * 1.37 10) 12.60 = 1.55 12)
4.31 = 0.38% 4.08 *+ 0.33 4.14 + 0.32 4.16 + 0.42

Kidneys (g) 1.97 + 0.24 ( 12) 1.87 + 0.21 12) 2.06 + 0.22 10) 1.89 + 0.13 12)
0.66 + 0.08 0.62 = 0.07 0.63 = 0.04 0.63 + 0.06

Thymus (mg) 150.0 = 61.7 ( 12) 165.1 = 47.7 12)  213.2 = 62.5 10)  184.3 £ 62.5 12)
50.4 = 21.7 54.6 + 14.6 65.1 + 15.6 60.1 + 18.2

) : vehicle control, DW (5 ml/ke)

®): absolute weight

el relative weight (g or mg per 100g body weight)
: significant difference from control, p<0.05 (by multiple comparisons)



Table

19-2

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Absolute and relative organ weights of Fo females; sacrificed an the way of test period (non-pregnant)

Animal

Terminal Liver

Kidneys Thymus
no. body weight Absolute Relative Absalute Relative Absolute Relative
(g) {g) (g) (ng)
FBG100S 263.3 8.29 3.15 1.86 0.7¢ 232.0 88.1
FB02010 308.2 9.41 3.05 1.95 0.63 433.9 140.8
FB03002 286.6 9.56 3.4 1.73 0.60 229.9 80.2
FB03008 272.8 8.13 3.20 1.79 0. 866 313.3 114.8
FBO3010 290.0 9.48 3.27 1.96 0.68 364.6 125.17
FB04006 287.0 10. 17 3.54 1.87 0.69 278. 8 97.2

Relative: g or mg per 100g body weight



Tahle 20

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of histopathological findings in Fo females

Group Control 100 mg/kg 300 mg/kg 1000 mg/keg

Grade - * + H H+ Pos. - %+ + ++ +++ Pos. - £ + ++ ++ pos. - + 4 ++ ++ pos.
(Liver) [13] { 0] {0} [13}

Degeneration, fatty,

hepatocyte, periportal 4 7 2 0 0 9 3 8 2 0 0 10

Microgranuloma 310 0 0 0 10 112 0 O 0 12
(Kidney) (13] { 0] [ 0] [(13)

Basophilic tubule 9 4 0 0 0 4 7 6 0 0 0 8
(Spleen) [13] { 01 [ 0] [13]

Hematopoiesis, extramedullary 0 3 8 2 0 13 0 2 6 2 0 13

Deposit. pigment, brown 0 1 7 5 0 13 0 3 9 1 0 13
{Thymus) [13] { 0] [ 0} {13])

Atrophy 6 5§ 1 1 0 7 9 4 0 0 O 4
(Brain) [13) { 01 [ 0] [13]

Abnormality 13 0 0 0 O 0 13 0 0 O O 0
(Heart) [13] [ 0] [ 03 [13]

Abnormality 13 0 0 ¢ ¢ 0 13 0 0 0 O 0
(Adrenal gland) [13] { o] [ 0] [13]

Abnormality 13 ¢ 0 0 ¢ 0 13 0 ¢ 0 o 0]
(Urinary bladder) [13] [ 01 [ 07 (121

Abnormality 13 0 0 0 ¢ 0 13 0 0 0 O 0]
{Ovary) [ 1] { 1} [ 3] [ %]

Abnormality 1 0 0 O 0 0 1 ¢ 0 0 ¢ o] 3 0 ¢ 0 O 0 1 0 0 0 0 0

—. Negative: %, Very slight; +, Slight: H+, mModerate; ++t, Severe: Pos., Total number of animals with positive grade
[ 1., Number of animals examined




Table 21

THA: combined repeat dose and. reproductive/developmental toxicity screenihg test in rats

Reproductive performance of Fo animals

Compound THA

Dose group

(mg/kg) 0’ 100 300 1000

Number of mated pairs 13 13 13 13

Number of copulated pairs 13 13 13 13
Copulation index 100 100 100 100

Number of pregnant animals 12 12 10 12
Fertility index 92.3 92.3 76.9 92.3
Pairing days until copulation ,

Mean *= S.D. (N) 2.6 £ 0.9(13) 2.8 £ 2.0(13) 2.5 * 1.1(13) 2.1 = 0.6(13)
Frequency of vaginal estrus

Mean = S.D. (N) 1.0 £ 0.0(13) 1.1 = 0.3{(13) 1.0 = 0.0Q13) 1.0 %= 0.0(13)

o : yehicle cbntrol, oW (5 m-l/kg)

Copulation index = (number of copulated pairs / number of mated pairs) X 100, %

FPertility index = (number of pregnant animals / number of copulated pairs)X 100, %

&



D, D,

Table 22
THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Developnent of F: pups up to day 4 of lactation; mean = S.D. (W)

Compoumd THA

Dose group

(mg/kg) 0a) 100 300 1000

Number of pregoant females 12 12 10 12

Number of pregnant females with pups alive 12 12 10 ' 12

Gestation index 100 100 100 100

Gestation length in days 22.3+x 058 (122 2.4 05 (12) 22.4% 0,39 (10) 2.6 = 0.5 (12D

Number of corpora lutea 17.5 £ 1.7 (12D 18.2 % 2.4 (12) 9.0 1.2 (10) 16.3 = 1.2 (12D

Number of implantation sites 8.5+ 1.8 (12) 16.0 £ 3.6 (12) 45+ 28 (10) 15.0 = 2.8 (123

Implantation index 945+ 60 (12) 87.9 £ 17.0 (12) 80.5 £ 149 (10D 81.8 =100 (12)

Day 0 of lactation
Mumber of pups born 15.2 %+ 1.9 (12) 4.3+ 386 (12) 184 = 2.8 (10) 131 = 31 (12D
Delivery index 91.9 £ 6.6 (12 80.9 =122 (12) 92.1 £ 68 (10) 8.8 = 140 (12)
Number of live pups 150 & 2.0 (12) 42% 36 (123 13.4 £ 2.8 (10) 181 31 (12D
Birth index 0.9 = 7.3 (12) 88.9 &£ 13.2 (12 92.1 + 6.8 (10) 85.8 =140 (12)
Live birth index 888 & 2.7 (12D 98.8 = 3.0 (12) 1000 £ 0.0 (106D 100.0 = 0.0 (12)
Sex ratio 428 =141 (122 49 +13.2 (12D 43,3 x 11.2 (10D 3905130 (1>

Day 4 of lactation
Number of live pups 148 21 (12) 41 % 37 (12) 13.8 2 27 (10) 13.1 £ 31 (12>
Viability index 8.2 % 3.2 (12) 9.2 2.9 (1i2) 99.4 £ 2.0 (10) 1000 £ 0.0 (12)
Sex ratio 43.6 £ 143 (12) 4.3 %181 (12) 49.2 1.5 (10D 39.5 = 13.0 (11

a): vehicle control, DF (5 ml/ke)

Gestation index = (number of pregnant females with live pups / number of pregnant females) X 100, ¥
Implantation index = (mmber of implantation sites / nusber of corpora lutea) X 100, ¥

Delivery index = (oumber of pups born / number of implantatiom sites) X 100, %

Birth index = (number of live pups on day { / number of implantation sites) X 100, %

Live birth index = (number of live pups on day 0 / number of pups born) X 100, %

Sex ratio = (mumber of male live pups on day 0 / mmber of live pups on day 0) X 100, %

Viability index = (mumber of live pups on day 4 / muwber of live pups on day 0) X 100, ¥

Sex ratio = (number of male live pups on day 4 / number of live pups on day 4) X 100, %
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Table 23

THA: combined repeat dose and reproductive/deveiopmental toxicity screeming test in rats
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Table 24

THA: combined repeat dose and reproductive/developmental toxicity screening test in rats

Morphological findings in F: pups on day 4 of lactation

Compound THA
Dose group
(mg/kg) 0 100 300 1000
-Number of pups examined
External cobservation 177 1688 133 157
Visceral observation 177 169 133 157
Number of pups showing asbnormalities
External malfermations 0 0 0 0
Visceral malformations 0 0 0 0

2) : yehicle control, DW (5 ml/kg)
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