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2-TF)VEEER (BAZE XWSEC) @ 0 (BRI, T—14th). 10, 50 B LT 250 mg/ke 2
Sprague-Dawley & (Crj:CD) 5w b DM (& 13 IL/8) 2. 10 @H» 5 2 BEEOHRS
U 2EBEZRE L LTRE S Bz, MEREHME TE 2 BRZEE8 L 2R ICHRL,
WrERE, MEECERES S CRBEYRELEE Uz, BERE®R. BRI E. 4
HAGBERZHESELE, WESHICHKRL T ARORBEEERB L=, SHELa2H»
oM. TR 26 HAEMEICHEBRICHBR Uz, HEL & ICHMoRHE TR EME L.
COM. BHEWo— KRB, AEEMBLCRHEBEOEREZEHETI L &I, HEH
VOUMBEBZER L. £ RBVOSHEB L UCBAEZEGEMEES., ROTITHER
ODHE4AHITORETEER L. HERZHE4HICHBR T2 LiIcL b, chdsicxd
% BAZE DB ERE Lz, BRIE. UTOXSICENEN S,

I. RE#ZSEH
1. #BFR

250 mg/kg BERITB W T, BEBRAMOREN 1 HICFED 5 NIz, BA2E &5
@Ebt—ﬁﬁ%@ﬁ%\m%wm%tE;Wﬁ%m%ben&@otoit\%iﬁm
BLUREARICREORBIRDONAE» D,

HBIE O MBEFE ATk, 50 ng/ke LA LOFREEHIC BT HMBRBHDBEEICHD L. 250
ng/kg 5T BN TH/IMEEDSD Uiz 25, A L2 pifd i BAZE 508D 5
hiah oz, 250 ng/kg I SEICBVTCBHBOMENERLOPWI Lz, WEMEMTFRET

L BAEREICER T EHFASNLEEEIRADSNRP o,

2. s R
HEEEO LD BECK DA T LD, BAE RERITHTE L NHLRRD
BNk, —RINEBOZEYE LT, 250 ng/ke BE5HO 1 Pl S5HB EEORES

i SNH, KBNS LUCHEERECESORBFIRD 5NE P/,



BRRE I U PR BOSRIC R ORE IR Shkd o7z, 250 ng/kg =5 #
CBWIBRERS L UCZOMNEENCPMM LD, WEMBZERETE, WIno

. AR

VERISIC BAZE BE5ORBRRD ST, 2FNRRLE. £k, ZHRECIRIORHE
FEDENRP S,

BAZE &R SR DOIEIRMMMII ABRE L Ak TH b, HERIC S BAE H50LBEIRD SN
BRPofe £, MREGK. BRE, SRR, BEREBLIUSBRE VS HEETO
BB LUCRREOEFE IO HREORBIRDSNAEDP >, L L. 50 ng/ke BlLo#s
BCBWT, DEAICERZED 2 THREE BT 2THORIAL. H5WVWIRIHROE
LW EDBBEDNRD SN, & 510, 250 ng/kg RSB TIIHELREDPHI L, &
RBERBS X CHERIBD L, CORDIC, WEAHCBIT2EERKLBO Lz, B
BOOBLU4RCBI UL VEHERD 4 HOEFERITIIRSOREBRIBOON
T HEROKBEC BREOEBERDONRDP o, BEAEEFRTHERIADON

7&:753'9 fCo

Il 3%

LEDHEBRAED S XHBREAF T T, BA2E0EERRIT. REHRSEHICEL TR,
BTRamkEsEEc@mD Lz b5 10 ng/kg/day e, MTE, HE5E—E
HOFRIROSN, BHERBBLUZOMNBEES ML &5 50 ng/ke/day L H#
EEN%, EWMFELEHEHICE L TIX, #TIE 250 ng/kg/day X h. HTI, 50
ng/kg/day LLEDBEHO DB HBBEIRD SNEZ 25 10 ng/ke/day TH B L
HESND, HERTIE. 250 ng/keg/day HE5H BN THER BT 2 EFEEIETLE

Z &5 50 ng/kg/day ThH D LHEE NS,



[ #
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-

- FIVERRIE, MEBEONSNVTDEBEOBEZLEYE L LTHLONTW L AHEBTH
%

- F O VEREE O HJIEICEI LTI, JREATICHIT AERWEDS v MEOK SO %ERTR I
2200 ng/kg LIREINTH DY, OBCD (LPWEHEREA 1 F o1 401 BIEEOHEHERIC R L
RSNz T2-2FNVEEDS v b AW SRR EEIEAR Y IcB T, 2000 ng/kg% B
EREOHTS UCd —BEoBRMRrEERMIHEERUACEEHIRD N R P27z, KE
BESHICE LT, BEEBHERSHAR CBNT, HEZ v P RETEE I L PHRE
EhTnWi,

4H, 0ECD L X 2BMEMNEDEOREUARICHED 2 BEAAREO R L LT, 0ECD
LEMERBREA A RS540 422/ REKRSEHM - EMBEHMEHFEHBRE (1996 £3 A
22 H) BT, TLEWHE CLP, (BRI 594 3 H 31 0, BFEESE 395, HHHE 22905, 59
Hf555 85 5, WM 63 4F 11 A 18 HHE. BAHE 233 5, #LEH 38 5, 63 BB 823
F) KERMLT -=FINVEBORERSEY - EEFLEBEMAEREZTV. BEaWO
RBPICH T I2RERSORERSCRHEROEEN., XEBLUREBESUERMAEL
KRIEFTEEODWTHRF LZOTHET 5,




[RABRA B L UT5]

1. #BmHE
2-TF )VERES (BAZ2E rm&Ed. CAS No.: 88-09-5. #+x&: C;H;0,. &F&: 116.16,
¥4 . butanoic acid, 2-ethyl-, ¥ : 194 °C. K/ : 8.0 kPa (20°C)) 3. TROi#

BRHET2ERMETH S,

CHs-CH.-CH (COOH) CH:-CHa

FBRIZiE. pofRtta gz BAZE (DY bES . ME
99.2%. THME LTKS 0.03%2EATLHREEHOMK) 2F/A LE. Ritah
BAZE B E AR E TERMARE Uk, RMEBRICHM U7 BA2ZE ILonTiE, BERTHRI

WCEAL, BAN LU CEAMBETORES 2HERE Lz (Table Ao

2. RSB L UEFRG

ABICIE, BHERFy—NVR - UN—HASHEAEE L ¥ —%£ED Sprague-Davley
(SD)F&(Crj:CD (SD)IGS, SPF)Z v M%&@M L=, MMEEIYIZ 7 EAMTHBA L. AH&6H
M. LBt 2R THE L, ZOMEBH-—BRREZERLCREIROL RS
Pz, 512 2 BRPREAES L. COM. X RIREBL2EEL., X RRELH
RKIDLEHIIHAHERE Lz BYOAR., BRERSTIZHSITRHEE, Table B IZm
L7ze

LB, BERBES 22~25C. BLV 50~65%. HKAEEMN 15 B /KR, FEH 12
R (TR ~19 BALT) CHEShEZEEET, £BREMKRY — 2 (220w X 270d X 190h
) EZNCINALTHEE L. BRER (CE-2, BEZ L 7HARH) BXUHREA (K
WM&, ZEHAERGAK) 2HEICRERSEE, &k 18 H (ERHI2VWEBRTRAH=12
WROH) BEOREME., v VAT RXF v 7 WM/ — (350w x 400d X 180h mm)ic
REL. WESH (WE 0 H=9%KH) ETHSINV7EHT v 7 (ALPHA-dri. Mi#kls

-4-



1) BRE L LTHBHLTHEE L2,
ﬁﬁ%%¢\%ﬁﬁ%ﬁ¢%ﬁﬁg%ﬁ%§t;b%ibtﬁ%%@ﬁﬁ@2&&v
25. 0CLEBBEADMTH > 2o Tz, HMEEIX. 30 FLROGEHRAH 2 E (2000 £4 7
148, OB~ 08K 30 2, WE 48.0%BLTX 2000 £4 A 27 H, 10 ¥ 30 A~11 K. BE
65.5%) ROLNz/=, 48.0~65.5% Lo/ h, WTFhOEKHHRETH . AR
WEEERITE VOO LI NIz, A LARER, ABLUERBICOWTHHRIIX
B2 TAEREOEZ SN IBADITRD 2,

3. BAT B LUEEEF

MR X bR SEBI D OREICRES CABRBLEELMEECL VBT L, SHIC

MEMES 13 PLZB L BEWIZOWTIE, ARETH»oHSTHECHRAR2E8HEAR
L, RAEICREZDE LTCO 2892 FBIR LU THSTITHW .

HAT®R, IO RiCHET =)V bRV CHEERANESERTESERLT
HkZ#A L. SEFr—Yicid, BRFEES B X CERRNESEZELALE, BT
CCEDOERZBWH— FEEIT THEHAHNOMEI L Uiz, BERIZDWTR. &G

FfThRholz,

4. BEBKORY

BE5BRE, JBEGICHEL L BAZR 2842 Lka— il (&% : corn oil, AT
% rhSA TR IHBAS, WEES  VIFI299) WEML, WThOoHRIZBVWTS 1
EoRESHED 2ul/kg ABICR L LS ICEEEHAB L=,
BEmkoERICO>WTIE, ARRICKLL, AEBWEOCS v bEHWARMERED
RS BIEER GURATEES @ A-99-057)I2 81T 0.5 3K 20%(w/v) OHEMRAIZON
T W BARGTIIBI380MOREMAZRE L. ChITEA TS, B5HREERL
BRI IEM EOBEECHR L, WE, B, BXRELUCARE T HMRIZEA L.
FREORSMAELZEINIHRYEOIBIL. HEFHMBEIC | B, UTIKRTHET
PE Uk, ZORR, ANRKICIIFRERD BAZE BPEFNTVWS L 2HRA L~ (Table

-5-



C)o

HIEH *E

HEBEOFHEMEKE 20l FOBRL. "IV TC—EBE LB, BEANTTTHER
L. n-AT7¥ VR AIEEYE Y LTHRZ7a09 NS5 7 (GO & b filE L. BEIRICIER
Liz#Ess (BA2E : 25~100 wg/ol) ZAWVWTEERKRDZ,
GC &% .
SHFH S L o TC-FFAP, 0.32 mm i.d. <30 m, EE 0.25 un (V—x ¥4 2 ZX(#))
HS ARE : 500C— 10°C/min—> 230°C
Fr )T HZ AU H LA, 80 kPa
KE . 60 kPa
At i 50 kPa
FAORE © 200°C
BHISSRE © 200°C
AeEAS . 1 ul
5. B5E, R, R5HBBIUESAE

ERBOBEERIT. - FNVBBOS v b EHAWAREROKZRGHMY - LEREFNH
GFiEAR (KBRFHBEES : R-99-007, LT, PR LB OBRCESHTIHREL
oo Thbb, FEBREBRKO S v N REMES ST, BA2E 23— MMICHEM LT, 0.
250, 5002 2\ X1000 ng/kg 2 2 BEKEFORS L. Z0OR. —BREZHEL T &
BEHR, BEE, ROMREH~-%B, BERESBIIEALTZOTHIHRL. SEE
BEHELE, ZOFRE, 1000 ng/kg 52k bh., B5UEIcHREHDIHD L, BEH
MmBLCEERINEIENE. ZOBBHEEIBDHSNDZ ISR, WREEERLE
WD 1FHIBEFERBIZE 7=, 512, 2 BHOREBRSBICIIHIEMEOEREIZD L
n, BECHHBEE EML., BOBBIAERL T, HOBHBEEVIEMLULE Ch50
ERZLNC., AABTCIZRSHEBIDICER L, BIZIXFRE, SBBIUHE L LS
EBERIMIONZZL2ERTS L., 1000 ng/ke &, MBEZBILIETHD LM
Manfz, —H. BHERBICES L o000, 250 ng/kg 5L 500 ng/kg HE5EEIC
EIERORELRD LN, HEBLUVUBEEEOEMERANRZDO SN, T/, FEROR
BERORD->EBICIEBREREOMINERIAD SN, 52, BEELRHBOFERS

v NI BAZE % 150 ng/kg RE#RE T2 L, BPPWO-HHFTREEEZT L THILES 2 W



SCEL T EPRETNTVBI LY, ARRICBITI2FHARICE. FHARICHBNT
ZHBMOEEMNERSI NIz 250 ng/ke ZRE L. UTFALSTHRLT, THRIZE 50

ng/kg . {KAEICIE 10 ng/kg 2RETZIL ¥ Lo

PITICHEERE T T,
B5E ¥ (B ES)

HES wRmE (ng/ke) T i

1 ML A o B 0 13 13
(corn oil) (MX01001-013) (FB01001-013)

2 BA2E 10 13 13
(MX02001-013) (FB02001-013)

3 BA2E 50 13 13
(MX03001-013) (FB03001-013)

4 : BAZE 250 13 13
(MX04001-013) (FB04001-013)

BHEORSBAR, HITH L TEXREN 2 B> SRR 2 EMORBEMEETHR
RIBICES X ToOME 42 HRE. /=, Mo L Cidsemian 2 B, 2B E TOREHRN,
ERGEMB L UOHE 4 HE T, 4%k URWHIER 25 HESEHE T, 2#hehEZH 1 E.
—t%%@%(9ﬁ~mﬁ)t\9wb%%%%ﬁuf%%&%%ﬁu&%bto

BHEREIIBSHCHERNL, BEEZBRALZEBELERIBERYV ) VIS L,
T, VY UPHILETOERERII L TRSERTREEEOARICHRERENNEL
BRNES RS LR, FBPWORESHE (2nl/ke) . HEL IRENROKEZ S &I,
EEBICEH Lz,

6. BREHK

1) —BREOHEK

LS. 2P OVWCHENMESEE 1 AU EHEE L. REHPAPOBYIZIONT
. BEMBLUVEERTERICEE L FREER LA, EOrRHEENEFIR
BOFRZRE, BROFERLTHIHE. WifmMICARRIBDBREEMIE L 2. JETHI
DWTRFERBREKELWE L THR L,



2) hEHE

BEeflicont., #4851 GR5BBRE). 7. 14, 21, 28, 35, 42 BB L U@SIHICH
E L.

HiE2piconT, ZREERTHETCREREL. 7, 14, 21 HiIZ. XBHRARE. &
O, 7. 14, 20 AiC, PHKBIIWE 0. 4HBLUBEABICHME L. SR LR
Flo, GEIE 26 DML HOBRBICHEZ LE. TheD Db, #5210 HOKBIZOWTIE,

REDPEAINTOHVRVWEIZOWTOARHEL =0 TGO Z D> 55A Lz,

3) EEENE

B2z oNT, #51~2, 7 ~8, 14~15, 29~30, 35~36. 41~42 HIZHEL
7zo

M2 D>NT, REHHIEZRE 1~2, 7 ~8. 14~15 H, REER®RIZ. &k

O0~1, 7~8, 14~15, 20~21 Bic. HHEBRIMWE 3~4 HITREL 2.

4) VR

2HIEOVWTHSITHECOURYBRIZS SR E. XRHAHE T, BAATEELR
ERUCHRE L., MlaB» 5. REY. REHS LCRBERERCHBELE, chb
DAFICHETE, MAMOR 2, 4AMRBTCRIFEZ2EIRTI2H0%2 4HEY. 4~58H
BCRIEZEFT 2024 BLULHEAYM,. ChoUAOBECRELZDRTZH0%
ALERCHF L, BSHREMFATHORI B L sMoEE2#EICEHNTI LY
W B OTHREBERRAE (EEGoRBH > S ROFEEHE COEROEY) 2K

&izq

5) XK

AELE, HEAEE I 2 EBRSR0IRYS 15 O)o 12 B, RBEWMATHET, 2
ARZREE LCHABEAOKEK] : 1 CEARBEBZ I L>TiTok. REOHR
& BAATHORFOHEEDLZVIIEREZHAT L 2 LIZL TN, WThrIHERS

-8-



NzHZEEROHBEEE L T#E o IREL. ERICET L,

REFERP S, FHUIOWIRER ((XEHVE / ZEWEWE) X100, %I 2RO,
FECERREOWEE SN - B ZEEDIM e UTRERE (EREVE/ ZRBIVE) X
100, %) 2&WMLE, £/, AEMGBHIrOXEHRHETCOIRBITZO”IZEE L
T=RIEH OB S KDz,

6) s - MBEREBOBRER

BECH. KELEHE. £z BRMEEBTHESE L,

DROWREIE. TR 2L HP S5 SMAHERESNLE T, EIR2 HERE L LTEHITY,
U RETEIMPET LEFICOVWTZEOHZME 0 He Lz, 2BMIRBZERBERTES
EHIZONWTIE, EROAEENGENICEHRE L, BRERZF TR LA OVTRE,
DIRETEDO —RREB L UCEROIRE»r S EEOFREEHIN L,

Y 20 HEYHFECIcAdPREA SN RVEMIEIZEH, BEOFBROIHICT LEAEKRE
HoTHB L, FECHERREORD SR o METELHE L,

FHERE LA OWCEREE (BROH~SHHOHE) 2HEL, HEXR
(R R B EIRB ) X100, %) 2&/FICDVWTKRDE, . WE1H®S
BH, BWEREZHEL. WELHOIMITBVW TR S W ERES X UEIRREE D
HEKRE ((FREVERAGE) xX1000 %) 2HH L,

7) Fr HEROBEK

WE O Hic, MECERE (AER+ETR) 2N, 26X ((ERE/BEREH)
X100, %), ERMER (WEERE//BRER) %100, %) BLowd® ((HEER
B/BERE) <100, %) 2EH L. FERCOWTREARFROEHBEHE L . ZH
(FE1H) »poliEF40%c. S BREEZEHE L. ERB LIV CRECE MR IZH
. WERAEE (4 A0ERE/WH 0 AOERE) X100, %) 2EHLE. &
FREDVWTE, WEOBXV4AHICHEBOGRERZREL. FEIS L ICHENOFEYEEZR
M2t dic, MEOBLT4HIZBT 2L (HHF 0DV 4HHERE /WS 0

-9 -



HHVWIE 4 BRERE) x100) EHEH U

8) &l

HEYE, BE 42 HCEARBIAL, 0 18~24 BB IV ET—VF M)
T LRRER T CERME. MNBIES BHE L. OERERE. MEELFRES XCRBZER
BHERBETZ2 L0, K O, BIR. FlK. 8K, BE. 3%, SRS IURRALK
DEEZHEL. HNEREHEH Uk,

HHYWDS> 5, FBEAMIFBRBEL IR LUz RRLEVSHEL R EHICONT
(JER 25 EROME A, =, ABRUAEFIIHE 4 HCEARZEHL. 20 18~24 ¥
TR P2V ES —)VF + U ARREFF CERROE., RMBIEX S L. MBEFRE,
MEECFBRBEB L CHREZRARZERT 2 & & 10 B, O WR. . BFE &
BHIUCEBOERZMEL, HNEEEZEH L,

HERICODWTE, ECREFERBEL,ITHB L, 0.14 V) BRES 10% V<)
BICEHZE L TRE L. £ERE. 2612HWE 4 BCo—F VRAICL D BIEX B L,

REORDSNLHEER 0.1M) VEBER 10% TNV~ ) CEBICEE LREFE L.

9) MmFke

EME KEIR> SHBREHN L L7 B M) a2AWCZR O EVRHESB X
CESSES PO A TS AFURBREICAV S M ZER L. RNT. EBERERD
SiEEEA & LT EDTA-3K 2ZAWT ZOMD MM EFREIC AW S M ERE L. MEF
MEBEOHEBBLCWESERLUTIZRT, BB, RORICHER Lz Wright-Glensa REH
WRIM 2 FRAR A 35 L O Brecher I X 2 fRARM IR EFHA O 7=  OFARIT. MADLED

BRWEHBE N EOTER LD o2,

HH ek {5 Fl B 2
AR I EK B (RBC) HEy (BxEHE) My &5 85 M E
CELL-DYN3500SL (%4 FHw b)
H MEKE (WBC) B# (7o—%4 FA MY —- AL

L — Y — AL/ BRI UER)

e <

-10 -



e

HE HE & {5 28

H I Bk 558 BE (7o—Y A v A MY —- 7§ B Bh4r 7 28
L —Y— e B AL ) CELL-DYN3500SL (¥4 FHw k)

ez & (Hb) . (k) =l
¥ RIMEKR SR (MCY) HE (BRIEAE) H_E
/AR B H_L (BREii) s
AT N2 ) MME(EL) =+E (RBCXMCY % 0.001)
THRIMMRMERZE 5 (Hox 1000/RBC)
(MCH)
ERRMEBKMGEREE 55 (Hbx100/Ht)
(MCHC)
7o boy ey R Fe g EL IR ¥ 4 B 8 10 3K 5 B R E
(PT) CA-1000(REEMET)
rEH e i3l N w s e S = El
R F KR {APTT)

10) IMmKEALFERE

EHIZONT, FREOMEERAICH NS MEOHEBICE[ EHE. BBEAEIRD 55

BEAE VAN CEBWTRLL, MTFTOEBIZDOWTHRAELZ,

HE BIEE 2
BEHEE B Ly MK BOARXREMMZED N EE
COBAS-FARA (Y )

FINTIBRE BCG ¥ Rk

MBIV RFO—)VEE COD-DADS & At

TROBERE )3 ¥+ —+ G6PDH 3% Els

REZEZEHREE (BUN) v L 7—¥ GI.DH . AL

DLV FF o EE Jaffé & Ak
FPNVAH) 7+ RXT77H—  GSCC % EN

EiEE(ALP)

GOT (AST)iEE IFCC & =

GPT (ALT)¥EME @k s

v -GTP & -V E I )V-3-ANARF FE

Y-4-rpr7 =) REE
®
M) S A REE GPO-DAOS #* ik
M) R TN IFUBEREE T
(Inorg.phos.)

BEY VY ERE Jendrassik/Grof ¥ @k

AN NEE 0CPC & Eil o

A/G I HE m_E

FhrUDLEE A A Bk £ HEEME SN EE EA0S (ART)
AV LEE fa b Eil

BREE &t F_L

-11-



11) WEZHE
(1) WERRHE

EHTONVTHRL, BE - HBORBER LT o7z, iz, BHEL I2HITDONT,
i, TEE, HBE. LEKEEESCLIE. FRE 0OE. [E [EX. FHE. BE. M
B EE. B, B, FEB. S5 OB 58, &, BB B, T vNE,
RaflE ) 8, AEsE, ABRERE. WEMEZRIL. 51T, MIER, HELE,
BISBRIEZE, BERZSGBEERR L. BIWE, FE. B2HERL. £ECD50WT
. ERBEBZ., 2B UL-BORPICOWTIEAEFHEBET CHRERHEBBENAI =, F
Tz MERE X BITHEIX 0. 1M ) O ERAEET 10% RN <) VBB THEABRE LT SR L. 8
WUEREBLIUHEBOS B, BEROCIKE KT T 7 VR (EHREX 0.1 Y U8
BE 0% T VEmESAH) CEEL, Z0Mik 0.1M V) CEBRES 0% TV~ 8
WICEE L THRELE,

(2) MMM PRE

WE - RESEDOS 5. IR, BMRBIUBERLFISFACOVWTEREIR > TS 7
A WREL AT MRV ) -2 AV U REE T ORBMBERZFRH U, R
FRERER L,

EFFRAPIIONTIR., 2PIORBEEBTIME. BEBLUBE EAUAOEE -
RIFSEEIZDWVT, HEIIAEEES #13 KU 250 ng/kg 38 58 6 P, ML RER] % 5 < A8
BT OB L0250 ng/ke REHOFI2HMBSOBVEICEE L, BAZERLTHREL
2o TOWR, BHRMERE L2 HEENIERBIDNThOHREICHRD Shiadkro
DT, ZOMOBPWIZONTIIIEAZER Lo,

FHTHNIODNTIETARTCOREREICONT, AR UOREMSIEAZER L. /A
L7ze WMAEBICDOWTIE, NEEFEOHS LU 10 ng/ke T5HOMICRD SN BB 2R
S, TARTHEMAMEREZER L/,

7. WHEHEN
HEM ORI LB OEE, KRB%E, ZBRERSTICHERORERE O HBHEEIC

-12-



DWW Fisher OBEBERERKE 21700z, WEHMEMBZRAMRCE, JLV—Fa0% L
727 =% {3, Mann-Whitney O UMUEIC X b, B L — ROEEHEIX Fisher OB
Bl i & b N EEEE & BAZE BREH L OBOARBREMERTTo 2. TOMDT—F 1T,
A L IFONEE, BBV litter ZEOFEHEE 148AR L LT, 579 Bartlett %7
LD BHHODPHD —PREIZOVWTHREET o7z SHDP—RTHIBERICIE. —hilE
ROSEAH " ET 0. HEICHERESED 5h 3 BA, Dunett HIITX D LELEZE
T2 —A. WINHPOHETHEDO0 &E%b‘%é’ﬁiwﬁ}ﬁbs“ﬁ'@%‘.b\%éﬁﬂi\
Kruskal-Wallis" QJEfIMEZ TV, HECHRMESTED 5N BBECIE. Dumett BV

BERC LD SEEMET o/, HRAKEINWTNOOE % E Lk,

-13 -



[ & R ]

. REHEHEMY

1, —fIRRE

1) #

HLH D NEBIEHDIVTHOREHICIRD ONGEP o,

—REIC OV TIE, 10 ng/kg BEBHERIFHOHWIZ. UTOX I RARVFED S

.

BYES

: MX010i1 : %25 15 H~43 H (H#H) £ THAKKCHEFED SN,

BYES

: MX03009 : #5 15 HICHMBHIZHBHIRH s>, BHICEMEIEERS N

BNES

T BESZD SN, &5 8HIHEHEL .

: MX03013 : #5 22 HA 685 30 HZ TRFIRICREBIRD 5N,

BYES

: MX04004 : ¥ 5 42 Hic, 5B —AROREIRD 5Nz,

2)

RO 16 (B ES : FBO1004) »% #&%5 38 HOSBMAICRE LD, HERARKEE

T, —RREBOEEIRO SN ok, AFIOMIZ, FECBIVBREBRAE 2P o,

—RREICOVTL, NEBFEZSOEIRCUTOL S RFAIPROLNTZ.

BMBES

FBO1007 : #%4 36 H~45 B (Fi®H) CHEREZ TICEERN S on OREEDH

BhES -

wmohi.

FB02002 : #: 5 36 H~44 H (HlERH) IcARAERIC, /. &5 36 H~43

YRS .

HICEMRBREICHENZD 5k,

FB03004 : %45 18 HA 5 BRBBIMRERSRO Shk. £5 22 HIZHE

YRS .

FERSm e, B5 24 HECHEZ N,

FB04006 : #¢5 35 HiZ, R BV ORI RD 5Nz,

BHES :

FB04010 : 5 35 H~41l HIZHBIRICBHELRD SNz,
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2. K&
1) # (Figure 1; Tables 1~3; Appendices 1-1~3-4)
HE, MNMESLXUCRERBEENEOWTRICE, WEBE L BAZE SEBSHLOMTHARER

RDoENRIPoTz,

2) It (Figure 2; Tables 4~6; Appendices 4-1~6-4)
RZEAE ERPB I CMHEBEOVWTRORHIC BV TS, AE, BINEBLUREENE
IR L BA2E SR EH L OMTHBEEZRZD S22,

3. HHEE
1) # (Figure 3; Table 7; Appendices 7-1~7-4)

MGt BAZE RIS H L OB THRERRO Sk o iz,

2) I (Figure 4; Table 8; Appendices 8-1~8-4)

WINORHI S, MIREE L BAZE HEH L DM TERERZRD AP o7,

4. BMARRAMR
1) MmEZEHRERR
(1) #(Table 9; Appendices 9-1~9-4)

RIMBRARDOAFEMITIE, WL BAX SRSFHLOMTERERZROSNGRLP T,
HIRRITDWTIE, 50 ng/kg L LOBRSFHIZSWTCHMRED R KB L TER
(p<0.05) WD Lz BUIEKEALIEOWTIIHBH L OBICEAREZIRO SN AP
B U BRSO HMERERIE, B UANBEIDEVERZRL TV HEERICD
W, 250 mg/ke BEFICBVWTH/MEEDER (p<0.01) IC@EAD LTWh, MEEE
R I II N BB & BA2E BREHBLOMTEREZAD SN AP o1,

(2) RE(Table 10; Appendices 10-1~10-4)
WINOBRBEEB I OWTHNIEEE L BAZE RSB LOBTHRERIROSNAL o s
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2) MW ERERR
(1) #(Table 11; Appendices li-1~11-4)

WTNOBRBEBIL DN T HNBE L BAZERBRSHLOBTHBEIRD SR, 2T
(2) M(Table 12; Appendices 12-1~12-4)

50 mg/kg LA DI ESEITHB VT y -CTP FHSHBH LB LU CEERPSAR (p<0.05,
p<0.01) I ER Uz, F/, WEBELHET 22, 50 ng/kg HEWITBVWTREY VLY
BEOEE (p<0.01) RWOBRUANS Y LBEOHE (p<0.01) ZEMATD b

. ZOMOD BAZ BEBITOVWTIINEE L OBMICEBZRRD ShRP ok, LA

OEHEDWTIL, MEFL AR BRSSP LEOMTARERRD NP 27,

3) HMRR R
(1) #(Table 13; Appendix 13)

FEERED 2 FlB LV 250 mg/kg REHD | HIOBRLAETE, EEVT RO MKIIC
HADLIVWEAHBOBEIBREINIzZ, 50 ng/kg LT 250 ng/kg H5HOE 2 A
JEB L UBRBROBAGZD O, /= 5D >H 250 ng/ke HSEHD 1 HITIXEH
BlHORHICKEBE RO SN Th bz, 250 ng/keg HE5HCIIMBOB AN 1
W, MNEER 2HICBRETI Nz,

(2) ME(Table 14; Appendix 14)

e B (81 &EE : FB01004)

BRVELAFEARICZINZN2BIVIFBEL Tz, WTFhoBEICHELIR
& bR 7=,

EFDY

iz 26 HEMBICHB L ZFER 2 FliconTid, SBHO LMICFHFREFED Shgd
oM, 50 ng/kg BREHD 1 FIORRIC/NEELRD Nz, WE L HOEHME T
RO NEEENRHELEUSRERH T IATORDONE. /2. HBEHO 2HABLT
10 mg/kg 5D 1 HIOBREMB IR AEADBAD 5N, 10 ng/kg THEHOH O 1 HllzHBN
THIENEORENEHRI Nz, 50 ng/ke HEFHTIE. | PIOEATEACKREGEISEHE

-16 -



Shiz. Coftl, HEBHETE., 1ACENFEAOERBEREIRD SN, —RIKBOH

BIEBSWTERERTILHBHORD S =FIZid, Z2OBMICEEIRD SNE,

4) HEHBERERR
(1) #(Table 15; Appendix 15)

MTRRTHECREFHAIRD SN, M. KE, FTHY V. B, REEE
SURE. B, FTEB. =B BB S5 85, BB BRI U E, BB TE
thy LBREE, FHBAELST EE, KARAEH., SHCOIERIRD ORI ok, X
oo MBIZ DN THERBICEEORD ShEflTHTRBEIERINAD > o

(k&)

RIEEEOD 13 1R 3415 X UF 250 mg/kg WEBD 13 Hi L LIS OBHIRD BN

(8 B

NERBED 13 M 2 13 L U8 250 mg/kg BB 13 firh 1P, WFAFEIBDSN
o TNOOBMELVERICEEIED SN LEOBWO S 5, HEHO 2415 L O
250 mg/kg TEHO 1 HlZBNTERICHREBGROONZ, /2. 10 ng/ke BEHE
B < BRED 13 G0 2 ~ 3HIOREIC Y VA BRBEHBRI N

(BiSZRRAEZE)

WEREED 5 I 3413 L TF 250 ng/kg WEHD 6 HIR 4P BNT, ED BV LR
) U ARBLUOHEAEOBHSREINEY. HEOBREICHHEMTEIRD LR
ol

(HF i)

WERBED 5 H, BLUHMRSICERDORD SN 1FlEST 250 ng/ke B5EHO 6 HlIC
Z. SECERORD SN 50 ng/ks HEEO 2 H1B L 250 ng/kg HEHD 1 HIIC
SWTHRE LEFER. 28ICFIRAFMEOIEF LRI, 2hoD5 5, 50 ng/ke
BEBO 1P H S NEBHLORER. RO L hRTE U ok, Fie, MAZIEN
HERRED 4 fl, 50 ng/kg WEBD 1 HIB LT 250 ng/kg JEWO 2HIBBEhE. Th

-17 -



LOREORER L CHEEICIINMAE Y 250 ng/ke BHEH L OMTHBRERRDONR
Polze
(B
SBEHO LA, BLUHRECEROFED SN 1H1%2EE 250 ng/ke REHD 6FIIC
MZ. BIREFICEADRD 5= 50 ng/kg BEFHO 2 13 LU 250 mg/kg HEFHD 141
DNTHRE LR, 250 ng/kg BHEHO LHIIH T, BRIBRBEICER EEBCHBILE
BFEOFMMSIHATEI N, F2. WNEHB LU 250 ng/kg BREFHOF 261, K5 TIC 50
ng/keg 5RO 1 #1ic eosinophilic body MEIRE Wiz TNED DB, WRED 1 HHZ.
OB L LRT, BOBENE L k. ZOMOFHRE LTE. REDOFIEEMRM
EDREBEOD 3. 50 mg/kg BEHD 2 HB LT 250 ng/kg HEHO IMIRAD SN, K
BHD2WIIBEOMWTFAAED 250 ng/kg #EHOE 1HIIC. REEFBOBRFHEEOD
LENC, £/, SSEMEPNBEB L UE0 ng/ke HEFHOR 1 HHIHRD SNz,
()
AHREEES & O 250 ng/kg B SBED 5 B & U6 LI BAEILS X UHBEAEO VA
RN CheORBICHBH L 250 ng/ke B H5H L OMTERIRD SN AP 2.
(s L UREX)
B 5 FlA 1A LU 250 ng/ke HEEHOD 6 Hlf 2 FlICEEMBOERIRED LN
7o
(OB
BB 5 Fld 1 Hld LT 250 mg/ke #GBED 6 P 1 HHTOBOEN MR
BN CNHDREEICHRAFE 200 ng/kg BEF L OMTERIED SNRP oL,
(HRER)
250 mg/keg B &5 B @ 6 Hlp 1 FIICBATMEOMREK I ED S,
(2) ME(Table 16; Appendix 16)

SECEY (#ES : FB01004)

B CIRIRAREMLEANICZHO 7 4 7)) MR ZD S, EB X CELMIRAE
WCIEAZIRAE DS, LR IS X ER A, B REEOBRICIMREB ISR N,
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BMIEAD T 1« 7)) ik, Mz LHRAD SN, MOBIRICIREUBE RO N
Jzo TNHSDOFROMIC, AFIOBRICTEFEFICSHBESN TV LHEMREIRD SN,
g 3B EMYS KU EROMEIBREEINE,

EEHY

UTERTHEECEENREDSNED, M. QB TR 88, O, I8, . +
TIERE. s, Wi, BB, ®RE. BB BREY DOotE, BB, TERE. BEERE.
frEEZ S0 L, AREEH. FHCRARIRD b oz, £, BiZD2WTH,
HRRICRESHREINFAEZD T HHEEABERECIRATRERINRP o1,

(#8)

AR EMTFEADORBUHBEREORD SN 1 HI 2L NBED 7 Hl7k 5 I 250
ng/kg WSO SHUTME ., ARIFCERFEAICKREEIBIRET N 50 ng/ke H5HO
IPHCONWT HRE LEER, dBRFCBVWIRBMEREORD S NEFICIBRB LEE
BOBBROWEIZD bNE, Fz. 50 ng/kg HEHOHIZIX. HEICHEBERZEZSD
2onT7 r—YOREIED SN,

(i)

MEBD T G 6 H13 LU 250 ng/kg RE5BO 5 GIRFNPIIRRE MM OREMI L PR S
hizh, ZOBREBLCHEECEHHEGETEIRD NG ok, Zofl. 250 mg/ke K5
BTN AFEDS XA SRS ZHZN LHITORD Sz, |

(B )

SHRHED T Firh 4 H15 LU0 250 ng/kg Be5#D 5 Firh 2 H1IC R E O IFIREEM R E R
HoN, WEEO 3IHB L 250 ng/ke BEFHO 2FITHERENROONED, b
OROBEBIUHECHBEHTERIRD bk ol,

(R i)

AEEES L O 250 ng/kg BE5HO 7B LU FIEIIBNENE X CBRARROWED

BRINEDY, TOBRBCAHBTEIRO RIS,
(B LUTR/ER)
SHEREED T HIH 5 HlB L 250 ng/ke #5FHO 5 #ir 2 HlICIE@FHROERIBO LN

-19 -




W ZOBREBLUCHELHHBTEEIRD 5nab ok,

(FmRR)

NEFHO THB LOFRFIDEMbOBRI W 1 HIEEST 250 ng/kg HEHO SHIIC
MAT, SR ARORRIRD bz NEEE, 10 ng/kg HEHB LU0 ng/ke &5#
DE LPHTDNWTIRE L7=5ER. 50 ng/kg #HZ 58 B LU 250 ng/ke {#EHO 1 FHTERD
5N, 50 ng/kg BEFHOFIIBENE Lo/, HBREIC/NEILOBREZTNL 50
ng/kg HEFDTER | PIICERIBREI b o k.

(JBEIE)

250 mg/kg B HHD 5Bt L FIOMBEEAEIC ) > ARBEIRD 5Nz,

(FRIRAR)

MEEFED TN 1 HOMEID) KRB KUEEMROZEPERI N,

(£ 0fth)

MBHO 1P BN TERER TICERDRD 5 N7z FlIZid, MEHOIMIC ) /95K

BLUR I/ D7 7—Y0REFRAD SN, ABRCIIMREEBIRAD 5Nz,

5) BEEER
(1) #(Table 17; Appendices 17-1~17-4)

250 mg/kg F|EHICH VW CERERIHMEEZ R L. ZOHENERIINBBEL LB LT
HE (p<0.05) MLz, ZOMOBEIZDONTIZ, MERFE BAR #EEHRLOMTH
REZZRO SN b ok,

(2) ##(Table 18; Appendices 18-1~18-4)

250 mg/ke MEBH U BV IBHEEB LUV ZFOHNEENNBRCLEBLTER

(p<0.05) WML =5, ZOMOBEICOVTIZ, NEEHL BAK SR S5H OB THE

ZIRDLNRP o2,

- 20 -



IT. &MsptviEk

1. YFEH (Table 19; Appendices 19-1~19-4)
BERBBIHEABOZM L 2B8MOEE B LR HEBERHBICIZ, A BAZE

BFREB OB THRERRD kDo iz,

2. ZEUHREE (Table 20; Appendices 20-1~20-4)
EHHRREL. NEHB LY 50 ng/ke BEHOR LHIZHREZHRLUE, . RBHH
PORRBETCKEELLZHEBLUOZOMICHRE L - HEHORIEIC & X EBEE & BAZE &5

HLOMTAERERROONRD o=,

3. BB IUWHERR (Tables 21; Appendices 21-1~21-4)

MNBBETIE, 12 PIH6FOSHEEEBE LE. ChoD>5 1 #l (BWES :
FBO1004) id. #E4R 22 BOAHAICHET Li=d, SBRBCEEIRD shlkbof. L
PL. BHINEER BHI0>5 26 THAMRDSNEZZ LS, Thbd 2H 0%
HEHCIX D BEED B o= & O L HEW I Nz, BAE #58Tld. 10 ng/kg B5HD 13 4
O Fl, 50 mg/kg #eE5BED 12 Gl 5B, 5LV 250 ng/keg HE5HO 13 FiF 9 BIDSHKE
EESHELE. 5055, 50 ng/kg BEHD 26, B KT 250 ng/kg & 5D 1 HliC
SFHERBORRVPED SNz, 50 ng/kg 5O 141 (B¥EHES : FB03002) &, IR 23
HIZ 16 CZ2®LED, ERZEDZTHIADSNT, SMMFAFLT LTz, £, 50
mg/kg BEFHOMD 1 41 (BWEHS : FBO3004) 1. #E4R 22 HIC M aBm L0, 4K
PEGELTH I Ur»48E . H#EH BCR1IEE2ED 18 ROSHISHRES N, 2BD
BIENZD &N jzo 250 mg/ke 5D 1 F1 (B#ES 1 FBO4007) i, 2R 23 HIZ 13 IT
BAGUED, BELESLUVERZEDZTHIRDSNT. SIEIFFET LT, 10
ng/kg #EHOBYWICAHBREBEORBIIARIN T, HRHINSE L CHERIZ OV TI N
L BAE B EHOBTAREIAD SR P o Iz,

WERBORBEIWThOREHOHWIERAD Lol
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4. BAEPB LUBERE (Table 21; Appendices 21-1~21-4)

BAZE B EHOEGEB L UBERE. RO UWIEREI, NRELAKRDETH - o

5. HERAR
1) —fREES L U4 %M (Table 21; Appendices 21-1~21-4)

WINORSHOBYLTHEZST - BRIRBIRBEIFDLN R o,

BAZE Z% 5O L2 W BE L IE T % &, 250 ng/kg R EFITBWT, HEERE
ERHERB L CHERNER (p<0.05, p<0.01) IKETF UL, EFREBIUSHBEYD
PETULEDN, FREZFOONEDP o2, WHOBICBIT HILIC>WTR, WEEE
BREHE B L OB THBRERRO S Rd o7,

HEHAPIZ. WThoBRSHCBWTHHTRSEMT L3R, FEREREE
REAE L BAZE RSB LOMTEREIRD O ok. L L, 250 ne/ke HR5%F
T, WEOHIBWTETLTOWZERBDZOE EFMHFIN0, RFELERT
2. WEARCBIZERKCHBE (p<0.05) DEHLNE. WH 4 HICBIT 24

WDOWTIIHRE L BAZE EREH LOMTAREIRO SRz,

2) {AE (Table 22; Appendices 22-1~22-4)

L ITNWTHhORFONRB L BAZE HREH LOMTEREIRD SN BRIo 2,

3) ERREHEFTR (Table 23)

EFEROEEBHEE (RCERTT) Tk, SHATTEHYHIIEC LI-EBHO 1K
(B#WES : FB01004) DUERER 2 H1C, FIEE X MR TSRO R, REOW
B, RO ANBRERERFEORETINES LCRO/DMED 52V iIWBE X UHEEROET
MEENRD sz, ARICERZEESh 2> o7k,

RCRICHEBIBERI BRI ok,

WE 4 BB 23 TIX. 50 ng/ke 58O 11 (BSHYWES : FBO3007) i 2 flic
WHIEPBREI N, WThoBRSHICOBEBIIBEREI R > =,
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[ & 8 1]

1. REZRS BN

MR B2, 250 mg/kg REBICH W, HEPERINED, & 1HNCKEE A
ROONTEMRELTH T2,

FiEABR T, 1000 mg/kg OREZEGEZIIRHENITIREEE2R L CHEREBIZIE S 2

 REBR T, HEH 5V CEHWIRD SNRD o= Narotsky 5%, EBEHEMN
HIZ 3 7= 2 EHRREHTIC BAZE 2150 3 %03 250 mg/kg OIS T2 L BEPHEMIC LD
WEREZFLIRCTI2IL2HEL. ChIBEBYEOMLE TN T 2HEBEMIC L
2HDTHHEHEL TS, FHRARICBOWTHAERBIZIZ > 28 ICERIIED LN
Blrofett, WREEDBE%Z H 3 /2 I AR C IR R LEKEE MR 2.
7z, BA2E oREAEEZWS L. BEOABUEBRYAI2IFELRVWESIZLTERS
btt:%\%tﬁ;vﬁ%@ﬁ&6?@%%ﬁ%ﬁ$énﬁﬂvtoﬁﬂ?ﬁﬁwﬁm
T%i%ﬁﬁiﬁﬁ_%ﬂﬂitﬁ% FCHIRSICREIBRINRro L0, FHARTASN
IFRREOBRRAZMZ I LI TERPo =,

HEENS LCEBEEICII BAZERSEOREBEITD bNkb >k,
ﬁ'ﬁﬁﬁi?@mmﬁiiﬁﬁﬂi 50 mg/kg L EOEEBHOMICE T B MEREBDEE THD L.
250 mg/kg WEBHTRIVMIBSWD Lz, WThBBRARELTH 25, ARBCHKELTE
BLTWB s, B2E BEZEHLAEELTHZ LEASNS. HIKEOBDIZONT
U rERMAOBMmERERE, BUARNBRIDENVERZT LT IS, AL
BB OWDIE, Vo NBKRBOBMDICHKT 230 LN NS, IO MBFREICER

SOREBITDSNR;o T,

oMW EMFRBICBNT, 50 ng/kg A LOBEFHD ¥ -GTP EHEHSDPRLERLE. L
L, FOBREZI<BEMTH . 50 ng/keg B L UF 250 ng/ke MHFI < BA2E o AR I- R
L72ZEBRD N Rl oz, . ZOMOFHEEZRTEECKHREOZEIRD SN
7. FREEBLUCHROBREEBFRBICIBVTHIRECER T 2EEIBERsnRY
272 ¢» 6, 50 ng/kg LI EOBREFHIIBWIRD SNz ¥ -6TP WEHEOED» R ERIIEFE

-23 -




MELTH 2 LI Nz, ZOMOELITNHTND BAZE ORERBLIIMEKRIIADLN
tﬁﬁﬁ%%:aﬁ®\BﬂEE%Ki%%@@@&m%@t%ianéommmmimﬁ
BRESB RS OREBIRD NP o/,

ML ©iz, 250 mg/ke BEHIIBVWCBHEED A VWIZOENERI ML, SHE
HIRDLNLEELTH D, FHABRCBVTCHEHEROWMMBHECRD Sh T L
P5, BAEREIZLZRETHDILEIOND. LI L. MRECFRETCIBREZRT S
fEIRIC BAZE 5 DEEBERD SN REMSERECBVWTHRERBERI Va2
e, ZORHEETHTH %, ZOMOBEOERICIAMEM L &1 BAZE R5DEEIIRD
Loz,

WEERBETIIWT NWOREICH BAE 50HEIRDO SR oz,

2. EMRBLEEN

HESIC DWW TERER L= EHICIE BAZE R 50RB IR SNRDP o, Fiz, KEK
ﬁﬁb;% BAZE B 5 oRBIIRD shabo/z2 &h 6, 250 ng/kg £ TO BAZE X, RBPD
AFERENICRBERIZZ VIO LEEZI BND,

NEFED 1 PIBSBAPICHE Uiz, BEETCCERTILLBERINRI - 20, HEM
BERE TS L UBRAREO BHOBTAIC 7 4 7)) Y IIBRBPRD LN L5,
Z4 7Y MRCEELUAERRICEDRETC LA O LHAIEND . SBRREBOREIX 50
ng/kg U EOHREFHIC L DEFITORDENEH, WThe, SBBHUBOWEREICX
BEFMHEDON R oI s, HEHORTHLIZERZFEICL ) SBRBICRE
zEEZLEZDOLHENEINS,

250 mg/kg F|ERHIT BV THEERBSHD Uiz BREICIBRESOEEIROSNT,
ERBEBEEREDICEE > TCWl s, HERORREMEMLEZZ K280
FZX6N5. 250 ng/kg HETI. 1 fITEHZ D, FHEREOEEMNRDLN. ZOHIT
FERHERBICHERHE LWEME (WThd 38.5%) ZRLTWE. ZOMOEHY
DR HEREBICEREIRD SNz o205, 250 ng/kg 5 T ERHERE X UHERNE
RICETLTWEzZ b5, 250 ng/kg @ BA2E H5iZAMticEs MEL. EROEEK
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ZETSELH0LEZIOND. 50 ng/kg BEFITBVWT B 2HIC/HMOREIBREE N
Jzo 2HIDS L 1 PIZERHERB LUCHERNDPEDI 2 (WINhd 68.8%)e £z,
50 mg/kg BEHOLERHERS LI CHERIT, NRFLOBMIIAREIADSNEP o
B, PPEWEEZRLTWEZ D5, 50 ng/ke BE L HBICHEEERITTHREREDNH S
BOLEHNETND. 10 ng/kg BEH TR, MBRBLVHEROEFERLOVTNIZHHRED
FEOROONRP oz, HEROHMEBIURE., 2o/ BBHUROEFEICD

VTR WTNOREFHITBNTH BARBRSOREBIRD ShRd o7z,

BAZE i3, HBEMETH /I TOBLEM L EEE2E T 2 WETH D K
AT 50 ng/kg BEFHORBED 2 pllCHMEMNRO Sz, HREIR. ARFEOZ v b TL
ELITBREIN2EHTH D, BREOHR L IZEERIC, LEORACRRINEI LD,
EOIIBERFEEC L2 O LI, f> T, 250 ng/kg T TORGBOD BAE I H

MR\ O Ll vz,

. EERE
PLEDRABRAAED S, AREBREN T &, BAE OREARI. REHSEMLICEL T,
TR IMERE AR WD Lz &5 10 ng/kg/day LHEEE N, METIE, #5E—B
HOREHARH SN, BRERBB LS ZOMNEEIHM LA &5 50 ng/kg/day &H#
EEhil, EMBEEFMICE L Tid, #<id 250 ng/kg/day &HEEZI N, HETIE. 50
ng/kg/day ML LOREFHOVBHNHEREREDRD SN LS 10 ng/kg/day TH B &
HrEI N, HERTIE, 250 ng/kg/day BEFHICBNTHERIZ BT 2EESMET LE

bt 2:#5 50 mg/kg/day TH B L HEINI=o
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Body weight (g)

600

5004 .
T
400 - —O— vehicle control
—~—k~— 10 mg/ka(BA2E)
| —m— 50 mg/kg(BA2E)
300 —é— 250 mg/kg(BAZE)
O—" { I { I 1 i 1

1 7 14 21 28 35
Days of treatment

Figure 1 Body weight changes of males during treatment period
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450+

400

350

Body weight (g)

250

200—

-O= vehicle control

~—b— 10 mg/kg(BA2E)
—— 50 mg/kg(BAZ2E)
—e— 250 mg/kg(BA2E)

1 1 1 | T 1 1 1 ! 1 1

1 7 14 0 7 14 20 0 4
| A L |
Days of treatment Days of pregnancy Days of lactation

Figure 2 Body weight changes of females during treatment period
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20-

Food consumption (g/period)

14-15 29-30
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1 [ 250 mokaEAE)

35-36

Figure 3 Food consumption of males during treatment period
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Food consumption (g/period)

45-

40

35

30+

vehicle control

10 mg/kg(BA2E)

50 mg/kg(BA2E)

. 250 mg/kg(BA2E)

14-15 14-15

Days of treatment Days of pregnancy

20-21

Days of lactation

Figure 4 Food consumption of females during treatment period




[TABLE INDEX]

Combined repeat dose and reproductive/developmental toxicity screening test
of BAZE by oral administration in rats

TABLE No. APPENDIX No. TABLE TITLE

1 1-1 ~ 1-4 Body weight of males

2 2-1 ~ 2-4 Body weight gain of males

3 3-1 ~ 34 Cumulative body weight gain of males

4 4-1 ~ 4-4 Body weight of females

5 5-1 ~ 5-4 Body weight gain of females

6 6-1 ~ 6-4 Cumulative body weight gain of females

T 7-1 ~ 74 Food consumption of males

8 8-1 ~ 8-4 Food consumption of females

9 9-1 ~ 94 Hematological findings in males

10 10-1 ~10-4 Hematological findings in females

11 11-1 ~11-4 Biochemical findings in males

12 12-1 ~12-4 Biochemical findings in females

13 13 Macroscopic findings in males

14 14 Macroscopic findings in females

15 15 Histopathological findings in males

16 16 Histopathological findings in females
17 17-1 ~17-4 Organ weight of males

18 18-1 ~18-4 Organ weight of females

19 19-1 ~19-4 Estrous cycle

20 20-1 ~20-4 Reproductive performance

21 21-1 ~21-4 Development of pups up to day 4 of lactation
22 22-1 ~22-4 Body weight of pups up to day 4 of lactation
23 Morphological findings in pups




Table 1

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

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

Compound BAZE

a)

Groups (mg/kg) 0 10 50 250

Days of treatment

1 392.4

H+

25.3  (13) 395.3 + 21.3  (13) 391.3 % 22.4 (13) 392.7 * 22.2  (13)
7 418.0 = 26.9 (13) 418.5 + 27.5 (13) 415.3 * 26.6 {13) 416.4 * 29.5 (13)
14 447.4 * 32.3 (13} 445.6 * 35.5 (13) 441.2 % 32.2 (13) 444.8 % 33.8 (13)
21 469.2 * 36.8 (13) 469.3 = 41.7 (13) 461.9 = 36.7 (13) 467.6 * 36.3 (13)
28 493.6 + 40.0 (13) 495.0 * 48.0 (13) 484.0 * 44.7 (13) 493.9 * 38.4 (13)
35 515.8 * 45.1 (13) 520.2 * 53.8 (13) 502.6 * 50.7 (13) 514.9 * 43.6 (13)
42 531.5 * 50.1 (13) 538.1 % 57.8 (13) 522.3 * 54.7 (13) 534.1 % 50.4 (13)

a): vehicle control, corn oil (2 mL/kg)



Table 2

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

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

Compound BAZE

a)

Groups (mg/kg) 0 10 50 250

Days of treatment

1~7 25.6

I+
()]
o]

(13) 23.2 £ 9.1 (13) 24.1 = 6.7 (13) 23.7 = 9.7 (13)
7~14 29.4 = 8.2 (13) 27.1 £ 10.1 (13) 25.9 £ 8.6 (13) 28.4 * 7.1 (13)
14~21 21.8 £ 7.1 (13) 23.8 + 8.6 (13) 20.7 = 8.1 (13) 22.8 £ 8.5 (13)
21~28 24.3 + 7.3 (13) 25.7 = 7.2 (13) 22.0 * 10.6 (13) 26.3 £ 4.4 (13)
28~35 22.2 + 7.8 (13) 25.2 + 7.8 (13) 18.6 £ 8.5 (13) 21.0 £ 7.8 (13)
35~42 15.7 £ 6.2 (13) 17.9 £ 7.3 (13) 19.7 £ 7.0 (13) 19.1 = 8.3 (13)

a): vehicle control, corn oil (2 mL/kg)




Table 3

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

Cumulative body weight gain of males (g); mean * S.D. (N)

Compound BAZE

a)

Groups (mg/kg) 0 10 50 250

Days oif treatment

1~7 25.6

+ 6.8 (13) 23.2 £ 9.1 (13) 24.1 * 6.7 (13) 23.7 + 9.7 (13)
1~14 55.0 = 10.1 (13) 50.3 + 18.3 (13) 50.0 + 12.4 (13) 52.1 + 14.8 (13)
1~21 76.8 = 14.2 (13) 74.1 = 24.2 (13) 70.7 £ 17.5 (13) 74.9 = 18.9  (13)
1~28 101.1 = 18.0 (13) 99.8 + 30.6 (13) 92.7 £ 26.1 (13) 101.2 + 21.4  (13)
1~35 123.4 = 22.8 (13) 124.9 = 36.0 (13) 111.3 + 31.9 (13) 122.2 + 26.3 (13)
1~42 139.0 %= 28.2 (13) 142.8 = 39.6 (13) 131.0 * 36.1 (13) 141.3 = 32.8 (13)

a): vehicle control, corn cil (2 mL/kg)



Table 4

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

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

Compound BA2E

a}

Groups (mg/kg) 0 10 50 250

Days of treatment

1 244.2 = 12.4 (13) 245,7 * 15.4 (13} 247.3 £ 13.1 (13) 246.9 = 15.8 (13)
7 252.9 + 13.4 (13) 258.2 £ 14.1 (13) 253.4 £ 12.2 (13) 252,0 = 13.5 (13)
14 265.5 = 15.4 (13) 270.1 % 20.4 (13) 265.9 % 16.4 (13) 264.3 = 16.7 (13)
Days of pregnancy
0 272.8 £ 21.2 (12) 277.4 * 19.5 (13) 277.5 £ 10.8 (12) 273.4 + 18.8 (13)
7 305.7 % 22.0 (12) 312.4 = 24.6 (13) 314.9 * 16.5 (12) 306.4 % 19.7 (13)
14 341.3 * 25.1 (12) 350.8 £ 30.3 (13) 350.6 % 18.4 (12) 341.9 %= 22.5 (13)
20 412.9 £ 29.2 (12) 427.8 £ 38.6 (13) 421.0 # 20.5 (12) 411.4 %= 26.1 (13)
Days of lactation
0 305.9 % 27.1 (1l1) 315.6 * 37.6 (13) 310.6 =+ 27.1 (12) 304.6 = 27.0 (13)
4 332.3 = 27.7 (11) 334.0 * 30.6 (13) 333.9 £ 18.8 (12) 331.6 = 22.5 (13)

a}: vehicle control, corn oil (2 mL/kg)



Table 5
Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

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

Compound BAZE

a)

Greoups (mg/kg) 0 10 50 250

Days of treatment

1~7 8.7 * 7.7 (13) 12.5 * 5.7 (13) 6.1 = 7.5 (13) 5.1 = 6.8 (13)
7~14 12.6 = 5.6 (13) 11.9 = 7.1 (13) 12.5 = 6.7 (13) 12.3 £ 7.5 (13)

Days of pregnancy
0~7 32.9 * 5.3 (12) 35.1 £ 7.0 (13) 37.3 £ 7.2 (12) 33.0 + 4.2  (13)
7~14 35.6 * 8.4 (12) 38.4 £ 9.1 (13) 35.7 £ 5.7 ' (12) 35.5 = 6.6 (13)
14~20 71.6 = 8.3 (12) 76.9 = 10.8 (13) 70.4 £ 8.3 (12) 69.5 £ 8.6 (13)

Days of lactation
0~4 26.5 x 17.2 (11) 18.4 % 16.8 (13) 23.3 + 15.6 (12) 26.9 * 14.5 (13)

a): vehicle contrcl, corn cil (2 mL/kg)



Table 6

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

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

Compound BAZE

a)

Groups (mg/kqg) 0 10 50 250

Days of treatment

i~7 8.7 * 7.7 {13) 12.5 = 5.7 (13) 6.1 = 7.5 (13) 5.1 £ 6.8 (13)

1~14 21.3 = 8.2 (13) 24.4 = 7.7 (13) 18.6 £ 8.5 (13) 17.4 = 6.9 (13)
Days of pregnancy

0~7 32.9 £ 5.3 (12) 35.1 = 7.0 (13) 37.3 £ 7.2 (12) 33.0 * 4.2 (13)

0~14 68.5 = 11.8 (12) 73.5 £ 13.3 {13) 73.1 + 10.3 (12) 68.5 * 7.9 (13)

0~20 140.1 % 17.7 (12) 150.4 # 22.9 (13) 143.5 % 15.0 (12) 138.0 £ 12.0 (13)
Days of lactation

0~4 26.5 £ 17.2 (11) 18.4 = 16.8 (13) 23.3 % 15.6 (12) 26,9 £ 14.5 (13)

a)s: vehicle control, corn oil (2 mL/kq)



Table 7

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

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

Compound BA2ZE

a)

Groups (mg/kg) 0 10 50 250

Days of treatment

1~2 26.2

I+
[38]
o]

(13) 27.2 £ 3.7 (13) 27.1 = 3.3 (13) 26.7 £ 4.1 (13)
7~8 27.1 = 3.4 (13) 27.3 £ 3.1 (13) 27.9 + 3.2 (13) 26.5 = 4.1  (13)
14~15 27.1 = 3.8 (13) 26.4 £ 4.0 (13) 27.8 £ 3.5 (13) 26.4 % 3.2 (13)
29~30 27.2 * 3.6  (13) 27.5 £ 4.6  (13) 26.2 + 3.2 (13) 27.3 + 3.6 (13)
35~36 26.4 * 3.6 (13) 28.0 = 3.5  (13) 28.2 + 4.8 (13) 26.7 £ 3.5 (13)
41~42 28.3 * 4.0 (13) 29.3 + 4.3 (13) 29.1 *+ 3.6 (13) 28.5 * 3.4 (13)

a): vehicle control, corn oil (2 mL/kg)



Table 8

Combined repeat dose and reproductive/developmental toxicity screening test of BAZE by oral administration in rats

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

Compound BA2E

a)

Groups (mg/kqg) ¢ 10 50 250

Days of treatment

1~2 17.8 = 1.3 (13) 18.6 £ 2.7 (13) 17.8 £ 3.2 (13) 18.1 £ 2.4 (13)
7~8 18.3 = 2.7 (13) 17.2 £ 3.1 (13) 18.3 £ 2.1 (13) 16.8 £ 3.1 (13)
14~15 19.2 £ 3.0 (13) 19.7 £ 3.4 (13) 18.3 £ 3.1 (13) 18.0 = 3.1 (13)

Days of pregnancy
0~1 18.2 = 2.7 (12) 19.1 + 2.8 (13) 19.6 £ 2.2 (12) 17.6 £ 2.1 (13)
7~8 24.0 £ 3.1 (12) 25.9 = 4.0 (13) 24.9 = 3.0 (12) 24.4 = 3.2 (13)
14~15 25.2 £ 4.3 (12) 23.9 * 3.7 (13) 24.8 * 3.3 (12) 24.8 = 2.3 (13)
20~21 17.8 = 5.5 (12) 19.5 =+ 5.1 (13) 17.9 = 3.5 (12) 20.2 £ 3.0 (13)

Days of lactation
3~4 42.3 £ 4.7 (11) 41.0 = 3.5 (13) 39.4 = 3.8 (12) 39.8 = 7.7  (13)

a}: vehicle contrel, corn oil (2 mL/kg)



Table 9

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

Hematological findings in males; mean * S.D. (N)

Compound BAZE

Groups (mg/kg) 0 10 50 250
RBC (x10%/uL) 850 * 48 (13) 825 + 42 (13) 850 % 60 (13) 828 + 31 (13)
Hemoglobin (g/dL) 15.2 * 0.7 (13) 15.0 = 0.5 (13) 15.1 £ 0.9 (13) 15.0 %= 0.6 (13)
Hematocrit (%) 44.6 + 1.9 (13) 44.2 = 1.6 (13) 44.5 = 2.9 (13) 44.5 + 1.6 (13)
MCV (fL) 52.5 = 1.4 (13) 53.6 * 1.2 (13) 52.4 * 1.8 (13) 53.7 % 1.4 (13)
MCH (pg) 17.9 * 0.5 (13) 18.3 = 0.5 (13) 17.8 = 0.6 (13) i8.1 + 0.5 (13)
MCHC (g/dL) 34.1 * 0.3 (13) 34.0 £ 0.4 (13) 34.0 + 0.4 (13) 33.8 + 0.4 (13)
WBC (x100/uL) 87.8 + 20.2 (13) 75.1 % 23.5 (13) 65.0 * 20.1 (13) 64.7 = 16.0 * (13)
Neutrophil (%) 13 = 4 (13) 14 + 3 (13) 15 = 5 (13) 16 * 5 (13)
Eosinophil (%) 1 = 1 (13) 2 = 1 (13) 2 = 1 (13) 2 = 1 (13)
Basophil (%) 0 = 0 (13) 0+ 0 (13) 0 £ 0 (13) 0+ 0 (13)
Monocyte (%) 3 0+ 2 (13) 4 = 2 (13) 4 + 1 (13) 4 + 2 (13)
Lymphocyte (%) 82 + 4 (13) 79 + 5 (13) 79 + & (13) 78 £ 7 (13)
Platelet (x10'/uL) 111.4 % 20.3 (13) 103.8 % 13.2 {(13) 103.6 = 10.2 (13) 93.8 + 7.4 %% (13)
PT (sec) 16.2 * 3.4 (13) 14,7 *+ 1.3 (13) 15.9 + 3.0 (13} 15.9 + 2.6 (13)
APTT (sec) 22.1 + 2.6 (13) 21.1 * 2.4 (13) 21.9 % 2.3 (13) 21.5 * 1.9 (13)

a): vehicle control, corn oil (2 mL/kg)
* : gignificant difference from control, p<0.05
*%*: gignificant difference from control, p<0.01



Table 10

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

Hematological findings in females; mean * S.D. (N)

Compound BAZE

Groups (mg/kg) 0 10 50 250
RBC (x10°/uL) 646 * 32 (11) 633 + 48 (13) 650 + 46 (12) 657 + 40 (13)
Hemoglobin (g/dL) 12.7 = 0.7 (11) 12.5 = 0.7 (13) 12.7 + 0.7 (12) 12.9 + 0.6 (13)
Hematocrit (%) 37.5 = 2.2 (11) 36.9 + 2.1 (13) 37.4 + 2.2 (12) 38.1 £ 1.9 (13)
MCV (fL) 58.1 % 1.5 (11) 58.4 + 2.0 (13) 57.6 * 1.8 (12) 58.1 = 3.1 (13)
MCH (pg) 19.7 £ 0.6 (11) 19.8 = 0.7 (13) 19.5 + 0.7 (12) 19.7 * 1.0 (13)
MCHC (g/dL) 33.9 % 0.5 (11) 33.9 £ 0.3 (13) 33.9 + 0.4 (12) 34.0 £ 0.3 (13)
WBC (x100/ L) 97.4 + 24.5 (11) 91.2 * 22.8 (13) 96.4 * 25.8 (12) 30.0 * 18.8 (13)
Neutrophil (%) 19 + 5 (11) 26 9 (13) 21 = 5 (12) 20 6 (13)
Eosinophil (%) 1+ 0 (11) 1 = 0 (13) 1+ 1 (12) 1 + 0 (13)
Basophil (%) 0 £ 0 (11) 0 0 (13) 0+ 0 (12) 0 £ 0 (13)
Monocyte (%) 8 £ 5 (11) 5 & 3 (13) 5 + 2 (12) 6 * 3 (13)
Lymphocyte (%) 72 £ 9 (11) 70 = 10 (13) 72 + 6 (12) 73 £ 5 (13)
Platelet (x10%/uL) 111.7 % 15.9 (11) 119.1 *+ 11.5 (13) 110.2 * 15.0 (12) 102.8 * 10.8 (13)
PT (sec) 13.2 * 0.7 (11) 13.2 = 0.7 (13) 12.9 = 0.5 (12) 13.2 = 0.6 (13)
APTT (sec) 17.7 = 2.4 (11) 16.6 = 1.0 (12) 16.9 = 0.8 (12) 16.7 * 0.8 (13)

a): vehicle control, corn oil (2 mL/kg)



Table 11

Combined repeat dose and reproductive/developmental toxicity screening

test of BA2ZE by oral administration in rats

Biochemical findings in males; mean * S.D. (N)

Compound BA2E

Groups (mg/kq) 0 10 50 250
Total ’protein (g/dL} 5.5 + 0.3 (13) 5.4 * 0.2 (13) 5.4 % 0.3 (13) 5.4 * 0.3 (13)
Alubumin (g/dL) 3.2 + 0.2 (13) 3.0 % 0.2 (13) 3.0 + 0.2 (13) 3.1 = 0.2 (13)
A/G 1.36 £ 0.13 (13) 1.26 £ 0.11 (13) 1.28 = 0.15 {13) 1.34 = 0.09 (13)
BUN (mg/dL) 16 £ 3 (13) 17 + 3 (13) 17 £ 3 (13} 16 = 2 (13)
Creatinine (mg/dL) 0.7 + 0.1 (13) 0.7 = 0.1 (13) 0.7 £ 0.1 (13) 0.7 = 0.1 (13)
Glucose (mg/dL) 152 x* 21 (13) 144 += 24 (13) 140 + 15 (13) i48 = 17 (13)
Total cholesterol (mg/dL) 44 + 7 (13) 44 x> 7 (13) 40 = 10 (13) 41 = 9 (13)
Triglyceride (mg/dL) 47 + 18 (13} 41 + 13 (13) 35 + 14 (13) 39 * 18 {13)
ALP (U/L) 193 = 42 (13) 214 39 (13) 233 £ 53 (13) 225 %= 44 (13)
GPT (U/L) 30 £ 3 (13) 32 + 4 (13) 31 = 5 (13) 39 + 29 {(13)
GOT (U/L) 67 * 10 (13) 66 * 6 (13) 69 % 10 (13) 79 £ 35 (13)
Y -GTP (U/L) 0 + 0 (13) 0+ 1 (13) 0 = 0 (13) 0+ 1 (13)
Total bilirubin (mg/dL) 0.08 * 0.02 (13) .09 = 0.02 (13) 0.09 = 0.02 (13) 0.09 = 0.02 (13)
Inorganic phosphate (mg/dL) 5.7 £ 0.7 (13} 5.8 * 0.8 (13) 5.8 = 0.8 (13) 6.1 * 0.7 (13)
Ca (mg/dL) 8.9 * 0.2 (13) 8.8 = 0.3 (13} 8.8 * 0.3 (13) 8.9 £ 0.2 (13)
Na (mEg/L) 145.5 * 1.3 (13) 145.5 * 1.1 {13) 146.3 £ 1.2 (13) 145.4 * 1.5 (13}
K (mEg/L) 4.00 + 0.35 (13) 3.91 £ 0.31 (13) 3.96 * 0.25 (13} 4.10 % 0.22 (13)
Ccl (mEqG/L) 109.0 % 1.8 (13) 109.4 * 1.5 (13) 110.0 + 0.8 (13) 108.3 * 1.7 (13)

a): vehicle control, corn oil (2 mL/kg)



Table 12

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

Biochemical findings in females; mean * S.D. (N)

Compound BAZE

Groups (mg/kg) 0® 10 50 250
Total protein (g/dL) 5.4 + 0.4 (11) 5.4 * 0.2 (13) 5.7 £ 0.4 (12) 5.4 + 0.4 (13)
Alubumin (g/dL) 3.1 & 0.2 (11) 3.1 £ 0.1 {13) 3.3 = 0.3 (12) 3.2 £ 0.2 (13)
A/G 1.34 = 0.12 (11} 1.33 = 0.12 (13) 1.38 = 0.13 (12) 1.46 * 0.18 {13)
BUN (mg/dL) 17 + 3 {11) 15 =+ 3 (13) 17 & 3 (12) 18 £ 3 (13)
Creatinine (mg/dlL) 0.7 = 0.1 (11) 0.7 £ 0.1 (13) 0.8 * 0.1 (12) 0.6 = 0.1 (13)
Glucose (mg/dL) 124 = 12 (11) 128 = 9 (13) 135 + 13 (12) 136 + 15 (13)
Total cholesterol (mg/dL) 49 * 11 {11) 48 + 14 (13) 49 + 11 (12) 47 £ 10 (13)
Triglyceride (mg/dL) 63 = 20 (11) 64 = 22 (13) 76 = 28 (12) 53 % 18 {13}
ALP (U/L) 103 * 25 (11) 129 = 51 (13) 128 = 53 (12) 138 = 57 (13)
GPT (U/L) 40 £ 6 (11) 40 = 5 {(13) s + 7 (12) 41 = 9 (13)
GOT (U/L) 62 = 7 (11) 65 = 10 (13) 59 + 8 (12) 64 = 13 (13)
Y -GTP (U/L) 0 = 0 (11) 0O = 0 (13) i+ 0 * {12} 1 £+ 1 ** (13)
Total bilirubin (mg/dL) 0.11 = 0.02 (11) 0.09 * 0.02 (13) 0.07 £ 0.03 ** (12) 0.10 +* 0.03 (13)
Inorganic phosphate (mg/dL) 6.8 = 0.7 (11) 6.3 £ 0.5 (13) 6.6 £ 0.9 (12) 6.6 * 1.0 (13)
Ca (mg/dL) 9.0 x* 0.5 (11} 9.2 * 0.3 (13) 9.7 £+ 0.2 *x (12) 9.4 * 0.5 (13)
Na (mEq/L) 143.2 = 1.0 (11) 143.7 % 1.0 (13) 142.9 * 1.0 (12) 143.4 + 1.0 (13)
K (mEq/L) 4.31 % 0.55 (11) 3.98 £ 0.27 (13) 4.04 % 0.29 (12) 3.95 * 0.25 (13)
Cl (mEq/L} 107.6 = 1.7 (11) 108.4 * 1.2 (13) 107.5 * 1.4 (12) 107.9 * 1.6 (13)

a): vehicle control, corn oil {2 mL/kg)
* : significant difference from control, p<0.05
*%; significant difference from control, p<0.01

{




Table 13

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

Macroscopic findings in males

Compound BAZE
Groups (mg/kg) 0™ 10 50 250
Grade - + - + - + - +
Epididymis [13] [13)] [13] [13]
Nodule, vellow/milky white,
right/left side 11 2 13 0 13 0 12 1
Liver [131 [113] [13] [13]
Enlargement 13 0 13 0 11 2 11 2
Kidney [13] [13}] [13] [13]
Enlargement 13 0 13 0 11 2 11 2
Area, pale, cortex, right side 13 0 13 0 13 0 12 1
Thymus [13] [13] [13] [13]
Enlargement 13 0 13 0 13 0 12 1
Small 13 0 13 0 13 0 11 2

a): vehicle control, corn oil (2 mL/kg)
~, Negative; +, Positive
[ ], Number of animals examined



Table

Combined repeat dose and reproductive/developmental toxicity screening test of BAZ2E by oral administration

14

Macroscopic findings in females

Compound BA2E
Groups (mg/kg) 0P 10 50 250
Grade - - + - -
Stomach [12] [13] [13}] [13]
Spot, red, mucosa,
glandular stomach 10 12 1 13 13
Thickening, mucosa,
forestomach 12 12 1 13 13
Uterus [121] [13] [13] [13]
Dilatation, focal, left horn 11 13 0 13 13
Area, red, left horn 12 13 0 12 13
Thymus [12] [13] [13) [13]
Small 11 12 1 11 12
Subcutaneous tissue of Axilla [12] [13] [13] [13]
Mass 11 13 0 13 13

a): vehicle control, corn oil (2 mL/kg)

b): The data of one female who died during delivery (animal no., FB01004) were excluded.
-, Negative; +, Positive

[

1s

Number of animals examined

in rats



Table 15

Combined repeat dose and reproductive/developmental toxicity screening test of BAZE by oral administration in rats

Histopathological findings in males

Compound BAZE
Groups (mg/kg) o* 10 50 250
Grade - * + 4+ 44+ Pos. - + + 4+ +++ Pos. - + +  ++ +++ Poa. - + + ++ +++ Pos.
Testis [13] [13] [13] [131
Atrophy, seminiferous tubule 10 3 0 0 0 3 13 0 0 0 0 0 13 ¢ 8} Q 0 3] 12 0 1 0 ] 1
Epididymis [13] [13] [13] [13)
Cell debris, lumen 11 2 0 0 0 2 13 0 0 [ 0 0 13 0 0 0 0 0 12 0 1 0 0 1
Spermatic granuloma i1 o 1 1 0 2 13 0 0 o 0 (o] 13 o 0 0 0 0 12 0 0 1 0 1
Cellular infiltration,
lymphocyte, interstitium 10 3 Q 0 0 3 13 0 o] o] 0 0 11 z c 0 Q 2 11 2 0] 0 0 2
Prostate: ventral lobe [ 51 [ 0] [ 01 [ 6]
Cellular infiltration, lymphocyte & plasma cell,
interstitium/epithelium 2 2 0 1 0 3 2 1 1 2 0 4
Liver { 51 [ 01 [ 21 [ 71
Fatty change, periportal 0 4 1 ] 0 5 0 0 i 1 o} 2 0 5 2 0 Q 7
Microgranuloma 1 4 0 ] 0 4 1 1 0 0 0 1 5 0 2 0 0 2
Kidney [ 51 [ 0] [ 2] [ 71
Ectopic tissue, epididymis-like
duct, cortex, right side 5 0 0 0 o 0 2 0 0 0 0 0 6 0 0 1 0 1
Eosinophilic body 3 o 1 1 o 2 1 [¢] 1 0 0 1 5 2 ¢ 0 0 2
Basophilic tubule, cortex 2 3 Q 0 Q 3 a 2 0 0 0 2 4 2 1 0 0 3
Cast, hyvalin, medulla S 0 0 o] 0 0 2 0 o 0 o 0 5] 0 1 Q ¢l 1
Cast, hyalin, cortex 5 0 0 [¢] 0 0 2 0 0 ] 0 0 5] 1 0 Q o] 1
Cyst,
cortico-medullary Jjunction 4 1 [} o] 0 1 2 0 o] (o] ] 0 7 c 0 o} o] o]
Mineralization 4 1 ¢ 0 0 1 1 1 0 0 0 1 7 o] 0 0 0 0
Spleen [ 5] [ 03 [ 0] [ 6]
Hematopoiesis, extramedullary ] 1 4 0 ] 5 0 1 5 0 0 &
Deposit, pigment, brown 0 5 0 0 0 5 0 6 0 0 0 6
Lung & Bronchus [ 5] [ 01 [ 0] [ 61
Accumulation, foam cell 4 1 o] 0 0 i 4 2 0 0 o] 2
Heart [ 51 [ 0] [ 0] [ 6]
Degeneration/fibrosis,
myocardium 4 1 0 0 0 1 5 1 0 0 0 1
Thyroid gland [ 5] [ 1 [ 0] [ 6]
Ectopic thymus 5 0 0 0 0 0 E 1 0 0 Q 1

a): vehicle control, corn oil (2 mL/kg)
-, Negative; *, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
[ ], Number of animals examined



Table 15 (continued)

Combined repeat dose and repreoductive/development toxicity screening test of BA2E by oral administration in rats

Histopathological findings in males

Compound BAZE
Groups (mg/kg) o* 10 50 250
Grade - * + ++ +++ Pos. - + + 4+ +++ Pos. - * + ++ +++ Pos. - + + ++ +++ Pos.
Brain [ 53 [ 0] [ 0] { 6]
No remarkable change
Spinal cord [ 5] [ 01 [ 0] [ 8)
No remarkable change
Thymus [ 5] [ 0] [ 01 [ 8]
No remarkable change
Trachea [ 5] [ 01 [ 0] { 6]
No remarkable change
Mandibular lymph node { 5] [ 0] [ 0] [ 6]
No remarkable change
Urinary bladder [ 5] [ o] [ 0] [ 6]
Ne remarkable change
Seminal vesicle & Coagulating gland [ 5] [ 01 [ 01 [ 6}
No remarkable change
Stomach [ 51 [ 0] L0} [ 61
No remarkable change
Duodenum [ 51 1 0] [ ¢] [ 6]
No remarkable change
Jejunum [ 5} { 0] [ 01 [ 8]
No remarkable change
Tleum [ 5] [ 0] [ 0] t 3]
No remarkable change
Cecum [ 31 [ 01 [ o] [ 61
Neo remarkable change
Colon [ 53 [ 01 [ 0] [ 6]
No remarkable change
Rectum [ 5] [ 0] [ 03 [ 81
No remarkable change
Mesentric lymph node { 5] [ 01 [ 0] [ 6]
No remarkable change
Adrenal gland [ 51 [ 0] [ 01 { 61
Ne remarkasble change
Pituitary gland [ 51 [ 01 [ 01 [ 61
No remarkable change -
Sciatic nerve [ 51 [ 03 [ 01 [ 61
No remarkable change
Nasal cavity [ 51 [ 0} [ 0] [ 8]
No remarkable change
Bone marrow of femur [ 51 [ o] [ 0] [ 61

No remarkable change

a): vehicle contrel, corn oil (2 mL/kg)
-, Negative; %, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
[ 1, Number of animals examined



Table 16

Combined repeat dose and reproductive/develepmental toxicity screening test of BA2E by oral administration in rats

Histopathological findings in females (subjected to autopsy on day 5 of lactation)

Compound BA2E
Groups (mg/kg) 0! 10 50 250
Grade - + + ++ +++ Pos. - * + 44+ +++ Pos. - * + ++ 4++ Pos. - + + ++ +++ Pos.
Ovary [111 [13] [12} (13}
No remarkable change
Uterus [ 73 [ 0] [ 1] 1 5]
Dilatation, cystic, -
lumen, focal 6 [ 0 0 1 1 1 0 0 0 0 0 5 0 0 0 0 0
Cellular infiltration, macrophage, with brown
pigment, muscular layer 0 0 0 0 0 o ¢ 0 1 ¢ 1 5 0 v 0 0 0
Liver [ 71 [ 03 [ 0] [ 51
Fatty «¢hange, periportal 1 6 0 0 0 6 ¢} 5 0 0 0 5
Microgranuloma 7 0 0 0 [} o} 4 1 0 o] 0 1
Hematopoiesis, extramedullary 7 0 0 ¢ 0 0 4 1 0 o] 0 1
Kidney L7 { 0] [ 0] [ 51
Basophilic tubule, cortex 3 4 0 0 8] 4 3 2 o] 0 o]
Mineralization 4 3 0 0 0 3 3 1 1 0 o] 2
Spleen [ 7] [ 0] [ 0] [ 51
Hematopoiesis, extramedullary o] 0 1 6 0 7 0 0 0 S 0 5
Deposit, pigment, brown 0 7 0 0 0 ? 0 = (¢} 0 o] 5
Lung & bronchus [ 7] [ 0] [ ¢] [ 5]
Accumulation, foam cell 2 5 0 [¢] o] 5 3 1 1 0 0 2
Thymus [ 8] [ 11 [ 11 31
Atrophy 8 a Q [o] v} 0 1 ¢] 0 0 o] 0 0 Qa ¢ 1 Q 1 4 1 0 0 o} 1
Urinary bladder [ 7] [ 01 [ 0] [ 5]
Cellular infiltration,
lymphocyte, lamina propria 7 0 0 0 0 0 & 1 a 0 0 1
Thyroid gland [ 7] [ 01 [ 0] [ 5]
Cellular infiltratjion, plasma cell i
& lymphocyte, interstitium 5] 1 0 0 |4 1 5 0 [ 0 0 [«

a): vehicle control, corn oil (2 mL/kg)
-, Negative; *, Very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade
[ 1, Number of animals examined



Table 16 (continued)

Combined repeat dose and reproductive/development toxicity screening test of BA2E by oral administration in rats

Histopathological findings in females (subjected to autopsy on day 5 of lactation})

Compound BA2E
Groups (mg/kg) 0 10 50 250
Grade + 4+ ++ +++ Pos. + + ++ +++ Pos. + + ++ +++ Pos. + + ++ +++ Pos.
Brain 71 0] (¢} ] 5]
No remarkable change
Spinal cord 71 0} 0] 5]
No remarkable change
Trachea 71 01 0]} 5]
No remarkable change
Mandibular lymph node 71 0] 0] 5]
No remarkable change
Heart 7] 0] 0] 51
No remarkable change
Vagina 1] 01 0] 5]
No remarkable change
Stomach 71 2] 0] 51
No remarkable change
Duodenum 71 0] 0] 5]
Ne remarkable change
Jejunum 71 0] 0] 5]
No remarkable change
Iieum 51 0] 01 51
No remarkable change
Cecum 71 0] 0] 5]
No remarkable change
Colon 7] 01 0] 5]
No remarkable change
Rectum 71 0] 0] 5]
No remarkable change
Mesentric lymph node 71 <3} 0] 51
No remarkable change
Adrenal gland 7] 0]} 0] 5]
No remarkable change
Pituitary gland 71 0] 0] 5]
No remarkable change
Sciatic nerve ' 71 0} 0] 5]
No remarkable change
Nasal cavity 71 c] 0] 5]
No remarkable change
Bone marrow of femur 7] 0] 0] 5]
No remarkable change
Subcutaneous tissue of Axilla 1] 0] 0] 01
Cellular infiltration, lymphocyte,
& macrophage, mammary gland 1 c 0 0 1
Cell debris, lactiferous duct,
mammary gland 0 1 [« 0 1

a): vehicle contrel, corn oil (2 mL/kg)
-, Negative; *, Very slight; +, Slight;
[ 1, Number of animals examined

++, Moderate; +++, Severe; Poz., Total of positive grade



Table 17

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

Organ weight of males; mean S.D. (N)
Compound BAZE
Groups (mg/kg) o ¥ 10 50 250
Final body weight () 502.1 * 47.6 (13) 509.8 * 52.2 (13) 492.1 * 52.0 (13) 501.7 £ 45.2 (13)
Brain (9) 2.02 = 0.07 ) (13) 2.02 % 0.08 (13) 2.01 % 0.08 (13) 1.99 + 0.10 (13)
0.41 * 0.04 c)(13) 0.40 £ 0.04 (13) 0.41 * 0.05 (13) 0.40 % 0.04 (13)
Heart (9) 1.36 % 0.13 (13) 1.38 + 0.21 (13) 1.35 * 0.13 (13) 1.36 * 0.10 (13)
0.27 * 0.02 (13) 0.27 * 0.02 (13) 0.28 % 0.02 (13) 0.27 £ 0.02 (13)
Thymus (mg)  270.5 % 75.2 (13) 270.4 * 78.9 (132) 290.1 + 129.6  (13) 259.6 *+ 98.2 (13)
53.3 % 11.4 (13) 52.7 % 12.8 (13) 58.1 = 21.9 (13) 51.5 * 18.5 (13)
Liver (g} 13.75 * 2.19 (13) 13.80 + 2.41 (13) 13.64 = 2.58 (13) 13.89 % 2.05 (13)
2.73 = 0.21 (13) 2.69 £ 0.23 (13) 2.76 % 0.30 (13) 2.76 + 0.20 (13)
Kidneys (9) 3.05 * 0.42 (13) 3.13 + 0.37 (13) 3.09 = 0.26 (13) 3.36 + 0.29 (13)
0.61 * 0.08 (13) 0.61 * 0.03 (13) 0.63 * 0.06 (13 0.67 * 0.05 (13)
Spleen (9) 0.82 % 0.15 {13) 0.83 & 0.13 (13) 0.83 * 0.14 (13) 0.77 * 0.09 (13)
0.16 + 0.02 (13) 0.16 + 0.02 (13) 0.17 + 0.03 (13) 0.15 * 0.02 (13)
Adrenal glands (mg) 57.1 * 6. (13) 53.5 * 10.9 (13) 58.6 % (13) 54.0 % {13)
11.5 * 1. (13) 10.5 = 1.6 (13) 12.0 = 2. (13) 10.8 = 1. (13)
Testes (9) 3.25 * 0.33 (13) 3.26 £ 0.27 (13) 3.36 % 0.32 (13) 3.08 % 0.24 (13)
0.65 % 0.07 (13) 0.64 * 0.07 (13) 0.69 * 0.11 (13) 0.62 % 0.07 (13)
Epididymides (9} 1.21 * 0.10 (13) 1.24 = 0.13 (13) 1.25 + 0.10 (13) 1.18 + 0.11 (13)
0.24 = 0.02 (13) 0.24 £ 0.03 (13) 0.26 + 0.04 (13) 0.24 * 0.03 (13)

a): vehicle control, corn oil (2 mL/kg)

b): absolunte weight
c): relative weight (g or mg per 100g body weight)
*: gignificant difference from control, p<0.05



Teble 18

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

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

Compound BA2E
Groups (ng/kg) o 10 50 250
Final body weight (g) 307.8 + 27.0 (11} 309.5 + 29.4  (13) 306.6 + 17.3  (12) 306.1 * 20.4 (13)
Brain {(g) 1.89 £+ 0.10 b)(11) 1.91 * 0.05 {13) 1.91 += 0.08 {12) 1.82 * 0.06 {(13)
0.62 * 0.05 %) (11) 0.62 * 0.06  (13) 0.62 = 0.03 (12) 0.63 * 0.04 (13)
Heart (9) 0.93 * 0.09 (11) 0.90 * 0.06 (13) 0.92 % 0.09 (12) 0.93 % 0.08 (13)
0.30 % 0.01  (11) 0.29 * 0.01  (13) 0.30 % 0.02  {12) 0.30 * 0.02 (13)
Thyrmus {mg) 169.7 #* 59.3  (11) 172.7 % 70.8  (13) 197.4 % 78.6  (12) 185.4 * 81.2 (13)
54.8 * 17.7  (11) 55.2 % 19.9  (13) 64.3 * 24.5  (12) 60.2 * 26.0  (13)
Liver (g9) 10.24 % 1.29  (11) 9.85 + 0.66  (13) 10.19 % 0.78  (12) 10.25 * 0.94 (13)
' 3.32 £ 0.22 (11) 3.19 + 0.22 (13) 3.32 £ 0.12 {12) 3.35 * 0.24 {13)
Kidneys (q) 1.89 % 0.16  (11) 1.94 # 0.16  (13) 2.01 + 0.21  (12) 2.12 * 0.24 * (13)
0.62 % 0.03 {11) 0.63 % 0.04 {13) 0.65 * 0.05 (12) 0.70 £ 0.08 (13)
Spleen (9) 0.71 + 0.09  (11) 0.67 * 0.08  (13) 0.67 * 0.07. (12) 0.68 * 0.13  (13)
0.23 * 0.03  (11) 0.22 % 0.03  (13) 0.22 % 0.02 (12) 0.22 * 0.04 (13)
Adrenel glands {mg) 69.3 =% (11) 72.5 £ 10.4 (13) 67.9 + 10.3 (12) 67.7 * 7. (13)
22.5 £ 1.8 (11) 23.6 * 3.8 (13) 22.2 * 3.4 (12) 22.2 % 2.6 (13)

a): vehicle control, corn oil (2 mL/kqg)

k) : absclute weight

c): relative weight (g or mg per 100g body weight)
*: significant difference frc :ontrol, p<0.05




Table 19

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

Estrous cycle

Compound BA2E
Groups (mg/kqg) 02 10 50 250
Number of females examined 13 13 13 13
Pre-treatment period
Number of females showing 4-day cycle 13 13 13 13
Treatment period
Number of animals showing:
4-day cycle ‘ 12 13 13 12
4- and 5- day cycle 0] 0 0 1
Irregular cycle 1 0 0 0
Mean length of estrous cycle in days _
Mean * S$.D. 4.0 =+ 0.0 4.0 * 0.0 4.0 * 0.0 4.0 * 0.1
Number of vaginal estrus during mating period
Mean * S.D. 1.0 %= 0.0 1.0 %= 0.0 1.0 == 0.0 1.0 % 0.0

a): vehicle control, corn oil (2 mL/kg)



Table 20

Compined repeat dose and reproductive/developmental toxicity screening test of BAZE by oral administration in rats

Reproductive performance

Compound BA2E

Groups (mg/kg) 0 &) 10 50 250
Number of pairs examined (A) 13 13 13 13
Number of pairs copulated (B) 13 13 13 13
Copulation index [(B/A)*x100,%] 100.0 100.0 100.0 100.0
Number of fertile pairs (C) 12 13 12 13
Fertility index [(C/B)x100,%] 92.3 100.0 92.3 100.0

Pairing days until copulation '
Mean * S.D. 2.6 & 1.7 2.0 £ 1.1 2.8

I+

1.2 2.3

H+

1.3

a): vehicle control, corn oil (2 mL/kg)



Table 21

Combined repeat dose and reproductive/developmental toxicity screening test of BAZE

by oral administration in rats

Development of pups up to day 4 of lactation; mean %* S.D. (N)
Compound BAZE
Groups (mg/kg) o 10 50 250
Number of pregnant females 12 13 12 13
Number of pregnant females with live newborns 11 13 12 13
Gestation index 91.7 100.0 100.0 1060.0
Gestation length in days 22.5 + 0.5 { 11 ) 22.3 £ 0.5 ( 13) 22.4 * 0.5 ( 12) 22.6 * 0.5 ( 13)
Number of corpora lutea 16.1 £ 1.4 { 12 ) 16.0 = 1.9 ( 13) 16.2 £ 2.4 ( 12 ) 15.8 £ 1.8 ( 13 )
Number of implantations 15.2 £ 1.9 { 12 % 15.4 * 1.5 ( 13) 15.2 £ 2.5 ( 12) 15.1 £ 1.6 ( 13)
Implantation index 94.4 = 9.2 (12 ) 96.4 * 4.6 ( 13) 93.7 * 6.7 ( 12 95.8 * 4.4 ( 13)
Day 0 of lactation
Number of newborns 14.4 2.2 ( 11 14.5 =+ 1.8 ( 13 ) 14.3 * 3.2 ( 12 ) 13.%5 * 2.0 { 13
Delivery index 95.0 * 6.2 ( 11 ) 94.4 + 5.3 ( 13) 23.1 £ 9.8 ( 12 ) 89.3 % 9.7 ( 13)
Number of live newborns 14.4 £ 2.2 ( 11) 4.4 £ 1.6 { 13 13.4 = 3.1 (12 ) 11.5 £ 3.1 * ( 13)
Birth index 95.0 * 6.2 ( 11) 93.5 * 4.7 ( 13 ) 87.9 % 11.2 ( 12) 76.0 % 16.8 **( 13 )
Live birth index 100.0 = 0.0 ¢ 11) 99.1 = 2.3 ( 13) 94.8 * 10.1 ( 12) 86.4 * 21.1 **¢ 13}
Sex ratio on day 0 53.2 * 17.9 ( 11 ) 45.2 % 14.3 ( 13) 53.3 + 12.6 ( 12) 47.9 £ 16.0 ( 13}
bDay 4 of lactation
Number of live pups 14.1 * 2.0 { 11) 14.3 = 1.7 { 13) 13.4 = 3.1 ( 12 ) 11.5 £ 3.0 % ( 13)
Viability index 98.3 * 4.0 { 11) 99.5 = 2.0 ( 13 ) 100.0 * 0.0 ( 12 99.4 = 2.1 ( 13
Sex ratio on day 4 52.5 £ 17.6 { 1) 45.4 * 14.3 ( 13) 53.3 * 12.6 ( 12 48.1 * 15.9 ( 13 )
Gestation index = (number of pregnant females with live newborns/number of pregnant females) x 100, %
Implantation index = (number of impiantations/number of corpora lutea) x 100, $%
Delivery index = (number of newborns/number of implantations) x 100, %
Birth index = (number of live newborns/number of implantations) x 100, %
Live birth index = (number of live newborns/number of newborns) x 100,
Sex ratio on day 0 = (number of male live newborns/number of live newborns)} x 100, %
Viability index = (number of live pups on day ¢ of lactation/number of live newborns) x 100, %
Sex ratio on day 4 = (number of male live pups on day 4 of lactation/number of live pups on day 4 of lactation) x 100, %

a): vehicle control, corn oil (2 mL/kg)
*: significant difference from control, p<0.05
**: significant difference from control, p<0.01



Table 22

Combined repeat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

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

Compound BA2E

aj

Groups (mg/kg) 0 10 50 250

Day 0 (At birth)
No. of live newborns
Male

7.6 % 2.7 ( 11) 6.6 * 2.6 (13 7.3 % 2.5 (12 5.8 = 3.1
Female 6.7 * 2.7 ( 11 7.8 * 1.8 (13 ) 6.2 = 2.1 (12 5.7 = 1.6
Body weight of newborn in grams
Male 6.8 * 0.7 ( 11) 6.8 * 0.4 ( 13 ) 6.8 * 1.0 ( 12 ) 7.0 £ 0.9
Female 6.4 * 0.6 ( 11) 6.5 * 0.4 (13) 6.4 * 0.8 ( 12 ) 6.6 * 0.8
Day 4
No. of live pups
Male 7.4 % 2.5 { 11) 6.6 * 2.6 (13) 7.3 £ 2.5 (12 ) 5.8 * 3.1
Female 6.7 * 2.7 ( 11 ) 7.7 * 1.8 (13 ) 6.2 * 2.1 (12 ) 5.6 * 1.5
Body weight of pup in grams
Male 10.6 * 1.2 ( 11) 10.6 * 0.9 (13 11.4 = 2.5 (12) 11.8 = 2.0
Female 10.1 % 1.2 (11) 10.2 % 0.9 ( 13) 10.9 * 1.9 (12 11.2 + 2.1

Parentheses indicate the number of litters evaluated.
a): vehicle control, corn oil (2 mL/kg)



Table 23

Combined repsat dose and reproductive/developmental toxicity screening test of BA2E by oral administration in rats

Merphological findings in pups

Compound BA2E
Dose (mg/Xg) 0 10 50 250
Dead pups
Number of dead pups examined
External observation 0 2 10 22
Visceral observation 0 2 5 17
External changes
Number of pups 0 ¢ 0 0
Visceral changes
Number of pups 0 0 0 o)
Day 4 of lactation
Number of live pups examined 155 186 161 148
External changes
Number of pups 0 0 2 0
Types and number
Rinked tail 0 0 2™ 0
Visceral changes
Number of pups 0 0 0 0
Total number
External observation 155 188 171 171
External changes 0 0 2 0
Visceral obssrvation 155 188 166 166
Visceral changes 0 0 0 0

a): wehicle control, corn oil (2 mL/kg)

b)y: FB03007 (dam no.)
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