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E3
E;gz;zm%&q@gwﬁ'lﬁ-‘%iéﬁﬁ%’:‘r%ﬁ!ﬁ? R, 13— NV I AT YT IVD 0
(A BREE) HObIUMOmM@My 7y POREH 14 B2 o XREHA,

ﬁfil’fziiﬁf’ﬁiollf“%ﬁ SHITEBRBEORS L, £ FECRIZTEEERE L.

1) BB (Fo) LRIZTEE
150mghkg HEOMB L L 450 mghg HF O HETIRTH IR D 5 iz,
WRWBERS I AREBEIRE LT, 150 mgkg B DM B X U 450 mgkg BE O Mt
HTHE, 5, TERER, BEBRERBIUTCRSWYFRED LRI,
HBEBIVEEETIY, 450 mgkg BOMBETHER NI B L CEEEORHL
BRO LN,
FEENRETE, HBRYERSOERFAKIZIEELEIONEZBEORMEBR
B, BtAEzFE-RFLEMASE, BN T2HELD 450 mgkg B DM I
WEBEDON, B, MELLIAEABMBRILERDERSICER T »LEZOND
RABBEIN o7,

2) EFERICRIZTER
ERE, TBEBIUVHRABICEBRDERSOEEBRZD NI o7, T2,
SRMREBICLBEERBE I N o 7.

3) MAERIKLRIZITEE
FERBONARERAETIE, BEFRRA0OONRT, AELLICOENEREDLNE
o, MERBIUMBTI4IBDHRTIE, HBYWERSICIELEELZLNLLE
BHRIBE I NP o7,

DEDHERPS, KREXBEGTIIBITS 13 - NVEVYIXFZ T IVvOEDYIIE
TAEBEEEIIM TII 50 myke/day, M TIid 150 mgkg/day & HIWF S . AFEREB X
R TAHEEITE L IT 450 mghg/day X5 X o THRO LT, MELE
(3 450 mg/kg/day & ¥ My & 7.
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i

13 =XV E¥U VA& VT 3V (13benzenedimethanamine) 13 T X F ¥ JRMILH, X
Wi, RV Lsyy, AHABLRYCHEASNZILLEYTHE. KILEYWORES S
WREAHEERICETAIRRRIETH»AD0N ", EEERRETIHREEI V. 4
B, OECD L X 2BFNEYWEOLREURRIIADEIZFURRESTHKO—RLL T,

13— RVEVIAS VT IVORI Y VOERBENIBIVTRERBOREE - HF I
BRTHBIOVWTIRFLAOTZORREHET S,
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13=RYEVIAF LT IVOTy e PVv5&04%5 05455l p

. RERE®

BEF LW EoZUSEMUEE2EMT 2 —BRELTIT) OECD ¥4 F5 4+
JEEMRIR] (1995 & 7 B) Vv, Ty PR HWTHER - LI RITTEE
L7,
EWW@imuﬁﬁﬂwsﬁ3%,ﬁ¢%38%-Gsﬁvﬁsn%l(”w63ﬁllﬂls
B) o THRNMEDECRLIXBRTBEILHFEDECRI2AEULOMEOHE S
OLGEEAFIERETIRBIERICOWT ] OG- TOIDE L 722,

o]

S
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RKREHEB LU HE

WY e

13— NY¥rIx% 73 (1,3benzenedimethanamine, 54 m-xylylenediamine (MXDA),
CAS No. 1477-55-0, #5E, Lot No. FEE 998 wt %, 4T E

136.11) REBOWATH), FHAHITESFELZHYT, SRYEREEIIERL
THRELA. 13- RVEUVYIRAF U T7IVvEEBLERIT, Reference data 1 IZ/R L
7z

W E X, BAMHEAK (Lot 1051, HEHEKRASTHEE) ICHEHBL, 5 158X
45 mgml DREFIL 2D L) EFHOBFEW AR L. RERE, FHRITER
- EREHBTRELL. 2B, BEBRPOUFYWE T 1 BIV 60 myml OEEICD
WT, FARBREREEFE TSHMITERETHEI I EHFFHABRIIBVTHER IR TY
%,

BEHROBRESTIT, AUABERBCRELLTRTORBEORSRIZIOVWTITo %,
TORER, RNBEICH L 992~ 1069 % DHHE TH o 72 (Reference data 2) . L7
WoT, REBWWITZBIIMEED 13 —RVEVIRAI VT IVEEREINLTVWAZ
E R RESR L.
RERTHRICHEBTIGRIL-BEBRYEIC>WT, BETTHESW LR, MER
98 %THY, WEYEIRSVYBHIELETH o722 & FHEE X N7 (Reference data
3) .

FERBWB I UET S

HKBRICE, BAF»— VA - YN -BRXE&EH (WENREART) #oBALALER 8
JBH#5 > Sprague-Dawley (Crj : CD (SD), SPF) HAMit 7 v P 2R L. BALZHY
X7 BHMRE - BMEEFT L A%, —BRBICREF ROON L7200 % 10 B
THST LU TRHRRBICAW, BEoURTEHOMKEIL, HT 354 ~ 399 g, MT 216 ~
247 g DEPHTH o 7.

i, EE24+37C, BES +20%, A 15 B KM, BE 150 ~ 300 lux,
PR 12 BE (F7RBET, FRIBHET) CRESNLZNIVT VAT LAOH
FE (WS57XD100X H25m, 1425m') THELA. ABYPMICERET-REE
PREMBICWZTZVEIPENENR 1 BT o060 (BE 196 C:¥#k5 23 H, &
E 3% FHEHAE 1B) . 2B, REEOAKIZ, 1 REUARNIEIREMEIIR>T
BYERETHo72. 2O0MORXBRPEFOABFTERNOREB X CBEOEREIT,
TNEFN234~250CBLT36~61%THo7-.

HREt REEMY - GREMRFHRT) OBBHAREXAEFHE (W 691.0 X D 79.0
XH1950cm) ¥MAL, 7TVIHFGEH - KAT VY VAREHES Y (W 158X D
238X H160 cm, I E /X — 7V - AR—2 6017 cm’) BT IEFORBLEAFT L.
BL, KEHEEPIE, #EE2T7VIMFE, KAT7T YL AWEBHETS -V (W 368 XD
250 X H160cm, F 5~ - AR—=Z14720cm’) WIETORNABLHF L. Fik
1S HUBoOBEHWIIWE 4 BETTNVIMNAE -KAT VL AWBAHAE S -2 (W
36.8 X D 250 X H 16.0 cm) WIHFE P L — B X UE/EY #4 (Care FRESHm) % AN T
wmE L.
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WE - VIIEREE 10, BEFEE I EHLL.

R, VI VEBEBIERRNAY REMPRX) BEO NMF BRHEE (K
SR EAE) 2ABEL, AEPEMPERICERS . fokIE, KEKET BHBK
JANVE Y BHICERS €. HR LA B X UKIZIE Reference data 4 B X U5 1
RLZMCHRBRICXES R T A REOELONIREYWORER LD o 7.

B, HpohLEmz a0, AFHHP, T 0BBEMKEETRIZLALED
NE2BRBEREROEALII 2o 7.

ol - AR5
HYRSLPLOEREC L > TRIMEL, MERMBEIC L) ERRBELMAT S &
JWRBASTL, 1 WSV MES 2 EEBEELL. 28, BEIHES TS 8 BB
MEPBEzT, ERL2URBZAET2HM e RS T IV,

RO HODYORNE, EENCENMCAZETILED Ry - VT L ILHYERE
% (Animal ID-No.) #2047z, KEEWRFZHFHAEL .

BRE5E, BN, REFEBIURESE

(13 — XY ¥y IAIT7Iv0T7y beAVELG 28 HREOREBERSFHREBR] T
600 mgkg BETHE, HEEHEORT, L=E, BEMEH L & O®RE HBAER MR I,
BHEORIBIVEKEOEMAH SHEICRED LN, 128PHT 16, BT 462
LT, 7, AHCEOMNBMEBEIILREBIUALTLELE) LROBAE
B, BRMCENEBEELMAEoRM, BT CEEMBEORK - Z2RIEBLUERB DI
RAMBIZEDOLN., CROoDHEREZL LI, 28 ARNORBERSEVHARBEDH
B, ¥ %bbH0, 10, 40, 150 B X600 mgkg TEBL-FMEAE 13— EL Y
AFUTIVvOIy PERAVARORSHALEEERR - 2K S FHAR (KR
BRES 4211) | TiX, 600 mgkg BT epld 26, MT1HIBTL, K"E5HE
RELTHBCHESF IO ON, MICEHOBTHER NG, METIAEEE
DEEIFZED LN

o T, KBHBRIZBW T 600 megkg/day TIEM B ICHETEYIERZ O LN &, M2
THREPEPFHERBROIEULLICERINZ I L2 EFREL TEHEHE % 450 mgkg/day
WEREL, MTARL3ITERL, 1508 X U 50 mgkg/day & L 7.

RE5EEIE, OBCD 4 FI4 v [HMBEMBURE] P THEREA TV IRERKE
WHE L THREIRBRORS L L, REFEE, AE 100 g%h 1 mLe L, XEFB &
UCXREHEToM#ES X CITIREMPOMTIE, BMAENIKHE L A-RHFEEICESY
TERZTo7. T2, BWEHEPOMIE, WEOBICHZE LA-EANEKEIIE S W
TEHRZ2T-7. BY Yy F2HAVCER 1H (7 B.58) 845 ~ 1319 2 HlE 0%
S L7 BECIRBIBEKOAZERKIZES L.

MRS HMIZ, RBER 14 OMERELM 14 BB XUXRHEYERTER 20 AM®
EHE 48 B E L7, MoRSHEIE, KEM 14 M EXEWRHT (RESBH) &
CTRERERIIMOEENE 2 BLTCOMBROME IRETT (4 ~45 A) & L7~
B, RERIZSBE Lo M TR 2S AOMEWMB T TO4HBE®E L.
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105 HEBEBIUVKRLE
10.5.1 ~hﬁ@
MHEELD, 2FicowTHBREBFPEEBHEE L.

1052 & E
BT, ®E5 1 (5B A), 8 15 22, 29, 36, 43 BXU 49 B (ERE) IR
EFL, #E 125 H9FFITOREEMEZELR L.
MTit, %5 1 (kS5MBBE) , sBIV 1S BRAZEL, #5155 15 BXToRK
EWMMBLYEB L. T2, RERMNBOMIZ, FiRO0, 7, 4WBXU 21 BiZ, 41
L72MREE o BXU4BIZHEL, FRFREIEREROSLS 208BLIUHF O 25 4
BEToKREMMEZTEL L.

1053 & #45 B
T, %5 1 (kS5EBAE), 8, 15 22, 29, 36, 43 B XU 48 B (BKkEH) 12
HEEZMNEL, WEHAPOLRDVAUEB I TOEBELTROFEH 1 P EEELEL T
%kt%m,&%1#6wEﬁ:ﬁ?%n#&wﬁi*@?ﬁ%ﬁﬁ%ﬁ&bn
METIE, &5 1 (Z5KBA) , 8BIVTISARBAEL, BEELPL5XRDOAERZ T
DEHEZROTY 1 BEEEXER T LIRS 1256 ISHETOREEN
ErEH LA, T4, KERLOMIIZERO0, 7, 14 BX U 21 HIZ, 8 Lo Midm
FOBIVIBREESEZUEL, AEAP»5ROVUEATTOEBEEL RDODFY 1
HEMEZ?ERTA2LLIRNAROPL2HITOREREBHEELEH L.
B, XEPHPOREHYWIIEEEZAE L2 2o 7.

1054 X [
A 4 BROBRANBE LTz RAEARAOHEO T — Vit AN 13 1 THRE S
AHERRAFES . B, BHRPOBTHERLT D> TXERLE L, #OR % Fik
0B & L7,
HEAMBEIIRZERILB T, BBE»PL5RORBYHITCOMOBHK T HERAYH
BeLTEFLHUEAPrEL LA, T4, SAVBEEEMPOREHEALE (4 7212 5
AN oWEY) BRE [ (REEBPR T TMEBYHR BEMEWHR) X 100] %
B L.
FEEREPS, EHCOVWIKEE [ (XEXIHYH. RAEBHYWE) X 100] 28
HL7.
B, Hik2BICHET LM (BPFEF 2303) K2 THE - FEOCHENIATEET
Hollz, THEOLEA»PLERALL. B, XKEHFOH (BHWEFS 1303)
BHREBEBEREOAR [HIREY R 2 ol] OBEEIL>WTERLE, £
iR (HEPBRLIS-HE] KED.
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1055 HASHBEBIOHEROHE
TIREWIIEM 2 BRDIEE 7. DB OFRIIFR 9 ~ 10 BT, ZOREE
WABMPZETLTWE I LR MRLABEABLIVSHZHABLEEAERICOWTIZST
ETITH->T, POBEWHBFT OB E L. Fil 102 BETHBLHE LMK
KowTid, BEEZWHF OB L L. SHEMRL 226020 TEFRPM (HF 0
HOERBE»LEIE O ADERBZWMELBE) , SB[ (ZHRBWH /BRI
Bywik) x 100] , HESR [ (ARHEMB FIRMZ) X 100] , FEX [ (FK
W /EREAS) X 100] , £ [ (BEERK ZEREK) X 100] , H4EFE
[ (BEARKBEEREK x100] 2HE L.
Eik 25 HOFR 9 BRI TIZOBOALNZ VT (BwHES 2006) 1, BEHRDBD
DoLNEZWIE LTHEMA L. BEHWRAWE 4 BICHERES L.
FAERBHE 0o BICHERK (EFR+IFECTR) 288X, BHzHET AL & bit4
HREOFELTAXRS. T/, WEOBIT 4 HICMERENOKRELWNEL, 18
DOMEHERNFHEELER L /2.
HE 4 BWHAERLA* I - F VKRBT THROLELRETLSE, BF - o ARMWEE
w707, WEHHETORTRI 77 VRBEKEEL, BF  #iBoAWRMEBE %
Tofz, T, BERD 4 BAEFE [ (WFT 4 AR/ HEAEK) X 100] 2&
Bl

1056 HWEFEHIRE

10561 EBRBIUBEEE
WBETIEIEWoONE, Ok, HILBITHEHERE, 5%, RBIUERONB LYNE,
Mok, BMEBIUERIELZ0AK, FHoMBBIUTHREZRE L.
TRTOWRMWEFEICOWVWT, A, KE X, WL &L .

OB
RTCHYWRERBZELICHIH L. FE - HBOoORNRNBE LT %, Wk, B,
B, JRE, FEBIUVEZ 10 %PHEFFRIV ) VI, BEBIUHE LK
TT7RMIC I BEE LRk, 10%PHEFEERILV) YBRICER LA, Fo, —B
DEYWTEAFRDLNLBE - Mk LTSk, M, FE, BE, MNg, KBEBk
CHEEY 10%THEHIVY) YHIZEZEL 2.

@B
48 HEHZES LARA, T— 7 VMBTTHROEZRILS S, BE - o RRNE
BExitoltk, MR, B, BEBIURBELAEEINE LBEEE - KEL (48
HEE . (REEE/MBEBMAKE) X 100) *EHLAL. T4, 2ok, B,
RIS, #3, WLRBIU—HOoBYWTELPRDLNLRE - fide LT, B
BILIUOEEZ 10 % PHEHEFRLVT) VRTEELL. 28, BEB X UCHE LA
TT7T VR TIBEZE LR, 10%FHEHIV<) VRICEAZEL L.

- 10 -
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QBRI L M
WE 4B —F VHBTOHROEEL I, 8E MBONENER YT 2%,
WEBIUVABEE NS LAMEELXER LA, 72, EEJEREICNZ25HY
DE, PR, FE, BBIU—HMOoDMTELIEDLNALEE - Ml LTh, B
g, W, BRBIUVEEZ 10 %PHBHEIV) VBRTEELL., I/, HHRE
KEERBLIUBERREE AL

@OBEKRDMDORD b L\
FiR 25 AR, T—FT VBT TRILAEFLSIE:. &E - B ORBRNBEE T -
-, Mk, B, BIE, R, FEBIUVEYL 10 %HHEEHEIV<Y) VI TEZEL
7z,

10562 WEAMMFIRE
TRREENT2HPoMBOVT #hRXE&H ABBETRN (KRBEHET) TF
&kmofn774/@ﬁ%ﬁﬁb,ﬁvb#/u v XA T UEREL. BRIEE
FEry-TERL, REOHEBITREREIIODWIERL L.

QT B
150 mghkg B O 16 (BWEE 1210) , 450 mykg BHEO M 3 60 (BWEF 1304, 1306,
1308) BIXUME 16 (B EF 2303) oMiR, B, BT, R, FE, B, Bisk
UCHEFRIIOWTERBLAZ., MAT, EEREHMEBRE LTRIE (B EF5 1210,
2303) , B (HWES 1210) , ME (BWHFS 1210, 1306, 2303) , K (BWHF
5 1210, 1304, 1306, 1308, 2303) , HME (W FS 1210) , FIE (BWES 2303)
BIXUM (Y ES 1306) oW THEBL L.

QEF IR % L &7
SHHREBS LU 450 mhkg HOZTh PR 2B IR TR, B, BIT, BEBLIURE
BEERICIOWTEKLZ. WE, BBIURTICOVWTIER, HBYWERSOEE N5
N7 D50BLT150mgkgHENOLP (2BXT116) THE-RLAL.
MZT, BEFRELHMAZE L CER (BWFS 1002, 1008) , M (BHWHFH 1005,
1305) BLUEE (BWEH 1310) L2V THERKEL .

@Bk L M
WHHEEBI Y 450mgkgHEOEZ NNBITHIE, §, RIBRBIUIFRIIODWTERL .
ki, BRIVRBECODWTE, BRYWERSOEZEVREDLNLZLY 50 B LU 150
mgkg BOEH (F 126)) KOV THERLA. Mx T, EFHEMMARE L THFE
(B &E= 2004) , Wi (B ER 2301, 2311) , Bl (W FEF 2206) , EE (Y
F 5 2205, 2306) B L UL (TWHFES 2311) IOV THEEL 2.

-11 -
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OFR* RIS %ol
450 mgkg FHEO 14 (BYWHFF 1303) THWKR, B, BI'E, BE, HHE LA BEBL
CRISIIRICDOWTERKL 7-.

106 HEEHIRAT
hE, BE, BAEE, SREHR, WERK, EEREXK, Hit, FHERAY, SIRY
M, BERFE, SHFE, HEFE, %kr’i”‘%"é’ﬁﬁl HERD 4 BATFE, BEEEB &
UHRBEE - KB HNEE) Ko TRSELBHRE Y247 - 7. %7 Bartlett ®
SoMmErERL, ¥ ’g‘ﬁmir/\ti Dumnett % T RIRE "V CxBRHE & KK S5 H
MoOBELLXWRE L. Batlet DFDTHIRE TRELHMOBG AT Steel DMTE % £
L BELERGHERNOAREETRE L. HEE, REXEBIUFZBERIZOVWTII
y THRE e RAVwe. REUERAMEEEBIUCHBEENREORRORBEZRORE
i Fisher D E#EMEFEREL "2 AV TRELL. BEABFEFRLO D bR E %
SRTEEOEBIBZOONLFTREZ—% T1), +1 % [2), +2 % T3] B X U3
% [4] 128D ¥ TT Mann-Whiney @ U BRZE "2 EgL 7. &8, HEHRDIORAE
BT A2HREIZ 1 BHRLYYOFEH L 1 BERE L. FEKREIISBIV 1 %OTHHA
BMETEBL.

‘%r
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11. ABHER

1.1 RRESHH
11.1.1 BT B L — IR (Table 1-1 ~ 1-4, Appendix 1-1 ~ 1-4)
FTTHA, HETIE 150 mgkg BETHRE 38 BRI 14 (B HFSF 1210) , 450 mgkg 3 TH#K
531, 38BXU39RIE 16 (BWEF 1304, 1308 B & U 1306) , M T 450 mg/kg
BEcEik2BI 16 (BWEFF 2303) BHoLNT.
WHWERSBOEL —BRREOEALE LT, WMEISMMED 150 B X U 450 mgke 3
nguwruf RObN:., T4bb, D 150 mgkg B TEHEINTHER, &
55~ e6BicldBuu, &5 1THICRBERANT, REERPOEHLKRSFR 305
WCRERYT B — ﬂrfmﬂt SH ol HED 450 mgkg BETIXRS 1B EEE, &
%Z@M%kmﬁﬁém RoOoh, B 1ATRESER»LEHRALESH® 30 4
Kd%%ttb@@,E%@A#%?tk%Lmﬂ@ﬁ% TORBRERL, &5
HEBEICIRER 90~ 180%"“%t%~;*:bf§ﬂbenfw7" M D 150 mgkg BT
Bk 28I 1HOAICRDOLA, AFEORLABII—BUROEILTH o4, MO 450
mgkg HTRRER, REPES L CERITHICIZERR, SRFEP S B~ B
TTHREONTRBAEHBIIEANCES L, sHBZOWMBFHETCET 180AKEDS
N7z, %8B, MO 450 mghg BTHEINLHEER, SRPVBTRRSEEX>»SRH
LES5#H 60 5T MBL TV 2P PEATRED L. —F, OB TIE,
WTNROEMOIBESEZEIPOEB LRGSR I0DICEIEEXRTL2—BREOEIATH 7.
EHI, BEFISO mgke HFOMB XU 450 mgkg DMHETENREN 1, 3 BXV 34,
AREMFR D 150 mgkg HOMT 1H, BRMEWH, 8lE, EOFNI, AEB X UHKE
BETA 150 mghkg DML X T 450 mgkg HOMTH 161, S0WWH 450 mg/kg B D
MHETE 16, RETEFI150 mgkeFHEDOHEB X U450 mghkg HFOMETENL TR 1,
2 ;Bu}“ 16, BEEA150 mghkgHEOHR X U450 mgkg EOMTEFNREFN 1B I U2
, TEBAGL 2% 450 mg/kg BE DM T 1 H1I12E8 0 & vz,
%0% BAFBERLEZONSIARE LTIRSWYFSEBEOET 1 4, HE
150 mgkg HEOMB X U 450mg/kg BOMBETEFRL FR 1FICED S LIz,

11.12 K E (Figure 1 ~ 2, Table 2-1 ~ 2-2, Appendix 2-1 ~ 2-2)
BT, 450 mghke H THRE SHLURBIRTOJUEEPIHRBEICLEKHFZHICHFE
ZHERMEZRAL, BRSPHPOKRERMBIAB2EMEZRL L.
METIX, 450 mghkg HECTHIR 4B L2 BOFREN BEICLKEFNICEFE LK
fEeRL, TERMEFAOAERMESFTELBMELRL .

11.13 & #f & (Figure 3 ~ 4, Table 3-1 ~ 3-2, Appendix 3-1 ~ 3-2)
HETIX, 450 mghkg HETHRSG 10688, 29256 36 BB LU 4305 48 HDFH 1 H
FEHSSTEEICENERFNCAELZEMEZTRL, &5 1 206 1S HORHKEMNE
bAEELEMEEYRL .
T, 450 megkg HETHKEROK S 1206 SHDOFH 1 HEME 53 BT HE
FHCHAELEELZRL, R 125 1SHORBEMESDFELBMELZRL.

- 13 -
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1114 2 BEE (Table 4-1 ~ 42, Appendix 4-1 ~ 4-2)
T, SIBEBEICH~N450 mghkg HFTHROEZEEF K ZVRAELZENE, BIE®
EEEBIVHNEE, BEOMMEEIAELEMERLA. T/, BETHHS
ME2EBEZEIRDONTVwR2WY, RO EEFREEEZRL L.
T, BB 450 mghkg R THROEZEEIHKETFWICAELEME, BB
MMEEVEELZSEL2RLAL. I, AETKEFN2EFEZRZODOA TV AZW
2, MIROMMEZSGEMEER, ATOEEENFBEMEME R L 2.

11.1.5 #MPr R (Table 5-1 ~ 5-5, Appendix 5-1 ~ 5-2)
FETC L7z 150 mgkg BEO M 1 6] (BhVWFES 1210) , 450 megkg Bk 36 (BHYWES
1304, 1306 3 X UF 1308) B X UMt 14 (ByWFF 2303) Tk, FRELTCBDORBIE
BAS 450 megkg HEOHET 3P, BORMEBMIEREDT 450 mghkg HOMHETHE 16, B
B REALA 450 mgkg OB T 10, BORBAFABIME S 450 mgkg O M T 14,
EDPNEILRA 150 mghkg HEDOEB X U450 mgkg HOMBETE 16, MO ELE
5150 mgkg BEDOMEB L U450 mekg BHOMHE TE 160, RIBOWIEIERH 150 mgke
BOHEB LU 450 mghkgHFEOMBETEFRFN L, 1 BIXU3H, MIMOEMHA 150 B X
U450 mg/kg BOMETH 16, MWIROFREALH 450 mghg BEO M T 25, £ 1O HHE M
NAEWH 150 mgkg HOH T 145, &5 OHIED 150 mgkg B OB X U 450 mg/kg B
OMTE 1B, MIBOEMREA 150 mgke HOMB X U450 mpke HOM TR 1 H, Ho
REILD 450 mgkg OB T 14, O B G D450 mykg HEOM T 1 6], %"%?0)
EAED 150 megkg FHEOMTI1RABLITFED/INEALD 450 mgkg HEOME T 1 BIIZEHE
ni.
BTIX, FETEHW R HBBEE, 50, 150 B X U450 mgkg BED 12, 12, 11 BLX U9
BIZOoWTEHKREITo7:. TOHER, BORMBFREDI 450 mghkgHETOFIZED L I,
BB FEOCAZICRERP M L. 238, 450 mgkg B TR LN
HBBEOIHP 6HTIE, BEMABLOBELIRDLNL. FOltt, OBEI AL
A EHEB L4450 mgkg HETHE 1B, BIBFOBEM AL 450 mghkg BT 16, HED
FEEAL 450 mgke HET1FABIVUBBOBRFEET 2H0CRED L7,
Hexaou Lzl Tid, P, 50, 150 B X 7450 mghkgHED 11, 12, 12 B X U 11 4l
KOWTEIREfTo7. Z0R, BOREBEEED 450 mghg FHET OB, MBROER
2450 mgkg BT 6BICRBOOLN, WTHhO A DX BECLLHEENICAEICE
AEEFBMLUL. %8B, 450 mekg B THOLN-BOEEIZ 965 3 4 THBMEK
LOBEDIROLN. Tz, BOBBWERED 450 mgkg T 348, BIEOIEX
450 megkg HETI1HICED LN, oM, WOBEILITH 450 mgkgHET 25, B
JEOFEIES 150 mgkg T 18, WEOFEHED 150 8 X U 450 mekg HETE 160, §F
WoBEH AP dRBRETIHABLUREORBFETBET 20T D 5.
TR 25 BETIADWRPRDON o7 BHED 16 (BWHEHS 2006) T, TR
ELTFECERBMABLIUNBINRIBEINL. 28, CORHOTENICIET
JRIRA1HIED LRI
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11.1.6 MR (Table 6-1 ~ 6-5, Appendix 6-1 ~ 6-2)
BHFET L7 150 mgkg HOM B & 7450 mghkg BOMHE T, BEHETHRAME, ok,
B, BIZ, #H&, BELE BE, FEBIVBUE ODWIREBHEBERE LT o172,
FORKESR, BEEBIUVANLAELZR B ORMEBERFLEHREDSZENLEFNR 450
mgkg HOHTIH, BEOMRBEBEEBLIUTREMBIE T BRI 450 mgkg HEOMET 1
Bl, BOBRBHBETHEMS X CIZIED 450 mgkg HOHT 14, B OFIEE M A 450
mghkg HOMT 1HIcBooni. T/, BIBEREOMEEEED 150 B & U 450
mgkg HOHTI1BLIUIH, BEREOEREMS 450 mghkg BHOHET 18, B
EMATISO mghkg HEOMB X 450 mgkg HOM TR 16, WIREE O ZEHED 150 mg/kg
OB LT 450 mghkg HOMETE 16, MBROEMAT 450 mghg HEOMHET 26, W
JRO WM A% 450 mg/kg FFEOMET 16, WOEIMA 450 mghkg HOHET 1B L UFEO
HIRWIEP 450 mghg HEOM T 1HICED SNz,
HETIE, IBEBLIVC 450 mghe BOREBIVHE LK, UBRWERS OEEI LR
OB EABTH 2R, BEBIUVEE, 2612, ARFATROLNLEERE
HHEBETIIOVWTHREBHEBERE 21T o7, TDOHRR, 450 mghkg B TE OB B &
B (Photo 1) BLUALLELH oM ERBFLEME (Photo 3) HLp (94) ,
BlIEREDOWMEMEA (Photo 5) F7HIKRDLN, WTFLOFTRESBEHICIERT
RETEMICEBIREENEMLZ., HFI2450 mpkg B TOB OB BREOEES T
TiZ, BE 16, "SE20BIUSE A THBBEILREEOTAFEEZ N
Lz, I/, RIBRREDZREMIGEEE, 50, 150 B L0450 mgkg HETENF e,
6, 2BIT1H6l, BRDWALEFESZHOMAEXL LEFMIBEIL & D5 450 mekg BT
16, MOBHNAEIMAIBBEB LIV 450 mghke BTEZ 1HABIUBEROER
A BBET2HMICERD S N7,
BASHRLUZMTIE, YEHEBIU 450 mgks BONE, HRYWEZRSORENED
NEBEMBTHLIMKR, BBIURIE, s612, ARFETREDO LI -EEHREY
M2 T 2PV THBHBERELZIT o7z, FORKE, 450 mgke B TE ORI B IRE
WoPl, AL ELZH LN BERFLEMAN 0B I UREREOHE 478
MIZEBDHON, WIFNOFTA I BEICHERTHESTEMICEZTICRAEEN DL .
BERAE, 450 mekg B TOBOMBRBEOBRES I TR, PEFE 4B IUBE 5
THBEBILLARBEOHRAYEZIZEN L. T2, BOMWBEHE T/RBMELI 45
mgkg T 26, BOMBRHETHRIED 450 megkg BT 146, BRBOE B AL
450 mekg FET 18, MREEOEHIHBH, 50BL V450 mgkeHETEFNRLFN 2, 1
BLXUT6H, MORBIMAELMABIURHBEEKMIBERED 450 mgkg HTH 1
Bl, ~2 077 - VEEBEE oL HTBMOBFTMNEERESHRBET 16, WEOPR
BERPGBET2HICRD S L.
Hie 25 BEIMBOM (BRDSBOBD L N2 oM BIWES 2006) Tk, FEW
DWTHBZMRELTo7. TORE, FERNERCBHNHBEMIERD &R,
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112 AR5 B

1121 XKEB XU (Table 7, Appendix 7-1 ~ 7-2)
REBIUZHEE, TXTOBETEMABRL LA, &8, 450 mgkg B THIR 2 BITHE
CL7228Y (HYWHES 2303) BXBEOEEICED 2P o .
HEBHEE R, FHUERABCERZIZ oMok, BREUHAWEZRTHYHF
XHEERE, 150 B X 7450 mgkg BET 260, 50 mgke T 1HZBO 5 25, EZEHEY
FHRFIHEBERIFEDON o7,

1122 B X UMFE (Table 8, Appendix 8, 10)
SHMREBCRERIBEIN 2P0, EHOERME, B4HAY, SREK, HERHY
BIUHELERKZIZASAZMELTRL, WESE, FRXE, BAF, HHBLIVLER
APEGRIBBEIRO O 072,

1123 FHEROERE, KEB L UEIKRH A (Table 9 ~ 11-2, Appendix 9, 11-1 ~ 11-2)
FERONFEHRAETIX, 450 mgkg HTHNE (FEREOFHHALREKED 60 % L
T) 1O LNIOATH o /.

WEOBIV4HDOEETIE, MBELICHEHMERRDO o7,
WEHBFORCROHIRTIE, WIRBEHZR IS EHEOH 1 #13B L U 450 mgke £
OMIFIICRO LN DHTH o7z (Table, Appendix IZIER L TWiwv) |

WE 4 BOHRTIX, MREBBRIVEOFBE, 50, 450 mgke BB I UMD 50
mgkg BTENENS, 3, 2 BIXP 1 AR, ZoM, ETIEFHOABH
B, Beams, BMELroEE, ERILBIUSEEE, TROBTZILAR, BEUE
BEEBIVRBOFEBLAPERTHRENICED SN, 72, 150 megkg BOF—E
DHMHETEEONBEVEIBICED LI,

- 16 -



Exp. No. 4212

12. ZEBIUVER

12.1

#AEy (FO) CRIZTRE
WBMERSICIIEEBLEZLNDZILTD, 150 mykg H OB L U 450 mygkg 3 0O
TR N, T2, RCHWEED—HREOE(LL L THRIE, &%, RE
%, BEREHBIVESBDFRDOON, WRWERSOEEI REDLODN., 8%, &
ERGEBLIUVESWPICOVWTE, WETI2HELERDLIVIIHABFTRRBEZ N
TWiWwas, 150 mgkg BOHORTHNICEHKFR TREORBBEENEYWEFE S,
7=, 450 mg/kg OO EMBHHA CHABERETBELS WLz R TTREXLED
MHBALED, TRETNEERLZPOBEINTE), HRYWERS X 2P RER
ANDOMHBESWTTEOFREV LN, EHEBIIOWTIE, HBROBERILHEIED
MIERRICXZ2DIDLEHERENL. COHEILLEORBILERIZ, BTHYOBEIKRTEA
CEOLLNRTBY, HRYEBRSCERT2PRHBEREL (BFF) LHELALMSL
POREEEDDIL, BORPRICILIZ2ER0BH®RLBEVLOT, LRICLBEE L
bt EAONA., RERBERRY, CTHBIUCHRRBEMIrOBBRYWEOHEILH
ELTHBT A LHW LA, 2B, 150mghkg HOMTROONZHREZ 1HTHY,
L2V FIE 2 AOBRSERICOA—BHIZERLTWE I L 5B R L HH
L, ZBRYWERSOEELRIZE2 o7z, T/, BB TE, WE, EIE, %E0
Hh, TEBIUTRBETECOWTIE, ELEETCTHWICHEINTWEEIRTH S
Ehn, EHREOBMCERLAZEEEZON, HRYWERSICIZ2EE L ITH
BrLldhoi.

RE T, 450 mgkg HOMBE CHRSHBUBEMEEZRL, HBRYEKRE LI 24KE
BEmmslxZobhs., £/, BHETD, 450 mgkg HOM TR S B %, MT
BSWEoOBI L ICEMEERL, BBEDERSOEEIHED LN,

— R, REBIUBHEEOE?S, HERWEOERBICIEIMEEZ DD, MITH
RECHCEEIBRELTWR LEZ LRI,

MEFNKRETE, £ABBRICH L TERDERSICER T2 226N 2% T
HDoNphoi. BB, 450 mgkg HOETEOOLN-HEOEMNEEOSMEIT, &
EE, AMBIVHERBFATERIRD A2V 26, RAEBICERL -8
HIBF L7z, 450 mghkeg MOMMICROON-HEDRE, ALt H-o-RBRELRE
WA, BMETHRORELFORITRIE, HRYEFBVHBEEOUREET LI D
L, MBHE~NOEENHHERCIZBEEEZ T CRBEEfREEZLNR, £ T
bREOMBASHCERDOONZHATIE, IBEOBRBICIZRERCIHEILF THX
LAKR, BEABEOBEEFE LD 0 LBEbN7z, 450 mekg oM 1 6 ()
WHES 2311) KBRESIN-BEABRMOMBAE R, FTEORERHTIREEZEZ DS
N, ¥BYWERSCIA2ZTRN2RBEHE N, F2, BBEOMBETHIFEEE N
B, MEBEEEVFEMEERL, TNOOEBRMICWILT L LEZLNL2BHBAR &
LT, WIgIc oW TR EDOEMATICMIT, BIBIZ DWW TIZEE OIS A 25
RO LND, KBRYWERSOEEERIILIIEETHIL»IEHEMET L P o7z,
2L, MRS A VERREIBCHROEDLONBWICEEBL TBICIIRENTED S
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NerILds, BOBBIGER L-AKABMICLAEILELELZ SR,

BErozeds, RABREGTIEBITZ 13 —RVEy I A5 7 I voHHWICH
T A E L, H T 50 mgkg/day, M TIid 150 mg/kg/day & HI I & 7z,

EE R AN

THHRAY, BEREEBERE, XER, RBF, HRIM, TRBEEKR, ERER,
MR, MEARK, M, WE 4 HAERY, HEFE, FRE, HERBIUER
4 BEFRILMBRYEKRSOZBIZEDOO N o, FTERBONKRE TIE 450
mgkg HTENRFERBOLNLZY, 1 HOBORETHY, 72, M IWE 0B
JU 4 HOFHRBLEBEFBOONZ VI LN b, BHRYERSOEETIE L2
BENLZENATHLEEZLN. LTRBIUVHET 4 BOHKTIX, HRYER
Bl stEZONZREFRIBE S Z D o2,

DEDZ DS, 13 RO EUIRAIY U TIVOATEESL FRIEARBIZNT 2%

EB &
B3 L BT 450 mgkg/day K5I L o THRED 6T, EEEEIL 450 mgkg/day & H W
A his,

- 18 -
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Table 1-1 Clinical ohservations in male rats Exp. No. 4212 (115-130)

Days of experiment

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

(mg/kg)

p—
]
~

number per group 0

(3]

o
— b et d
—_——

—
(51
(=]
OO0 OO00O0 O0O0A OO0 COOO OO0OO0O OOOT DNIN= NN
——

OO0 OO0O00 OO0 OO0 COOO OO0OO0D OO0OOOC WNINN NMNNN
— et et

OOO0 OO0 OO0 O0O0D OO0 OO0 OO0 —NNN NN
— et s

OOO0 OO0 OO0 OO0O00 OO0 OOO0O0 COOO —NNMN NN
— NI

normal 0

O—=0O0 O—O0 O—-O0 O000 O—O0O0 O—00 N—OO OoOWwNN
—_——
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O=O0 O—00 O—0O0 —OoO00 O—00 O—00 W—OO OuUIN-—

At eh kA b
OO0 OO0 OO0 —O00 OO QOO0 OOOOC OQUINRK WM

wn
(=]
——
OO0 OO0 O—00 OO0O0O0D O0O00 O—O00 —O0O0O0O OONN PNMNN

dead 0

wasting

a) b)

piloerection

toss of hair 0

dirty hair 0

paltior 0

subnormal temperature

450

a; No. of animals with clinical sign in group
b) Total no. of animals with clinical sign in group



20-1

Table 1-1 -continued Clinical observations in male rats Exp. No. 4212 (115-130)

Days of experiment

Signs Dose level Total
(mg/kg) -7 814  15-21  22-28 29-35 36-42 43-49 ( 1-49)
discharge of eye 0 1 0 0 0 0 0 0 ]
50 0 0 0 0 0 0 0 0
150 0 0 0 0 0 0 0 0
450 0 0 0 0 0 0 0 0
ptosis of eyelid ’ 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0
150 0 0 0 0 0 1 0 1
450 0 0 0 0 1 0 0 1
nasal discharge 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0
150 0 0 0 0 0 0 0 0
450 0 0 0 0 1 0 0 1
salivation 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0
150 0 0 0 0 1 2 6 6
450 6 9 n n 1 10 9 12
abdominal distention 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0
150 0 0 0 0 0 1 0 1
450 0 0 0 0 0 0 0 0
nasal noise 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0
150 0 0 0 0 1 0 0 1
450 0 0 1 2 2 2 1 3
irregular respiration 0 0 0 0 0 0 0 0 0
50 0 0 0 0 0 0 0 0
150 0 0 0 0 1 1 0 1
450 0 0 0 0 0 0 0 0




Table 1-2 Glinical observations in female rats Exp. No. 4212 (115-130)
(Before and during mating period)

Days of experiment
Signs Dose ,level Total
(mg/kg) 1-7 8-14 15-20 ( 1-20

)

number per group 0

normal

o,
w
o
et et e ead et b

NOOO OO0 OO0 O000 OO0O0O I NN
— b ot e e

—O00 OO0 =000 =000 =000 WNMNN NN
—— et b otk ek

NOOO UIOO0OQ —OOO —OOC —OOCO UINNN NN
—— -t

NOOO VOO0 —O00O —O00C —OO00O NN

wasting 0

piloerection

loss of hair 0

salivation

nasal noise 0

a; No. of animals with clinical sign in group
b) Total no. of animals with clinical sign in group
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observations in female rats

(Gestation period)

Clinical

Table 1-3

11 12

10

Days of gestation

(mg/ ll(?;ye'

Dose

Signs
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Glinical qbservations in female rats
(Gestation period)

Table 1-3 -continued

k! 12

10

Days of gestation

Dose level
(mg/kg)

Signs
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observations in female rats

(Gestation period)

Clinical

Table 1-3 -continued

Days of gestation
15 16 17 18 19 20 21 22 23 24 25

14

Dgse level
(mg/kg)
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Clinical observations in female rats
(Gestation period)

Table 1-3 -continued
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Table 1-3 -continued

Clinical observations in female rats
(Gestation period)

Exp. No. 4212 (115-130)

Signs

Dose level

(

Total

0- 25)

number per group

normal

dead

wasting

piloerection

loss of hair

dirty hair

pallor

subnormal temperature

(mg/kg)

b b

OO NOOO =000 —=—OO0 —QOQO0 ~OQ0O0 —O0O00 —wONN
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Table 1-3 -continued Clinical observations in female rats Exp. No. 4212 (115-130)
(Gestation periad

Signs Dose level Total
(mg/kg) ( 0- 25)

ptosis of eyelid 0

nasal discharge 0

salivation 0

abdominal distention 0

prone position 0

nasal noise 0

L
(%))
[ow)
WOOO —O00 =000 O—OO —O0O00 MNOOO
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Table 1-4

Glinical gbservations in female rats

Lactation period)

Exp. No. 4212 (115-130)

Signs

Dose level
(mg/kg)

Days of lactation

o

1

2

3

4

Total
{ o-

4)

number per group

normal

loss of hair

nasal noise

salivation

— et ok s

—_——

OO0 —O0O00 ——O0O0O O—N— —PMNN—

PRGN o Yoo B 1o To] S T

— O N =t

QOO0 —OO0COo

— et ke
POy —

—

QOO —OO0O ——O0O WO—ho—

—O00 —~0O000 ——O00 W—N— —NN—

— b o b b

OO0 =000 ——=—00 W=N— =—NMN—

— et b

—_——OO 00— NI—

—O00 —=O0Q
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Table 2-1 Body weight change of male rats Exp. No. 4212 (115-130)

Unit : g

(e}
(8,
(=3
-—
w
o

Dose level (mg/kg) 450

p—
Ny
N
—_
N
-—
N

No. of animals

Mean £ S.D. ( N) Mean X S.D. (N) Mean £ S.D. ( N) Mean * S.D. ( N)
Days of experiment 1 380 £ 12 (12) 30 £ 11 (12) 379 £ 13 (12) 330 £ 12 (12)
8 406 £ 15 (12) 404 £ 16 (12) 04 = 19 (12) 367 £ 21%%(12)
15 428 £ 17 (12) 425 £ 19 (12) 427 £ 25 (12) 389 +  24%x(12)
22 442 % 19 (12) 439 £ 21 (12) 440 = 27 (12) 397 £ 23%¢(12)
29 462 £ 22 (12) 460 £ 22 (12) 455 £ 42 (12) 412 £ 29%%(12)
36 478 = 23 (12) 480 £ 26 (12) 465 + 69 (12) 419 £ 26%x(11)
43 495 £ 27 (12) 49% £ 27 (12) 495 £ 41 (1) 429 = 19%+( 9)
49 509 £ 31 (12) 510 £ 28 (12) 510 + 45 (11) 440 = 19%%( 9)
Gain 1-49 129 2 26 (12) 131 £ 23 (12) 129 + 36 (11) 62 £ 20%+( 9)
Significant difference from control group; 1 p =005 *: p = 0.01
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Table 2-2 Body weight change of female rats Exp. No. 4212 (115-130)

Unit : g
Dose level (mg/kg) 0 50 150 450
Before mating period
No. of animais 12 12 12 12
Mean = S.D. ( N) Mean * S.D. (N) Mean + S.D. ( N) Mean x S.D. ( N)
Days of before mating 1 232 + 9 (12) 232 9 (12) 232 + 9 (12) 232 9 (12)
8 237 £ 11 (12) 241 £ 10 (12) 238 £ 11 (12) 231 + 16 (12)
15 248 £ 14 (12) 252 = 13 (12) 248 = 13 (12) 242 = 16 (12)
Gain 1-15 16+ 10 (12) 20 10 (12) 16+ 8 (12) 10 15 (12)
Gestation period T
No. of dams 12 12 12 N
Mean £ S.D. (N) Mean = S.D. (N) Mean *+ S.D. ( N) Mean £ S.D. (N)
Days of gestation 0 2% + 11 (12) 255 + 16 (12) 255 + 13 (12) 252 15 (11)
7 289 £ 14 (12) 288 £ 15 (12) 279 £ 16 (12) 274 £ 16 (11)
14 326 £ 18 (12) 323 17 (12) 318 £ 19 (12) 306 £ 23* (11)
21 426 % 35 (12 418 22 (120 410+ 23 (12) 392 & 25+¢¢(11)
Gain 0-21 170 £ 31 (12) 164 = 20 (12) 155 £ 16 (12) 140 &£ 19%%(11)
Lactation period .
No. of dams 11 12 12 "
Mean £ S.D. (N) Mean X S.D. { N) Mean *+ S.D. ( N) Mean * S.D. (N)
Days of lactation 0 292 34 (1) 296 + 23 (12) 291 £ 19 (12) 278 £ 14 (11)
4 316 = 28 (11) 313+ 18 (12) 306 £ 25 (12) 2906 = 17 (11)
Gain 0- 4 24 £ 19 (11) 17 £ 15 (12) 15+ 20 (12) 17 £ 15 (11)

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. 4212 (115-130)

Unit : g/day
Dose level (mg/kg) 0 50 150 450
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 experiment 1-8 30 + 3 (12) 23 + 1 (12) 29 + 2 (12) 22 + 3*x(12)
8-15 29+ 2 (12) 29+ 2 (12) 29+ 3 (12) 27+ 3 (12)
22-29 29 = 2 (12) 30 2 (12) 29 £ 4 (12) 29 % 2 (12)
29-36 31 % 3 (12) 3N * 2 (12) 30 = 8 (12) 27 3* (11)
36-43 32+ 3 (12 3 E 2 (12) 2+ 3 () 29+ 3 (9
43-48 33 &+ 4 (12) 32 & 3 (12) 32 £ 4 (11) 29 * 3% (9)
Cunulative consumption]S?)s 415 £ 30 (12) 407 £ 18 (12) 409 £ 34 (12) 340 = 42%x(12)
22-48 8o £ 72 (12) 806 £ 59 (12) 823 75 (1) 741 £ 43 (9)
Significant difference from control group; ¥ p = 0.05 ¥; p = 0.01
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Table 3-2 Food consumption of female rats Exp. No. 4212 (115-130)

Unit : g/day
Dose level {mg/kg) 0 50 150 450
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- 8 20 + 1 (12) 20 + 1 (12) 19 * 2 (12) 17 * 3%%(12)
8-15 21 = 2 (12) 21 1 (12) 21 2 (12) 20 % 2 (12)
Cumulative consuaption (?215 285 = 22 (12) 288 = 18 (12) 284 =+ 25 (12) 255 & 30*x(12)
Gestation period T
No. of dams 12 12 12 11
Mean * S.p. ( N) Mean * S.D. (N) Mean = S.D. ( N) Mean £ S.D. ( N)
Days of gestation 0-7 25+ 2 (12) 25 + To(12) 24 3 (12) 25 + 2 (1)
7-14 27 * 3 (12) 28 *+ 2 (12) 27 *+ 3 (12) 26 5 (11)
14-21 29 X 4 (12) 28 * 2 (12) 28 % 3 (12) 26 + 3 (1)
Gunslative consusption (8)—21 571 £ 61 (12) 568 + 33 (12) 555 + 56 (12) 541 £ 60 (i1)
Lactation period ) T
No. of dams 10 12 12 H
Mean % S.D. (N)  Mean £ S.D. (N)  Mean % S.D. (N)  Mean £ $.D. (N)
Days of lactation 0- 4 33+ 10 (10) 32 = 8 (12) 4 £ 10 (12) 34 + 5 (1)
Significant difference from control group; ¥: p = 0.05 *¥: p = 0.01
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Table 4-1 Absolute and relative organ weight of male rats Exp. No. 4212 (115-130)

Dose level (mg/kg) 0 50 150 450
No. of animal examined 12 12 1 9
Mean X S.D Mean * S.D Mean X S.D. Mean X S.D.
Body weight (g) 509 * 31 510 % 28 510 = 45 440 + 19%%
Thymus Emg) 277 * 73 325 + 71 300 + 72 199 + 60%
mg%) 54.228 = 13.221 63.880 + 14.151 58.738 + 12.928 45.090 + 13.432
Adrenals gmg) 63 + 9 64 9 63 *+ 11 90 + 145+
mgh) 12.382 = 1.925 12.441 + 1.638 12.315 = 1.738 20.526 =  3.256%+#
Testes 29) 3.39 + 0.22 3,53 + 0.38 3.48 + 0.20 3.26 *+ 0.14
a%) 0.667 = 0.047 0.693 + 0.086 0.687 = 0.079 0.741 &=  0.029%+
Epididymides gmg) 1262 + 84 1350 =+ 104 1245 £ 110 1197 + 112
moh) 248.400 = 20.659 265.017 £ 22.615 245.942 * 30.642 271.652 = 22.200

(%) (Organ wei%ht / body weight) x 100
Significant difference from control group; ¥: p X 0.05 **: p =< 0.01
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Table 4-2 Absolute and relative organ weight of female rats Exp. No. 4212 (115-130)

Dose level (mg/kg) 0 50 150 450
No. of dams examined 1 12 12 N
Mean =+ S.D. Mean * S.D. Mean % S.D. Mean * S.D.
Body weight (g) 316 X 28 33 % 18 306 X 25 296 * 17
Thymus gmg) 130 £ 56 144 + 55 116 + 44 81 =+ 23%
mg%) 40.246 £ 14.427 45.523 + 16.258 37.516 £ 13.506 27.557 £ 8.156
Adrenals Emg) 83 + 8 80 + 12 79 + 10 93 + 10
mgh) 26.367 + 3.618 25,701 £ 3.847 25.988 +  3.873 31.452 £ 3.516%%
(%) {0Organ wei?ht / body weight) x 100
Significant difference from control group; ¥1p = 0.05 ¥*:p = 0.01



Table 5-1 Summary of gross findings ( dead ) Exp. No. 4212 (115-130)
Sex: Male
Dose level ( mg/kg ) 0 50 150 450
No. of animals necropsied 0 0 i 3
Organ__ Findings
HEMATOPOIETIC SYSTEM
sgleen atrophic 1 0
thymus atrophic - - 1 1
reddish 0 2
RESPIRATORY SYSTEM
fung reddish - - 0 1
nasal cavity mucinous contents - 1 0
DIGESTIVE SYSTEM
stomach dilated Jumen - - 1 i
reddish - - 0 1
thick - - 0 i
ulcer - - 0 3
small intestine
dilated lumen - - i 1
large intestine
dilated lumen - - 1 3
REPRODUCTIVE SYSTEM
seminal vesicle
atrophic - - 1 0
OTHERS
whole body wasting - - 1 0




gl-1

Table 5-2 Summary of gross findings ( dead ) Exp. No. 4212 (115-130)

Sex: Female

Dose level ( mg/kg ) 0 50 150 450

No. of animals necropsied 0 0 0 i

Organ____ Findings

HEMATOPOIETIC SYSTEM

spleen atrophic - - - i

DIGESTIVE SYSTEM

stomach dilated lumen - - - 1
red ﬁatch/zone - - - 1
thic - - i

small intestine

dilated lumen
large intestine
dilated lumen

Iiver white patch/zone
REPRODUCTIVE SYSTEM

uterus smal |
OTHERS

whole body wasting
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Table 5-3

Summary of gross findings { sacrificed )

Exp. No. 4212 (115-130)

Sex: Male
‘Dose level ( mg/kg ) 0 50 150 450
No. of animals necropsied 12 12 11 9

Organ_______ Findings
RESPIRATORY SYSTEM

fung brown patch/zone ] 0 0 1
DIGESTIVE SYSTEM

stomach ulcer 0 0 0 CLE
URINARY SYSTEM

kidney cyst 2 0 0 0
ENDOCRINE SYSTEM

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

hair thin 0 0 0 1

Significant difference from control group; * : P X 0.05 % . P =< 0.01
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Table 5-4 Summary of gross findings ( sacrificed )

Sex: Female

Exp. No. 4212 (115-130)

Dose level ( mg/kg ) 0 50 150 450
No. of animals necropsied 1 12 12 1
Organ_______ Findings
HEMATOPOIETIC SYSTEM

sgleen enlarged 0 0 0 1
thymus atrophic 0 0 0 6+
RESPIRATORY SYSTEM

lung brown patch/zone 0 0 0 2
DIGESTIVE SYSTEM

stomach thick 0 0 0

ulcer 0 0 0 g**

liver white patch/zone 0 0 0
URINARY SYSTEM

kidney scarred 0 0 i 0
REPRODUGTIVE SYSTEM

ovary cyst 2 0 0 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 5-5

Summary of gross findings ( not delivery ) Exp. No. 4212 (115-130)
Sex: Female
Dose level ( mg/kg ) 0 50 150 450
No. of animals necropsied 1 0 0 0
Organ_______ Findings

REPRODUCTIVE SYSTEM
uterus black patch/zone
dilated lumen
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Table 6-1 Summary of histological findings ( dead ) Exp. No. 4212 (115-130)
Sex: Male
Dose level (.mg/kg ) 0 50 150 450
No. of animals initially in study 0 0 1 3
No. of animals necropsied 0 0 1 3
No. of animals examined histologically 0 0 1 3
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (1 (0
atrophy - - - - - - - - - 100 - - - -
thymus (1) (3
congestion - - - - - - - - - 000 -2 00
hemorrhage - - - - - - - - - 000 -1 00
atrophy - - - - - - - - - 100 - 1.0 0
RESPIRATORY SYSTEM
Tung (0) (1
congestion - - - - - - - - - - - - -1 00
DIGESTIVE SYSTEM
stomach (1 (3)
edema - - - - - - - - - 000 -1 00
hemorrhage - - - - - - - - - 000 -1 00
ulcer, forestomach - - - - - - - - - 0 0 0 -0 1 2
squamous hyperplasia - - - - - - - - - 000 - 3 00
ENDOCRINE SYSTEM
adrenal gland ) (n (3
degeneration, vacuolar - - - - - - 000 - 100
hyperplasia, cortex - - - 100 - 300

T: tumor 1: slight 2: moderate

. benign #: malignant

3: marked

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

: Not applicable.
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Table 6-2 Summary of histological findings ( dead ) Exp. No. 4212 (115-130)

Sex: Female
Dose level  ( mg/kg ) 0 50 150 450
No. of animals initially in study 0 0 0 1
No. of animals necropsied . Q 0 0 1
No. of animals examined histologically 0 0 0 1
Organ______ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen (1
atrophy - - - - - - - - - - - - - 1
thymus (1
atrophy - - - - - - - - - - - - -1 00
DIGESTIVE SYSTEM
stomach (1)
congestion - - - - - - - - - - - - -1 0 0
ulcer, glandular stomach - - - - . - - - - - - - - -1 00
fibrosis - - - - - - - - - - - - -1 00
liver (N
necrosis, focal - - - - - - - - - - -~ - -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 6-3-1 Summary of histological findings ( sacrificed ) Exp. No. 4212 (115-130)

Sex: Male

Dose level ( .mg/kg ) 0 50 150 450
No. of animals initialy in study 12 12 1 9
No. of animals necropsied 12 12 11 9
No. of animals examined histologically 12 12 N g

Organ ___  Findings

RESPIRATORY SYSTEM
lung
bronchopneumonia
goblet cell metaplasia

DIGESTIVE SYSTEM
stomach

O —
t
]
pa—y

ulcer, forestomach 0 0 0 g%+
squamous hyperplasia 0 0 0 k¥
URINARY SYSTEM
kidney
cyst 2 - - -

ENDOCRINE SYSTEM
adrenal gland

degeneration, vacuolar 6 6 2 1
hyperplasia, cortex 0 0 0 7%%
=: benign k. malignant

: Not applicable
Significant difference from control group; * : P = 0.05 # P = 0.00



Table 6-3-2 Summary of histological findings ( sacrificed ) Exp. No. 4212 (115-130)

Sex: Male
Dose level ( mg/kg ) 0 50 150 450
No. of animals ln;tlally in study 12 12 IR 9
No. of animals necropsied 12 12 1 9
No. of animals examined histologically 12 12 1 9
Organ Findings T 1 2 3 T 1 2 3 T 1 2 3 T 1 2 3
RESPIRATORY SYSTEM
Jung (1 { 0) (0 (1
bronchopneumonia -1 00 - - - - - - - - - 0
goblet cell metaplasia - 000 - - - - - - - - - 1.0 0
DIGESTIVE SYSTEM
stomach (12) (12) (11) (9)
ulcer, forestomach - 000 - 000 - 0 00 - 2 6%%
squamous hyperplasia - 000 - 000 - 000 - 900
URINARY SYSTEM
kidney (2) (0) (0) (0
cyst -2 00 - - - - - - - = - - - -
ENDOCRINE SYSTEM
adrenal gland {(12) (12) {11) (9
degeneration, vacuolar -6 00 -6 00 -2 00 - 100
hyperplasia, cortex - 000 - 000 - 0 00 -7 00
T: tumor 1: slight 2: moderate 3: marked
=: benign #: malignant
(): No. of animals examined microscopically at thls site. -: Not agp!icable.
Significant difference from control group; ¥ : P £ 0.05 ¥ P < 0.01
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Table 6-4-1 Summary of histological findings ( sacrificed )

Exp. No. 4212 (115-130)

Sex: Female
Dose level ( mg/kg ) 0 50 50 450
No. of.animals initialy in study 12 12 12 H
No. of animals necropsied 12 12 12 1
No. of animals examined histlogically 12 12 12 N
Organ Findings
HEMATOPOIETIC SYSTEM
spleen
hyperplasia - - - 1
thymus
atrophy 2 1 0 6
RESPIRATORY SYSTEM
lung
accumulation of foamy cells - - - 1
bronchopneumonia - - - 1
DIGESTIVE SYSTEM
stomach
edema 0 0 0 1
ulcer, forestomach 0 0 0 9*%
fibrosis 0 0 0 2
squamous hyperplasia 0 0 0 10%*
liver
capsular thickening 1 - - -
REPRODUGTIVE SYSTEM
ovary
cyst, brusa 2 - - 0
ENDOGRINE SYSTEM
adrenal gland
hyperplasia, cortex 0 0 0 8*¥
=: benign #: malignant
-: Not applicable
Significant difference from control group; 1P =X 0.05 ¥ 1 P = 0.01
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Table 6-4-2

Sex: Female

Summary of histological findings ( sacrificed )

Exp. No. 4212 {115-130)

( mg/kg

Dose level ) 0 50 50 50
No. of animals |n1t:ally in study 13 12 12 11
No. of animals necropsied 13 12 12 11
No. of animals examined histologically 1" 12 12 11
Organ____ __ Findings T 1 2 3 T 1 2 3 T1 2 3 T 1 2 3
HEMATOPOIETIC SYSTEM
spleen . (0) (0) (0 (1)
hyperplasia = - - - - - - - - - - - -
thymus (11) (12) (12) (1)
atrophy - 200 - 100 - 000 -
RESPIRATORY SYSTEM
lung (0 (0 (0 (2)
accumulation of foamy cells - - - - - - - - - - 0 0
bronchopneumonia - - - - - - - - - - - - 0 0O
DIGESTIVE SYSTEM
stomach (amn (12) (12) (11)
edema -~ 00 0 0 00 - 000 - 100
ulcer, forestomach - 0 0 0 - 000 - 000 - 0 4 5%+
it y— 1L L A IS AR A
squamous erplasia - -
liver 9 ypere (1) ( 0) ( 0) (o)
capsular thickening -1 00 - - - - - - - - - -
REPRGDUGTIVE SYSTEM
ovary (11) (0 (0 (1)
cyst, brusa - 200 - - - = - - - - - 0 0
ENDOCRINE SYSTEM
- adrenal gland (1) (12) (12) (1)
hyperplasia, cortex - 000 - 000 - 000 - 8 0
T: tumor 1: slight 2: moderate  3: marked
= benlgn #: malignant
(): of animals examined microscopically at this site. -: Not aBplicable.
Sngnsflcant difference from control group; P =0.0 P = 0.01
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Table 6-5 Summary of histological findings ( not delivery ) Exp. No. 4212 (115-130)
Sex: Female

Dose level ( mg/kg ) 0 50 150 450
No. of animals initially in study 1 0 0 0
No. of animals necropsied . ] 0 0 0
No. of animals examined histologically 1 0 0 0
Organ_____ _ Findings T 1 2 3 T 1 2 3 2 T 1 2 3
REPRODUGTIVE SYSTEM

uterus (n

hemorrhage - 100 - - - - - - - - -

T: tumor 1: slight 2: moderate 3: marked

=: benign  H#: malignant

{): No. of animals examined microscopically at this site. -: Not applicable.
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Table 7 Copulation and fertility results in rats Exp. No. 4212 (115-130)

Dose level (mg/kg) 0 50 150 450
No. of pairs mated 12 12 12 12
No. of pairs copulated 12 . 12 12 12
No. of pregnant females 12 12 12 11 b)
Copulation index (%) 1) 100.0 100.0 100.0 100.0
Fertility index (%) 2) 100.0 100.0 100.0 100.0 (11/11) b)

Estrus cycle

No. of animals examined 12 12 12 12
Mean estrus cycle

{days, Mean=S.D.) 4.5% 0.5 4.4% 0.4 4.4+ 0.6 (1) 4.2+ 0.3 (11)
Irregular cycle a) (%) 3) 2 (16.7) 1 ( 8.3 2 (16.7) 2 (16.7)

No. of animals with successful copulation / no. of animals mated) x 100

No. of pregnant animals / no. of animals with successful copulation) x 100

No. of animals having irreguiar estrus cycles / no. of animals examined) x 100

No. of animals having irregular estrus cycles

Excludes the dead female from the calculation , because the pregnancy or non-pregnancy status could not be determined at Day 2 of gestation
Values in parentheses are expressed no. of animals observed

Significant difference from control group; *: P = 0.05 *#: P = 0.01

T N~



Table 8

Findings of delivery in dams (FO)

Exp. No. 4212 (115-130)

0¢g-1

Dose level (mg/kg) 0 50 150 450
No. of dams observed 12 12 12 n
No. of dams delivered live pups
11 12 12 N
Duration of gestatlon 22.6 * 0.5 22.7 £ 0.7 22.6 x 0.5 22,5 £ 0.5
No. of tot?&zggrggzézfytea 225(18.8% 1.9) 236(19.7% 2.9) 237(19.8% 4.1) 199(18.1% 4.4)
No. of tot?&eéﬂplagtg ) 192(16.0% 5.2) 190(15.8% 2.5) 199(16.6+ 1.4) 175(15.9+ 1.8)
No. of tot?’aeggpsits)?[r)r?) 176(16.0% 2.1) 170(14.2% 3.0) 179(14.9%+ 2.1) 163(14.8% 2.1)
No. of tot?leééve gugs born 173(15.7% 2.3) 170(14.2% 3.0) 179(14.9%+ 2.1) 161(14.6+ 1.9)
Male 89( 8.1 2.3) 97( 8.1% 2.9) 89( 7.4% 2.2) 80( 7.3% 1.6) a)
Female 84( 7.6% 2.5) a) 73( 6.1% 1.6) 90( 7.5+ 1.7) 81( 7.3% 2.1) a)
Sex ratio (Mean *8.D.) 1.29% 0.97 1.45% 0.73 1.06% 0.46 1.08% 0.45
No. of totaleééve guBs on day 4
Male 86( 7.8+ 2.6) 92( 7.7+ 2.5) 83( 6.9% 2.4) 78( 7.1+ 1.4)
Female 83( 7.5+ 2.6) 69( 5.8+ 1.7) 84( 7.0+ 2.0) 72( 6.5+ 1.4)
No. of total gggd_‘gups 3( 0.3%0.5) 0( 0.0+0.0) 0( 0.0+0.0) 2( 0.2%0.6)-
No. of total canmbalvsm 0( 0.0%0.0) 0( 0.0%+0.0) 0( 0.0+0.0) 0( 0.0+0.0)
{Mean *S5.D.)
Gestation index (%) 1) 91.7 100.0 100.0 100.0
0ol ivary. ingex. ?s"ué’én“-‘«ug"ﬁ % 2 iR IR ERER 80:0% 15:4 8.0% 413
Live birth index (%,Mean®S.D.) 4) 98.1+ 3.2 100.0+ 0.0 100.0%+ 0.0 99.0+ 3.4
Viability index on day 4 (%,Mean+S.D.) 5)
s BEEWS B SE  BEWL B

1) (No. of females with live pups / no. of pre?nant females) x 100

2) (No. of implants / no. of corpora lutea)

3) (No. of pups born / no. of implants) x 100

4) (No. of live pups born / no. of pups born) x 100

5) (No. of live pups on day 4 after birth / no. of live pups born) x 100
a) Includes pups found after the day of dellvery

Significant difference from control group; p = 0.05 **: p =001
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Table 9 External observations on live pups(F1) from rats Exp. No. 4212 (115-130)

Dose level (mg/kg) 0 50 150 450
No. of litters 1 12 12 11
No. of live pups examined a) 171 170 179 159
No. of live pups wi%h 0 0 0 ]
external anomalies (%,Meand=$.D.) - - - 0.6+ 1.9
Type and incidepce of external
axgmalies ?%) 19
Nanooffspring 0 ( 0.0) 0 ( 0.0 0( 0.0 1 ( 0.6)

13 (No. of live pups with external anomalies / no. of live pups examined) x 100
a) Excludes pups found after the day of delivery
Significant difference from control group; ¥ p = 0.05 **: p = 0.01



Table 10 Body weight change of pups{F1) from rats Exp. No. 4212 (115-130)

Unit : g
Dose level (mg/kg) 0 50 150 450
No. of litters 1" 12 11
Mal Mean *+ S.D. ( N) Mean * S.D. { N) Mean x S.D. (N) Mean * S.D. (N
ale
Days after birth 0 6.4 + 0.7 (1) 6.8 &+ 0.7 (12) 6.7 * 0.7 (12) 6.2 + 0.5'8) 1)
8.6 + 1.6 (11) 9.5 + 1.3 (12) 9.3+ 1.8 (12) 8.8 & 1.0 (1)
Female ’
Days after birth 0 6.1+ 0.8a) (11) 6.4 % 0.6 (12) 6.3+ 0.6 (12) 5.8+ 0.5a (11)
8.3+ 1.6 (11) 9.1 %+ 1.4 (12) 9.0 &% 1.6 (12) 8.1 £ 0.9 (1)

a) Excludes pups found after the day of delivery
Significant difference from control group; ¥ p = 0.05 **: p = 0.01
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Table 11-1

Summary of gross findings of pups(F1) from rats(sacrificed)

Exp. No. 4212 (115-130)

Sex: Male

Dose level (mg/kg) 0 50 150 450

No. of pups necropsied 86 92 83 78

Organ_______ Findings

HEMATOPOIETIC SYSTEM

thymus thymic remnant in the neck 5 3 2

DIGESTIVE SYSTEM ]

liver white patch/zone 0 0 1 0
black patch/zone 0 0 0 1
adhesion with diaphragma 0 1 0 0
yellowish 0 0 1 0
maiformative nodule 0 0 i

URINARY SYSTEM

kidney dilated pelvis 1 1 0
ectopic kidney 0 0 ]

SPECIAL SENSE SYSTEM

eye . reddish 0 0 0 1

INTEGUMENTARY SYSTEM

skin wound 0 0 3 0

Significant difference from control group; ¥: p=0.05 *¥*:p = 0.01
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Table 11-2 Summary of gross findings of pups(F1) from rats(sacrificed) Exp. No. 4212 (115-130)

Sex: Female

Dose level (mg/kg) 0 50 150 450
No. of pups necropsied 83 69 84 72
Organ_______ Findings
HEMATOPGIETIC SYSTEM
thymus thymic remnant in the neck 0 i 0 0
INTEGUMENTARY SYSTEM
skin wound 0 0 3 0
Significant difference from control group; ¥: p = 0.05 *: p = 0.01 '
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