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FYTANVEFYI R (A &BEEE) 00 (BAMNE, 2—>ri). 100, 300 BXU
1000 mg/kg % Sprague-Dawley % (Crj:CD) = w b+ OWh#E (% 25 PL/3) &, KL 5E#
256 108, /=, i 1085 2 8(FEOKS L, SHRZEREE LTRESE L,
H3. 3EMOZEMKE TE LERZEE L -RICHKR L=, HE. ZRE. BRI
TH, WEH 21 HcHERE EBHICHR Uz HEL S ITHROETHE THR S 2B L.
O, RHEmo - BRE. KERN, BEBOELRLEHET L LI, RWO
SMRB XA EFORMES., ROFIHEROHAZI TORTLEARLT. Thoic

M35 AC ORERRE L. BRIZ. UTOLS3ICEBHEN S,

L. 5&
1. 8 R
ADC BEICERUZHLH 50V IERBMIRDHShizxd o/, E7=, A £EHIZXE—

BRBOE(, KEMMIHS K TEHEORNHFEED shadro%,

2. MsMmMR

ST HE TR, MBWICEECS LCEEHYIIRD SN T, A F5ICBI#H L= —
BARBOZAL, AREMIHS L CEERONHLRD Shizd ok,

SM%IC, ADC HREGHCEREDH/L. RETE. vE, HEREISEREBOFRRID
BHCRD S, 300 ng/kg HEFH T 1AHPHE 4 HICHEFERBICED . F72. 1000
ng/kg HEH T IMHMWE 4. 14 HHWE 16 HISHE L. Thdd> B, 1000 ng/ke
BEEBIZOVTUR. BEOKRBHEGPRECIBV T, BROWES LUERBET LR OB
M. BREBIUHECHI2FHROBFEREEIED SN, BEERCBUULHEDE
Ran=Zeh s, A0 BECLZEEMNREDN, Jhiz L. 300 ng/ke #&5EOHI
FlcED SN Rk, BHOEUFEASTOSEES L UEEEMTH b, 1000 ng/ke &5
BEASNEFMRLERERZODTHoEI LN, AN BE5ICIZHETHAARENITE
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LW LiaEhi, ChoOBPEESHTEOMOEMIZONTIE, —BIRBICEET

ROLNT, GEHMMB ICEHRICE AN BRSORBEIRD SN Doz,

3. HREBAMRT R

MERICIE ADC 5 ICEE L ERBIERSI WD o2, 2ADREL. FAEHMS L
UZOMICER U =REOREICS AC H5DOREBRAD SNRd ok, MEANEIIT
DEHIRD Shizp. ZHRRIZ, AIC #EOEEIRDOSNRP oz, . DBRICETE
LERBREIEDLSNT, HERBIUEEMRICY A RFOBBRIEDSNEPo .
HEREBIZOVWTCIEX, £2HRBOFRETR L, BETHERSRVBPIFIBED LN
P EOMOBPICREIBR SR I o7,

4. WERAFR

BT, SIRRFIC ADC #BE5ICEE L ELRIBD s R o, T, WHEABZERE
KBWTH, TERE, BRE. BR, BRLE BE. SEBE. SivEBLUEROWT
NITH ADC HEICEIAE L EELIZRD SR d o=,

Tk, DL VEIFHTHDANOETIC OWTIE, THEE. FREE. R, 75, B
B, EBXLUBBOREMGERRICAICBREOEEBEIZD MR P/,

I. HER

1. EEMBLUHBICET IR

T2 HBARBIC A BEDOXBEBEDSNRDIP D=,

BEMICOWTIE, BEWOLEREBBETRTCH > 2O EBOEZHD 2 W iZE2H M
CUEBEPSHICDBEAT ORD SN, EHFRERTEERFCIE, AIC OFRIZHRE
Ui bidZoshirb ok £/, BECOWLWTH A HRESOEEBIR DN E» 0.

2. EEHERMR
NEBFEZSCEPFORCRD DVBEEFEROARDIVEZHEIC, ERBLUEHEE



SUEBELIERE I hM A ORRICKE LEELEIRDShERD ok,

I. EFff

M EDRBHEFED . AEBRETCIE. AIC OFMEARIT, EMICB L CXRENR
DENBRYPOREIENS, RO HEBLITHER L $IC 1000 ng/kg/day LR
%o BRELUAD -BEBICDODWTIX, #Tik 1000 ng/keg/day TH D, HETIITBEEBFRAK

DREEES D ZNTTFECHERS S = L5 300 ng/kg/day E#HEE NS,



{ #

il
—

Tvawﬁ#ﬁiFﬁ\752?4v7®%ﬁﬂtpf\it\¢§%®%ﬂ%ﬁﬁ
THZRBENMHE LT, BRCEAIATHRLEIETCH S,

PIVANVEXY I FOREWICEALTIE. v MNT S LD fflid. BOKRESTH
6400 ng/ke T b Y. WS TIXA40 ng/ke THB T LINBEIN TS, FYUH
WEFY I ROBBICEDLIHBHECHBBEOCOHREIFEDOLNTVEY, Zv 2134
MEARE L CHEREROLATHRNW, £ BEEMEOLFOTV U HNEX
PIF280L/NERCRELENVESY M2, IMRICE-TEAKRES LTS,
BUHELRZAD SN2, PYTANRIY I FEFQIERTKIMEIONS &,
HEWIRABZICI D EKICRYAZTRZ ., PYTHNVAFT I FIRFIHEME
TRTEDL7ZIRRZIE RS, EYLFIEDOVWTH, NVIEBIT2BHROBREROD
100082 AW TEBROERSTDOINED, 5 v bTixBREREDShRPo =Y, Fik
THIEREBE(MIR)ICEY L 7E2FUHEE | FLE-TAXHIVET v PTEHEX TS,
A ZEBREDBRINDY, Zv b TCRES LEELIED SN RP -, —5H,
TITVANEFY I FOEBEX. RPRBEREZETL7 I YTV - VICEML
TNWBIehd, PUYTHALVEFTI ROV HEREROS D L 1D E, LD
Ly PYVHLVAXY I FR2%EIRHETS v b 2 4 AMBREL CHHTI—FRDHAH
BOEPPLAETI2ERBET, SOOTHOVNFRBREEOD 20l LWL DICShad
27",

4B, 0ECD I X 2 BAFMEMEOREMRRICRD 2 BERABFEO R LT, 0ECD
EEMBEHBEA M K5 1 > 415/ —HREMBUERR (B 58 51 26 H), XY
MeEWE GLP) (B 59 F3H 31 H, REEH 95, EHFE 2295, 9EAFE 8 5,
WEA#1 63 4F 11 A 18 DK E. REME 233 5, HEHE B 5, 63 AFHHE 823 5) ICHHWL
T7IVHNEFY I RO -HREBEGHKREZTV. AEEYO., HEDWOSTBBE XLV
WHESCHEMES. ROSVICHEROBALEZ TORBICRITEECODLWTIRH LED

THET %o



(BB L UA%]

1. #BRYEHE

PITANRFY I F (ADC LB, CAS No.: 123-77-3, #FHK: C,H,N,0,. ##&
A:HNCON=NCONH, #F8: 116.08. #4%: azodicarboxamide. ~#sH : 195
~202°C) &, PILRILKETH S,

FRBICIE, rHREEXINE A (D FES PR :
99.5wt%. BHENXK) 2EA UL, Rftahiz AN IFAHRE TERRE Uk, 2ER
R L7 ADC Iz oW Tid, SRR THIC ICBWTHEA L ADC 2/
L. TORKR. MECELZRDSh T, AR LETCH = LIRS H
1=

2. RSBV LUEERHE

HBRICE, HEF Y — VR - UN—HARREFHET L & —4LED Sprague-Davley
(SD)#& (Crj:CD (SD)IGS,SPF)Z w b &MA L7z, #iX 3:BM<T. /=, X6 HARTH
AL, AR 6 HM, RELFHLERNTHEBT L. ZO0MEH. —BIREBEHEL TEE
BROLOENBRPoLBYWEEH L, £/, AREHICERKO 8 OIS v M 2EA
LD, BREOLBRIELRI oD, KBICIIFERALar o7z, BIWOAH. BE
RECICHSTREE, Table AlTR L,

SEYIL. REBEESR 24+ 1°C. BLU50~65%. MSmEH 15 | /R, B 12
Ref (7 HRe~19 REARUAT) ICHBS N =fEE (15 BF) T, SBREMIKT —U (220wx
270dx 190h mm) IZ@EFCNAE L CHE L. ERMAR (CB-2. HEZ L7H#ARE) B&
URRRLK (kEK, FHHAKERGK) ZEHICEREEE, 8k 4 B (BRH51WiZ
BIRRA=HKEOH) LEOREMIE. 7> AF v 78S v P HEES — (350w X
400dx 180h mm)IZINAE L. B E F NN 78 F v 7 (ALPHA-dri, m@EskX=¢t) %
KRB LTt LTRE Lz,

AP, FHMEFAHREEEGEREBICLIDAE L ZFTEORE B LM
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B, EHRMOMERERER (19994 5H 27T H, 9K 45 2~10 B, RE T6%) 2k
g ENREN, 23~2CHBIV L2~T4%ThHolzo Fiz, HEMED S OBBE S HERHON
CHEL. BRICEBIRIEI RN O LHE Nz, #A LR, KBXTRERBIZOW
THHRICKZEERTEREDOEZ Sh2BAYII I ok,

3. BB L CHEERE

IR SHMEIH O, M ARREEAE H OFE % EICARIBLMIESH MK
BUTHMT L, BRICHEMES 25 MERLEZ. #4U0H®. TTOMBT. Biowmsr
) MR TCHEGHENES ETTES R L CHEARZRI L. AET —YIKiZ. AR
FAHESSIUEERNBSEZELEALE, B LLEOER2BH— F2E) TEER
OB E Lz MEREDWTE, &% 21 HCEKRESE2TTESERICRAALTHE
HRBA LIz,

4., BREREORR

BEREE., FEESICFHR L7 AC T, Bke Liza—il (¥4 : corn oil, 4
S4FRIBART, BEES : VBN6540 L T¥ VOFI200) RMITHBTEI LIk D
BELC. WFROARKCBVTS L HOBSHEN Sul/kg AEILRZ LI CSEEH
L=,

BEmAOREMEICONTI, 300~600 nn BT BRP AT bIvE, ARG LR
BED A MW LIBT3 2 LIt K DB Lz, ZORBE. 20 ng/ol B0 200 ng/ul
DEEORWBIEIL, BEBLTEARETICBNT S HMRETH S C L BRBEN-
DT (Table B), 1;BASC 1Ll EOBE TRSBEEZAR L. RES I CERRELT
B T HUAICIR S Ulso £, 424 mn BT 2 BAEZMET 22 L& . HERM
FAic#BYEOy—MHR (10) BLXUSEHE (20) 2EBLEBR. £ACE
P U BRI IR RO A S — B EhT W3 2 LA RERE N (Tables C. D).
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5. BRER. BER. BEHBBLUREHH

FEBROBERIT. A OF v P 2AVAFORS —AREEEERKER (BRERRED
=D FiRAER) AR EES : R-98-012) OB RICESWTHRELE=, Thbb, &K
BMEFRRROT v M HBMEES O ITIC, BRLRTEHRAEPrSBALE A (2 b
£5 1 GF0L) 22— yicB® LT 0, 250, 500 2 %\ ik 1000 mg/ke % AXELHI 2 @RH
BREKE LTRES Rz, CNS0POS b, BIZEER 14 OICHBR U THEREEE,
BREBITROEFM RN, H#iI 28 AREZRESRHCABRL TERS L UFIHIERE
HEHBEZAE L. ZORBR. BELVTHhORSHICOBUBBREIZDONT, BEHEMERL
HELRADONBD o, 5w MIBIT S A OFORSIC L LD, fHik 6400 ng/ke”
tEL, #EBEVWdoLEISNEZZI LS, GARICIE, 1000 ng/ke ZEEE L. LT
REM3TH U T, HARICIE 300 ng/kg . AR 100 ng/kg ZRE L=

UTEHERZTT,

BES #BMA ®B58 o (BYERS)
(mg/ke) i3 [iv3
1 BERE (o—1ih) 0 25 (MX01001-025) 25 (FB01001-025)
2 ADC 100 25 (MX02001-025) 25 (FB02001-025)
3 ADC 300 25 (MX03001-025) 25 (FB03001-025)
4 ADC 1000 25 (MX04001-025) 25 (FB04001-025)

FHEOHEHMAIZ. I LU TIEREm 10 B> 5 Rk 3EMOZEHE % TH
BEHICES2ECOHESE 98 HAEl. /=, Mo L Cdxis 288, XEE CoxRM
M. 4RI, WE 20 H (2O =W&HO0H) £ THH1E., ARREEITAT 1 v
VR —S5—THZTRBLEZYG 7y PAHBEEHVTREORS L. RE®, 25O
wHo o z8d. Gk 4 HHLSHE CTRKRICHES L,

BHOHSIE., —ERAOM (IR~13K) v, SBWoR5HEE (5 nl/kg) .
BB L URER. REMETOECEE I BAEEh2hERZEREL L. XREOHETIX
w0 (Bl 2\ THRRAE=EKR0H). 7. 14, 20 HOKEZ, HEROMHTIIH

B0, 4. 7. 4HOFHZEEIZINZNEH L=,



- o T i TTTTTYSYF OwW O OT OY T oW ——— — 0 0 e W - -

6. BIEAW
1) Raw
A, —BRBOBR

HEE s, £ OWCHEREPEH 1NN EBE L, REMEPOBMICONT
I BEHBIURGR TRICEE L, RTAOWTERABRES ICHB L. Tk,
BHETEHEOWRMEDSZ L 2 h -, BRERBONXY bV ESY—VF
MUY LAKMETCRIN - BRI, BBOHROHFHICEEK L FEICHK > THIR L =,

B. HhERE

HEEeplicone, Bim (&5 1, 8. 156, 22, 29, 36, 43, 50, 57, 64, 71, 78,
85, 92 H) BLUBMHIZHIZEL /=,

HiE2HIIoNWT, XBEHATSIECIA LR 51, 8, 15, 22 H). ZRER
B, wERO. 7. 14, 20 Hic, £8IEIWEO. 4. 7, 14, 21 HKHELE. Ch
5055, #45 22 HCOW TR, ZRPBEASN TOWRVWEHITOVWTOHAELLED
TRHEDXNED> SR L 7z,

C. BESERE

#iILplicont, #52~3, 9~10, 16~17, 23~24, 30~31, 37~38. 44~45,
51~52, 58~59, 65~66, T1~T72, 79~80, 86~87 HIZHEL7=e ChbHD>b, #E
79~80 HB LT 86~87 HicDWTid, MBI L Y, AEREIPHBH YLD AR
o, FHEDONRI» SBRA L,

EEEMIZONT, REFHRERES2~3HBLUI~10 H. RERARIZ. EIRO
~T, T~14, 14~20 HiZ, HHBIWHEEHFO~4. 4~7, T~14, 14~21 BIZHEL
7o
D. MR

EZHIZODNTHE GG 2 AR AT 5 RFECHME. RRHE O E T, BEXATEREZER
ULTHE L, Ml 5. BIEH., BETHS XUCREKREHICSBLE, ¥5i0, #&
SRR 2 8 B L URERNE 2 BRIOSRIICEWT, BEME 1B LATS /P
EMEERBE LB L. FhUSNOBHICOWTIE, REY (REHGsE#EE L =5

8



Bid. BRA) »oRERES 2B LI TCOHRERBYMIIOVWTEL. EHREN
RHBZEH T i, 4HTRIGRER L -BWoMERIX. 4 HAMIC, SHT
ZEEERLUZHHodERE. SHEAMIC. 4B LU HOBMBEEE L TED LN
bOIX. 4BLU5 OAHIC. ZhUNITESERCHEL =,

E. %

ZEE. B3 10 ARRSER(ES T B)»5, B 2EMRsE (85 15 )25, X
RBeHRATHET, JHEMZBEL LTABAOKE L : 1 CEHRABI®ILICL-
ok REOHRL. BAATHORTFOREB LVEROMBREICL DTV, £0H
REROOLBELTHE,SHMEL. FHAICHT Lk,

RERERP S, ERICOVWTRER ((RETYE /REEDE) x100). KK (&
BEME/ ZRHYE) x100), AEHAKRE» S XEEADE COHBBLTZOMIZH
RULRBEHORRE KD, 25, XEAMPRFORTE XTEENRIC LD, 2B
PRRFIC T REE B K OF 1000 mg/kg R EHO, T 2h. 1 BIUSHORBYLTZEL L
O, Iho0BYLOREBETFELTWEEBHICOWTIX., REBKHERS 1T H
CEM LT, AFNOBICERSEA I TV 2SI e RRE ¥,

F. 2% - WERREBOEBE

H/REDH. RELEMIE, 22 BRI ETHEI R -,

SBROMBIL. M 20 HPSERE 25 BFE TO 9~11 BT, B SOHMS 20
ZHREYOBRH L VW EoRBROEREZER L. FROBEBRBEFTEERFIZONT
XD BREEBR L. BEEBEFCERP S AFICDNTIL, SHETEO—HRRED,
SR EDA AL LM L Tk L=,

DRTETEHRRBLZHEZOHHLE L, ThaWBOHEHEL T, SHERRAL =20
ZOWT, BESE (EROO~2HBOBE) 28E L. HER (RRHEHEER &
IREME) x100) ZEBTIZOVWTKDE, £/, BEI1HrSE8H, HEREZHEL

7o



G.

1. HBY

RCHWIE, MESEERECOWTCEZOARLARKICHA L, TEE, HRIER
R, BREA, RER. B8R SILB2SCHESEIEREE2MHLE. HHLUESE
H-lBo>5, BEBIUCER K77V HTEHE L(EHRER 0.1 V) U BE%
0% TN =) L), ZOMIZ0.1M) VBEE 10% RV <) VIBBRICEE L TRE L.
REORDOSNHE - ., 25 TCTEEA, BB HE. BRLEK RER. BEE
BRUHTBREEICSWTIR, BRI TS 74 VHIFEL, A MY Y V-2
VUyREERTo T, REMBREAEZERL. 2FICOVTHRELE,

#5 B8 HECEEFELEZEWE. Z0BHIZ2H 22 MSIVES—)VF b ) D LKEE
TCRkm - BFEX TR L (EHFES). SRl MEREEREORBOLERE
ARMICHEL. BEESBERINAE/MIE. 0.1M ) VBEF 10% 5NV ) VBB CHEE
LTRELZ. £, TEEA, PR B ER LA REE. FES IUALER. &
SN, OFTMBLBICHEBR L HIIBWITRBEORD SN, 5. HiK. W
BBLUEIBZHEEL. REOAREARMICHER LR, BRBIUBERLEKZT7
WCHEEL (BHREZ 0.1 ) U BEH 10% T~ ) Vi), 2otk 0.1M ) Vg
& 0% TNV ) VBRBETEHELTRE LE. ThbH0d>b REORDSNFKICON
TEHBEIR ST 74 0HE L AT PRI — 23T U REARTT - THEMER
BMAZERL, MELE. £, £ 0T TEREA, BRI, R, BE LA BHE.
BIMIEED L UCREROKEEASERZFER L. NREBIUSHEHOZA, K5V
CHBIVEEEHCIBVWIRRLEENER Ui ozfliconWTREA LR £z, #
RIZBWIHAZHOBYMTERDPRD S NEBRICOW T REEBIREAEER L. N
BEBIUBHERHOSAICOVWTRE L =,

0. ey

T - FEE W, MESTIEBEEIIOWTEREOAFRLPNRVICHEZE L. THEE, B
KB, B, FE, REBLCE2SCHESIESELMH UL, Bl LSS - 8
D35, WEFIT7UHMTHEEL(RPRER 0.1 ) VEMEE 10%FV<) VB, T

10
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HIZDOWTE, BREEAERZ. ZOMOMEKE L &I2 0.1M V) BERH 10%FL<e)
BHRCEELTRE L. REOHDOSNHE - M. BLOTERMEA, FRER. IS,
FE, EHBLUET. BECHTNST 71 UFE L, AR MR LY -2 VU
BzTo T, WHMABIEARZMERL, 2licoWTHREAL =,

EHEFIO> B, S LUGIEME 21 Bz, 2R LN LARP > AT 25 HH
YMHIE, BRRBOARY PNV EY—VF M) Y AKBET T, JLC K hBIES ¥, iU,
MESERBSEORBFOABRERBNICHRL 2, TOB, RESHEINZ4EIX 0.14
D ERAEM 0%V ) VBRBTCEELTRFELR. £ FEERHL. EREREA
BREICEZ /=, 0.1M ) UM 10%F <) VBB CHEELTHRELE. 2hsofh,
THEE, FRER. R, EEBLUE., R5TCEATBLUHBESYOIRRICEEOR
HHENBH. L. B, B, WRBIUVEBIEZE>LWTHRHH L. BREOFELABRN
WRERR L =%, BRI 77 VM CHEE L (REIMRFE 0.1 V) U ERERE 10% T~ ) i
W), ZOMOIBE - ML 0.1M ) U BEFH 0% TNV ) P BRBRCEELTRE L, £
EVBREINEZEMIBECR T 74 VPR EL ARV Y -2V U RE
o ORBEMEEEAZER LRE LU, 2, FTHEE FRERE PR 78, BB X
VEINEEBLIUVSHEEHO2H, ROTICFOMDEBEHIIBNWTAETH > HIC
DWTHEMBE R R L TRAE L, 52, BRICOWTIE. PHEBROBEER
FOFRIIBVWTHREIEREIN 0T, 2>V TREMBELAZER L TREL

7",
- O

2) HER

A, ERBORE

BBYOIBRTE r2wAL-ORE®R OB L, BB, HENCERE (EFR+E
LR) 2. AERICOVWIAERTHLOEELBE L.

B. KBS XUCRBOEE

FH, ECRBEHZ, RCRBEBICHBRLEZ. EHERICOVWTR, EB 1H» 61T
DELCHGANREOERESD—RREBE2EHEE L 2.

11



C. HEER¥ R

BB ARICRBEEREE S (RANE UCHERER40L) ICRB L. RBERBD 8T
R RV AT LR o 2.

D. {REHIE

%80, 4, 7. 14 B2 HICEEMNCHEL, SECLCBENOLHELZEH
L7z,

E. MBI UEEROHE

BB OTBRIFIB I SN EZERBERR ST HBRBERCBNTHIONZERRBEB L
CEERE (HEBERE) CESE, o5 (BERE/ERER) x100). £RHER
((HEE R/ FHHRER) X100) BLUHER ((HEERE/ERKR) x100) 28¢
Lo Tz BB OHIIBITF 2L (HOoERB/ERE) X100) 2Rk, £#4H
OFRBEHERBOFABICEL X, ABIHOLREEZEIC, FERO4HoEER (&
BAHEBEERBGRAERHOLERE /% 0HOERE) x100) 2EH L., £®4HICSH
JoMHE (oL RE/ERK) xX100) 2Kz, 5. AEHERBORAE®ROL
BB I U 21 BoBIF24EREEHIC, BALE (8% 21 HOERB /4% 4HE
RERBHABRROLERE) x100) 2HE L~

F. Bl

FEERIE. ARBEOEREHRBLTHKL., 10%FIN <) VBERICEE L TRE L.
HEOHORCRICOWTRMi2HH L CAEEBRERICEEIE. BB LR >ZHAEE
BLHE LR, KEZBAGHDZ VX, BRIDPBEDSNERCRICONTE. BEBLT
REOHZET> .

RELREOBRIC LV ELEARIRE. T—F VE2RASETEEZ E%, HRL,
10% NV~ ) VEBIZEE UTRE L .

£ERI. 2pIEER 2l HCZ—FURAIC I DBIEI R THBRLE. 20K, BE

DNEDLNEREF 0. IM ) VERER 10% T <) VIEBICEELTHRELE,

12



7. KRERE

HRAFORAEE, ZRER, Zh¥E, HEROEBEBELRBEEIIOWTIX Fisher D
EREERRE  21To k. FEMABEREMR TR, VL — a3 LEF—% &, Mamn-
Whitney O UEIZ L b, BtE7 L — FOAEHMEIX Fisher OEBEBRFMKREVICLD
BB A0 AR EHLOMOARERELRITo> 2. ZOMOFT—F I, BEILIZHES
NI, 5V litter TLOFBHME 1IEARL LT, %7 Bartlett H"MITX b &#HO
SEO—FELDWTRERTT> Lo AP —RTHIBACE. —TREEOS B2
Waffn, BECERELIRD 5 h 38413, Dunnett ¥ Kk W SELEBET o/, —
. WIENDPORTHBDOLRIBEBIUFEDP—KTRVWEBAIZI. Kruskal-
Wallis" DMEMIEZFT, BEICAREIED 513 HAICIE. Dunnett 2 OREE
KO ZERBEIT> k.
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I. Row
1. —fRiRTE
1) 4 (Table 1; Appendices 1-1~1-4)
MR 16 (BYHS : MX01006, %5 47 HFET) BT 1000 ng/kg & 5FICSH
(B9&5 : MX04001, #5 41 HIET ; B#ES @ MX04003, #% 6 HET ; HMES :
MX04004, #&& 12 HIEL ; BWES : MX04007. &5 12 HAEL ; BYWES : MX04023, #
5 69 HRE®W)., HLHARBDONiz. ThHOBWIE. 1000 ng/ke BEHO 161 (BHWE
5 1 MX04001) icHiZ OERMPHE S hizftic, XL ECRBEBRI Do, FKR
KBWT, MTFERTHRFEDONEZZ DL, SThS50HME, BEBEOBRIICK
DT LD h, R5BEDERD L IIEELRWATRICE L T O X &
& U7z,
BY&S MX01006 : REFAB IR KOE.
BMES MX04001 : OHBEBREOHEEHER, & L UHEGECRBRYERRAHE., JEAN
P EH EREY.
BWES MX04003 : AAEFIB X UCHEACHBRYERA G EHBKOLE,
BMES MX04004 : BPIER(TE O REIC H AR IR G, FREAIC R EREBEE L TRAK D
ARICHE,
BYES MX04007 : MERKAARRICHE L, MERIE CHEAREINE.
BY& S MX04023 : FERICIEREY. AMREAICHRRDERECY.
ErEpIcid. BE BREGE, HAREES 2 VWEERAROBEEREREPNBHEZST

BECBREINED, AN OBERKELEZELCITDShRP o7,

2) i (Tables 2; Appendices 2-1~2-4)
ST AE T, ADC ORRLIIEBIRICIRED 2 WIIHEERI B2 S HEFICHK

REANEOHRTH>)=0 LU, DHBICRIREBOEE 2R T8YH 100 ng/keg i 2 1,
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300 mg/kg iz 1 41, 1000 mg/ke i 3HIBED LNz, ZNS5D S B, 100 ng/ke @ 141 (B
#+5 1 FB02005) X, WHE 1 H o BHIC2HERIH LTS ETOM. MRS/ TEREOHK
EARBILULENHEEIN=, D 145 (BWEFES : FB02019) . WE 3 HICFRRE
DEREIN. Tz, COHPS, BREFORWL. BNOEABLUHEIHEIN, B
HCEBEHOEESGRBLUVEEXRETOIRD N, Tho5DS5 5, MR, 2HERN
HELEHORBCTHI2MWETHE THESN =, 300 ng/kg © 141 (HYWES :
FB03004) iZWE 1 HA5 3 BEE S ECHREROHMB LU IEIHREh, WH2 O
X, EHERPEL Lz, 5. ME4HICIE, HIE,. BREHORMD. NEH/ TEL
OREFRBLUHREXRETHIED SN/, BHIKRE L HIMT L CH L 7z, 1000 ng/kg
BE5HTIE. BWEIHETRREUNMC—BREBOE LIRS R o= 1 4 (B9F
5 : FB04001) A5, W& 10 O»SHE L THE 14 HIZEL Lk, £ 181 (BHES
FB04014) (&, WHE S HICLENZDHh. BHE L Lz, 5o 16 (BHES : FB04013)
Wik, ME4HCHE B L UCEREHORDPERIN . BREFSORDIBOICEI—H
EE b, ML, WE 16 HICEET2ET, #ELTRADONE, 2O, WE 12 H
DI HREHHOHFBUERE N, BE 15 ok, SHERMEE LE. Thdofbic,
XNEEO 14 (B1EFS : FBO10LT) OWE 1 HICSHERETHRD SN LN, WEH

RhH - RRBEHEI D> o7,

2. k=E i

1) i# (Figure 1; Tables 3~5; Appendices 3-1~5-4)

300 mg/ke RSB DKL 92~99 HOMMEN BB LB L THER (p<0.01) RSEE
R UfC, REBSLITEERMOVWTRIZONWTH NEIE A FRSHEOBICHER

ZEIRDoNARPoTz,

2) M (Figure 2; Tables 6~8; Appendices 6-1~8-4)
REE, TEHBLIUHEHOWTIAOREIZOWT Y., KEB L UEEMICIT R
L AN KESHLOMIHEREZZO SR o7,
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3. BHHE
1) ## (Figure 3; Table 9; Appendices 9-1~9-4)

NI A BREHLOBCARZIRD S hikdr o,

2) ¢ (Figure 4; Table 10; Appendices 10-1~10-4)

WTNORHS, AFREFE A AR EHLOMIIEREZIRBDOSNRP o,

4. ¥EH (Table 11; Appendices li-1~11-4)

BEHBRO 2 BRMICE2MANRECE. NEEESCEHICHEREEDL 1HTOR
b=, REBKRBRIEIVWTNOHFREER Lz, R5RAT ORI Z N R & i
T3&, HEFCERDSh R o725 HAMOBYH 100 ng/kg 33X 1000 ng/keg #%
SHICEDH SN, 1000 ng/kg HEH TIIFHRBEOR BB AR L LERLTPPERL
7o

BEHEGBICHAMSEL L BPOBEEIINBHL A SREBLOMTEIRED S
Ny o, FHYRBRRBABICONWTE, WThoREH G EHHEIIZEH Ld oz
1000 mg/kg HES W TIINBHEH L OMICARE (p<0.05)DBAD SN,

5. XXElAk#E (Table 12; Appendices 12-1~12-4)

EHANRR LD, BHER LRD o2l oR S Wik - RigEN, R
&1y (B8 ES . MX01019 33 X OF FBO1019), 100 mg/ke HE5HICE& 24 (BYES !
MX02010. MX02021, FB02010. FB02021). 300 mg/kg ¥ G5 EEIC% 36 (#HES : MX03003.
MX03006. MX03010. FB03003. FB03006, FB03010). 7 & triz 1000 mg/kg #GEHICHE 1 41

(B1&E S - MX04009) B LMk 361 (B#&S : FBO4003, FB04004, FBO4003) & 5N
7zo LPL. ZHE, AEHEGEIGSXRECKELEARBLUZOMICREE L =G

DEEICIIN B L AN BREH OB TAREIAD SN AP o2,

16
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6. HEBLUHERR (Tables 2, 17; Appendices 2-1~2-4, 17-1~17-4)

MNEEEO 16 (BWES : FB01025) A%, 4k 25 HICZE > TH AR LR o721z 0FIR
L&l s, FUIOFEAICKTCHREPBRLTWSDONRADSNE. i FHFERO
ERBE (id) »o. 100 ng/kg BL UV 1000 ng/kg #EGFHORX LA (HYES .
FB02004 3 L Tr FB04013) &, BERICAE 25110 &EZ 5N 35D 2BIKEBORE
g o ChSOMICHMICBEAE L RBIIREI BRI o2, Fiz, HE
FBLCERBRIC O AREEL A FRSBOMTHAREIRD SR o)z, HERE
KOWTIR, WEHASIC—RREBOREIHEEI N A0 KREFOHYIC, RE2ED
TR LV EHETHOBABAD SN, ZHSUNOEYICREIREEI R D

272,

7. REREMR
1) %
(1) H#FT R (Tables 13. 13-D; Appendices 13-1~13-4)

FJECH| (Table 13-D)

NI, BEPOBRBRECIZEEIOSNIBEUANICREBBEESI NG P o2,
1000 mg/kg #{HFTIX. 16 (HPWES  MX04001) CHEEONEEB I UKL, 25T
IR EERO/NRLHBEI N2, £ BE SIuBEBS XCRERO/NEED 16 (8
VIFES  MX04004) 12, KB, HREE BB, sivBBS X UCRERO/NEAD 16 (8
PIES - MX04007) ICEIRE Nz, EEBELUAN TR, 16 (BPWHS : MX04007) OB
CERMED SNz, TOMOBYITIZIIGH OBBECHEL OFEUNACERIHR
Ehrdp o,

ARG (Table 13)

RRB LR LERo/N B BB X 1000 ng/kg #E5HICH1H (BWES .
MX01021 & & T MX04009). XEHE D /N H{LDH 1000 mg/kg R SRS 161 (BPES .
MX04025) BRI N7z, LMBELATIE. NEHEO IFMICHEIEDH SN, 100 ng/kg
RGO 1R DRI Nz, 100 ng/kg REH TR, FROMED 1 FlIICED SN,
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100 mg/kg BL W 300 mg/ke REBTCRMORBRIM 1HATORDLN. F/z. 1000
ng/kg HEHTIIEMOMEA, HKEt, REOHELBIXIBROMLRD 1 HIC, EXH
Znigatd 1 @D bz,

(2) FREFHERET R (Tables 14, 14-D; Appendices 14-1~14-4)

Fefl (Table 14-D)

MNEHO 14 (HPWES - MX01006) B XL 1000 ng/ke BEHO 1 A (BVES :
MX04023) I REIIRD SN ok, 1000 ng/kg BEHOMBOFITDONTE, 14 (&
WES : MX04001) OFHERICS 17 4 v e IO RWEMER R Z 4 5 BB OBHH
ROLNTZ. Flz. BHMBCETAFEBSLXUEKEMBOIRO SNz, BEVHEZN
t(ﬁﬂ@ﬁiiﬂid)‘gﬁll&iE%ﬁlitA&:’ﬁﬁa“h‘f\ HaEE RO Nz, THhHD
fitis, AICEREEOMEICR ) VY REEIZO SN, LRSI UERICZHFRROER
PROLENT=, BEPHOMRAFICEC L2 36 (BHES : MX04003, MX04004 B LT
MX04007) DOAMEBE IOV TIL, ﬁﬁ% (5~ 6:8#R) B LEFRVFBO OGN, BRER
Himahiaroik. ch O, SMBEICEI T 2 WM EAT RO MO NRH» 5 R
AL,

EHERB] (Table 14)

BHREBLUHBICED ONERREUTICRT,
(F#k)
WIFhOBMIC b BBERBRS P ok,
(BB X URE L&)

BERAUDERENRP > EFIIONTR, HEEB LU 300 ng/kg REFICERIRD
Shladroiz, 100 ng/kg BEFTIZ 24P 14 (BHES - MX02021) OFRIICHFHAED
ZRrFEDH D, hofcBEIRD Shkd o/, 1000 ng/kg 5% (BWES .
MX04009) Tid. MAKERIZS A7+ v e lilROWEMBIREH S HREOEEI RO
SNz APIOER LAEDBIICEIHFNILALHEIL T, HRBENZEDH SN,

HRMDPRRE NSOV T, MEES LT 1000 ng/kg HEFHOF LFIORKRIC
HRAROZEIPHEEINZ. BR LK OV T, 1000 ng/kg BE5HD 1 FIOBRERNI
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ARBEIPRDONE, CHALOREORESLTHEEIC W TIIREE L 1000 ng/ke
REBLOMTHEREZEZRD SN R o2,

(%)

WENORICd REIIBREINRD - -,

(FiZBRRE3E)

HRUEDIERIN BRI ZFICONTIE, 300 ng/kg HESBHIZBEIRD LN RD 5=,
AR (BYES : MX01019), 100 mg/ke S5O 2HH 1§ (BWHES : MX02021) B &
U 1000 mg/kg BRE5H (HWHES : MX04009) OMHIC) OV IRFJEVBRE SN, BEkOD
ARG, MBS X1 1000 ng/keg S HOBRBEIBAEINEFACOVTHRD LN,
k. CNLORSBICE. LEHIVRERACTIROBELERSLEN, LWIA
DOFTRIZDOWT S, WEEEL 1000 ng/ke H5H L ORTEREZIRD SRR Doz,

(BEERR)

WENhOHICH BHEIIERS R o7z,

(FARER)

wEREHPERIN R - ENEE (BWES  MX01019) B LT 300 ng/kg RE5HOD 3
#irg 141 (SES : MX03003) CEMMORBMEEISIRINEZMCEREIED LR
o 7o

(B

AEEBEB L 1000 ng/kg BEBHOWTNIZS . eosinophilic body, SEEMBR LUK
BIoBII 2 EEMRABIRD SN, MELMICAFREIROSNRP o2, T,
1000 mg/kg 5D 2 HIIIBROBEISREI N, Th 5055, HIRFICEREOME
LS ERIPRD SN, BUKAEOHEIED S, REOFRENKRHEE
POF LB TE < BEX N,

(BB R EEE)

BEISBEEINE 100 ng/kg BLY 300 ng/kg HEHOE LAORHIZDOWTIE, 100
ng/kg WEHOMICEREMOHM, V2 /RB X IFFROEN, R 5 TICEKMOEER
DEgE N, 300 ng/ke HEHOHICREIRD Shkdroz. . MEIEESH
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F-rEBEORMOS b, 2HICERMEOZEROBLIED S =H, o 1 AICRESBIR
Ihd ol HROBEIN 100 ng/kg BEHOKFICIIHmMESR D LN, HEB X
VCRETERIC) kB LUv 70Dy »—YoELWEEIREI N .

2) M
(1)#4AT R (Tables 15, 15-S/D; Appendices 15-1~15-4)

FCB L UHILERH (Table 15-S/D)

300 mg/ke % S5BOBHBRFITIE. BHEIHER L. BRICKELE X CREOMMLD
HOLNF. E2. HIEMEORME. BES X URRONLR S BB OEAHDER
&Nz 1000 mg/ke BESBEDOILEHIC & BMITEAS & W ELD 5V IXREOHEHD
BOLN., ThHD> b LPICIIEEG RS> BROWES. D 1 IiCiZkEEMAES> REO
HEtSZnEhBIRI N, £, SPORBI/NEEDRED SN, 2 IR EL»E
oM. TNOHOFROMIS, 2HDKEERI/NELES, 1 PICIXBREOBEHRB X UE
WL S ICEIBOEAD. D 1 GlOMIEZIIRANED Sh. RO 1 MIi3HoB#ET
£BLTLIIC BT 2 REEI BRI Nk,

EHEE (Table 15)

AERETIE, | PIOMOAEITKENRED 5hiz, 100 ng/ke BEBTIX, 2 PIOFHIC
MBS A DSBS 5 N7z, 300 ng/kg REBOBRICIE. 1 PUCIXEMOREEMES £HO
FAD. FIO 1 NI BEEHRED Sk, 1000 ne/ke BE5BTIR. 1AOEMERO K
B SIS b Mo FEFICOVTIE, HBREOHIC TEA S X B I AREDO M
YIOREE %4> BADBIER S W= U REIED SN h o J,

(2)FEAEMEZPT R (Table 16, 16-S/D; Appendices 16-1~16-4; Photos 1~5)

SRCB L UHIERERS (Table 16-5/D)

300 ng/kg H L5 OHILERM OB TIL. REOEMRME IZITRES JUEREN
PROLN, BRKMES L TEABCEWEELRIRZD SN T, BREAZEIMREE
RO S5NT=. 1000 ng/kg BEFHICBWTHRROFTESBAET 2D 1000 ng/kg #
SHTE BRUCEBESIXUCHEICFFRIFLSEE L, BEICFEAERAEHLNR
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Hoh, BROHE. DIVEBEBTLEOBEER W EBABREZHEN S E1L
HRAEDONE, F5IT, 1000 ng/kg HEBTRBRCHEBERFEORD SN BHbH > /=0
s, EHMIMOSHICHRBRINTVWIRES Z2VWREBRICBI 28HUWED
1000 mg/kg {EHDOFECHLVETLBERMC RO SN, 2. REOKFRAMIKEE
® 300 mg/kg LT 1000 mg/kg HEHOECH L TFELBRAICERINEL, Chd
OFITIIHEBR L TR SN,

1000 mg/kg HESHOFKTH DS 5, MRFFICLMORE R LUMOBRTE2PBIRS
EHITIE. OHOBEMOEMEDB L UBHLEIRD S N/t BIREITOH. RETIC
SEX FHEBICHREENBRD SNz,

300 mg/kg B XU 1000 mg/kg HEFHOHFIBRF TIX. FIRFRCHOREIEESNE
. 300 mg/kg B EFHICHABEMBICEME L URTE LROAFERIED S, 1000
mg/kg BEHFITIT, HBB LR, RENES L THRICHEFEREIBDOLSNEZ. Th
5DOPDREICIEEEMEDORERBED SN,

PLEDflz, NEEREDPERDOSNZBRIBIBEFEZELTE L. BEABROWEIIR
5h3HD0, BEABNLORD SR WA H iz, Fhy NEEORDSNTHRIZE
LTV, .

EHEESIH (Table 16)
BEETBIUHBICEDSLNTEMRELTIEART,

(T k)

WIhO#HYICHREZBEES R T
(ERBR)

WIhOHYICH BETHES LB, o
(B 5L)

WThOBWIC b BREEHREShidr ol
(FEAPB L UEER)

WIThoBPicd BERZFEES W EP o,
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(F)

WIThoBIcd RERBERI WD o=,

(BEhE)

REOHFEEMRMER > VICEES L UHE 0B HMEIBRHICRD S N=M. BR
OHIED 100 ng/kg BEHZRIEHITHD SNz, Tz, 100 ng/kg BEFH T, KEH
HBURMBEORBEOHEN 1LAICED NE, Chsoftic. MEOY /iREH D
100 mg/kg #R5EIC 1 B KT 1000 mg/kg e 5HIC 4 AR SN, 1000 ng/kg LEHT
I OBICHERE (p<0.05) BFHBNE, Chdo>5H 1000 ng/kg BE5HOD 1
PICE. AESOESENIBREICEIE EICHE L. SHCREkiEs. EB LU
HicikBshr s s, RECIEBEORELLED SN TS, MEDOY &~
NKERZI NS ORECHEMELEEMTH o2 —H, ZFOMDHZDONTI, ) 28
REBEHEAETIHRERIROSNT, Fh EULoBRED 100 ng/ke FHS5HLAFOEE
REDTHo =,

(MR RESEE)

BB KEDP SRS N NBREOMICIE. EHitoRE L EDEMRITFD SN,
. BMEESHoSRXI N 100 ng/ke B E5HO 2 FIOFMICIE. BRERCIRBRMEORKE
PR SNz,

(3) FHIK¥ (Table 17; Appendices 17-1~17-4)

ARBUCNEEE L AN RBRSHOMTAREZIRD S b o7,

II. H&ER

1, —#ARREE X U #4# (Table 17; Appendices 17-1~17-4)

HNEBETIE, HEHO2ERIARROBE THARDO LN, INIT ARy bHFBDHLNR
hode LB (R8-S : FBOI0LT) A5, 4£# 1 HI2M3EL Lz, AIC #R58TIE. &
YO —BREBOBLICHES WEREOARICL b, HERCEEVERINE. TRDB,
100 mg/kg # 5B TIX. 18 (REWHES : FBO2005) 0%#E 1 HIZ, £l INVI Ky
FEROLENRLSZD, KREVETLTCEHREC LE, fD 1 (BBWES :
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FB02019) <ix, A 3SHICHAWICAH B ZS S hixd{kb, BHITIIERBHETL,
VI Ry FbBRDENEL RS2, CNDOORE., ZOHBIE LU TEBRTHETICEAD
BT L7z, 300 mg/kg #E5#H X, 18 (B#HPES : FBO3004) OE® I HIC, INVI R
Ry bR b, KRBHETLTRHLMMSEL Uiz, 1000 ng/kg &EHOD
%118 (B#&R-S : FB04014 3 XU FB04001) ik, £# 3 HH L WVIXER 14 HicHREY
DIET LZERIC, RICHED RO Sz, BB IV IRy P BOSNRDP oz, F
7=, 1000 mg/kg KE5FHOMD 141 (REYES : FBO4013) TiX. ERABICINVI AR Y
MFEHLENRL B>, BHCE IS THEREFICRD 2ORHIZEHETINI X
Ry MPEDEIND LS W70 &% 12 HICHEFEDH SN, £#& 14 HICITBHED
DEDHBEINTITHLADEE L. S S5ORROMIZ, 100 ng/kg 580 2 [
(R3ByY &5 : FBO2002 3 L & FB02025) 7% 5TFIT 300 mg/kg #H5#D 1K (RBMES :
FBO3009) izBW T, —FoHERORICARFELGEDLN =S, 300 ng/ke HEFHDOBI
DN, RERE-> TR NRR o=, Z0MOFEYICREIEREIhRD» o,
EEMIOVWTR, HEAKRREINWER TR, SEHTR4ALFABAETH - -
DK L, 100 ng/ke BEBETIX 17 Hih 12 #I, 300 mg/ke HBHETIE 15 Hrh 13 fI,
1000 mg/kg ¥ EHTIZ 6 HIF IMHFEL HEI N, THAHEEROHEICIINFEL
ADC BIESHLOMTEREZR DSk, $h, LEOL D ITHBHREEZ LA
AHAERECHRD SN ERE. SHhFE. HAEORSTICER4ASB LY 21 HI
BI2EERE. S REEE, HAEE, FERO 4 HOEFERITIEX. ADC HF58F & AR
HeOBMTAREIZDONRP oM, BARKICOW TR, 100 ng/ke FFHIIBWT
DOHERE (p<0.05) RETHEH SNz, BFRHIOMILITDONWTIE ADC BI%58F & A HEE

COMTHRBREIRD SR, o7,

2. {k#E (Table 18; Appendices 18-1~18-4)

W ORIl A ROBEICE AR L A0 REESHLEOMICAREIRD SN

B to
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3. WREEEMR (Table 19)

LHFEROERBHE (RICEARETT) Tk, 100 ng/kg BE5HO 1 (BRBYES :
FB02002) iz, &K, HERE. MM B LTAREONEREFEY 1 FITED Sh, AHC
HINIZAEY MBBEDSNED» oz AFORBEICIITED 6FIRD LN T/, O
1 (RE#WmES : FB02004) Tk, 1HOWRICREIED SN, 300 ng/kg REWT
F 10 (BEWES : FB3013) O 1HIcF 7/ —ERH SNk, T/, 1000 ng/kg #
ERTIR. 1B (BBWES : FR04002) © 1 fIIZERES L CHMNLOARTED. &
=. 1M (B#WES : FB04013) D 1FAICAMBIC L2 BEORBVBEEEZ L. Chb
Oftic, HEEED 1 (REWES : FB01017) Tk, ERBREIZDShARr o0 £
ERICINVZ ARy MROLNT. GREBHET LTV,

TR, AESRERECBITI2RER. R5WICER 21 HOJ®TE, HBEEL2S
DEHDI~4BHOHERCERBLUGEESTERBELIBOL SNz, ThBDD 5,
AREEIZONTIZ, NBEHO 1 (BHWES B0 161 (£#%4HRHR) I«
HESED SN, 100 mg/ke BE5HETIX. 1 (BHWES : FBO2002) 0 14 (BT
R) CEE. AREBLTERYS, AEOEE 4 HRRRICHRES KRBRHSE 1 fik
SUCmHNEN 241, % 21 OERRICEMEN  1MZDNE, £k O 1E (B
B¥ES : FB02025) OE® 4 HARRICHRED 1 AIED S iz, 300 ng/ke HEFITH
REAWIIRD SN/, 1000 ng/kg REH TR, 1B (BBWES : FB04002) 0 &
R4 HRFRICAMNMABLUCEEN 16, HEX 15RO H, Hlo 1E (BHYHE
5 : FBO4019) oE#E 4 HAHMREI. MERM 2HBEHERINE, ABTRIC DWW T, 100
ng/kg BEHTENR LY OARBFEHIRAD SN TR (SHWES : FR02002) TELE
BOBSBWABITLROZSH, B 1l (BEHWES : FB2008) 0 1HlO&RK 21 H
ARRCKEIEHEI N, IhHDfc. NBEROV L OTHLBROMEN, N
HESURBHIIBRIN:, BEE 2RO HEROKREE2 XD, 2082 NBEL
ADC B EHCOMTHET 2, ChASOEERDZHEROEEE. ARICELT
X, 100 mg/keg FSBMAR (p<0.05) WIHMULED, ARCELTIERZIRD S
Bipotz,
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( # & ]

1. gi&y

T, B KREMN, BEE. FEBEEOVWTHICY AIC OARBIIHKELEE
LixBEDosNabroiz, £ EMEHCEL TS AACERS50RBEIZD ORI 2,

METIE. AT B E Tl —BIRRE, REMMN., BEARIC A H50BIFDS> Il
ol WEMIZOWTIE, 1000 ng/kg R 5 FH O SHEERO FYRIFRROBIC, XHE
BEOBMTHREGROD SNED, KEHGHTD? S AKOMAIEDLENTNE I RS,
ADC HECKZEETERVWEEZI LN, £z, REREB XUSHRBIZIRE5OR
BIFROohT, 25BOKEEMNS XUTEHARICS A KRFORBARDSNRP 0Tz
L L, AC BREFHICBVWTARRIC2FRBOBLERTHYHIRD 51, 300 ng/ke
LEOEBEFHTIIENLD 20 CHADED SN, CNboflid. BRICEBRHFEDR
Hohi=Zehs, BEFR2IZIDFETLEDO LM Z N, BREOHGEIIRESH
ORTRR>TW, bbb, 300 ng/ke HEHFHTIL. EMRME LROEMD LU
EEFALTIRECTH =P, 1000 ng/kg LEHTIE. BEOREBLITELZBRITLRD
BERE. EESLUHECBIZ2HPROFFRZEIABDOON, BLABALRABULLERE
PERINZ, ChoDZ ehs, BREORRIMRSHECRRIMEEIHZ DL
FAbh,.

ADC ODEGNSBEN THLIEI L TREIIRZETSHES v FH DV X 1EFC
BE-oTHZARER TR, 7y MCEHURRD ShD oM, 1 X TR, BEMOEY
L7D%E L (BEOBLUEMREGR2ELIE, ZRICI - THEBRERET D LD
WEINTND, AEBTIE. Ev L 7%2500 ppn S4 T2 8H%. HES L CHEHN
FLEMRICH>TI v PCEHEAAEIBELTWS D, BREOREIZDHLN TR
Wo LU, BHRCIE, MBI TBA L WO BHEEIC RS RAROE U BRI, FiE
D AC 285 L7-2 8, 25T, 1000 ng/ke |BEHICBIT IR CHO—BIIHAE
ESBROWEORBRMICHEI N2 &5, 1000 ng/kg HEFHOMSHYIZHBIT 2T
X ADC 5L DHETHIMREDIEL SN D, —F. 300 ng/ke HEHICBITLEWRE
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GRS B T20TH D, BHLARBIAFLMCLLBHSNT, AC O
FIRKTE L6 TR D o o H65 T ADC 5 DRETH 5 WHIEXZE L,
¥UYoAEENENI0 L OI—Vilk, BMARKNTHETLTWAIES v MCERE
B SRS L OHESICE S $ TREO/E T2 L, 300 ng/ke REBOBFHHIHSN T
DLEP L BREDNMEEOS v MCHED LN B Z L FREINTWSY . XFRTI,
kg AEL=D10 0L OI—2ilZES LTI BREORD SN > R EHH L, ke
KEYD 50l DI — lERS Lk, L L, EREFHMUEOAEEMIEL L. &5
WERLABICHML . 25 UEEREHORABRESHEOHMS. 300 ng/kg HEHIH
LNEBREDOREICHE LTV AHEEMENEL bh3,

1000 ng/kg BEBOBEOBRIIED ) o RBEICHREDTRD bNI: o KFRIE
KINEHMOSH, 1M, REBLCHEOH S M REERR ST, REORBY
BMELICNBE L TRD SR TH > 2o ZOMBOPITONTIE. WTHD 100 ng/ke
BEBRIHSN-BLL AROBERELTHD., ZhICHBTIRELRDONRY >
I ehs, AC 85 L OBEMIIZLVWSOLEZ NS, £ BEO) VI KEH
RS R BEEER S FICREORBUBMLICOVTIE. 1H0ACREINEHET
B, ARKOS v NCERBETZ2H0THEI Lo, A BECLZHOTIEERN
LEXI LN,

2. HER

INIARY P BERDLNT, REHETL. HE2NIEHEBIEDLTHECTLE
FlHs ADC FREFIHBRENZ, ThHDERFEE. WThsBEYWOWETEIORUICH
EKLTWBZ s, AIC #EFHERO—BRBICEEERIZZRNWEEILNDS, &
HFHCOWTH, HERIFELIRBDSNHERBICHBIT 2 £EHFHOFFICE A K50
EEIRDSNRDP oz, BAEICONTS, 100 ng/ke HEFHITBOTEHTET LN
ADC OFBIZHRE L7226 TiR<, A0 REIIHEROEFERICREZ RIZTRVH D
EEZIOND, BEIIOWTH AN BREOEHEIRDONRDP >,

ERPBLUCHREEZ2ECHEROBEBECIEINBEHEISUTIBHIIRDLNE, FDL5NhT
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EOMRFEAR S L CRBRMEZFHTI2HEROHEEIIOWTS AIC OFRICHKE LLE
EIBH SN > bird, A0 REIHEROBEBICHELRITTRVHOLEL

53,

3. WM&

U EDRBEED S, ARBRFAHT T, AC OEFARK, LRI L CIREBFSRE
HOENRPoT=I RS, EROVICHB JITHER L T 1000 ng/kg/day L#EEZH
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[TABLE INDEX]

ADC: One-generation reproduction toxicity study in rats

TABLE No. APPENDIX No. TABLE TITLE
1 -1 ~ 14 Summary of clinical signs of Fo males
2 2-1 ~ 2-4 Summary of clinical signs and maternal condition of Fo females
3 3-1 ~ 314 Body weight of Fo, males
4 4-1 ~ 4-4 Body weight gain of F; males
5 5-1 ~ 5-4 Cunulative body weight gain of Fo males
6 6-1 ~ 6-4 Body weight of Fq females
7 -1 ~ 74 Body weight gain of Fo females
8 8-1 ~ 84 Cumulative body weight gain of Fo females
9 9-1 ~ 9-4 Food consumption of Fq males
10 10-1 ~10-4 Food consumption of F¢ females
11 I1-1 ~11-4 Estrous cycle
12 12-1 ~12-4 Reproductive performance
13 13-1 ~13-4 Summary of macroscopic findings in Fo males

at the end of the dosing period

13-D Summary of macroscopic findings in Fo males
died during the dosing period

14 14-1 ~14-4 Summary of histopathological findings in Fq males
at the end of the dosing period

14-D Summary of histopathological findings in F, males
died during the dosing period

15 15-1 ~15-4 Summary of macroscopic findings in Fo females
at the end of the dosing period

15-S/D Summary of macroscopic findings in Fy females
sacrificed in a moribund condition or died

16 16-1 ~16-4 Summary of histopathological findings in Fy females
at the end of the dosing period

16-S/D Summary of histopathological findings in F, females
sacrificed in a moribund condition or died

17 17-1 ~17-4 Development of F, pups up to day 21 after birth

18 18-1 ~18-4 Body weight of F, pups up to day 21 after birth

19 Morphological findings of F, offspring



Table 1

ADC: One-generation reproduction toxicity study in rats

Summary of clinical signs of Fo males

Compound

ADC

Dose group
(mg/kg)

100

300

1000

No. of males examined
No. of males with abnormality

Category of abnormality; N

Loss af fur
Soiled fur
Crust formation
Ulcer

= O

25

o= oo

25

— RN OO

25

O=mQOo

231 Vehicle control, Corn 0il (5 mL/kg)
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Table 2

ADC: One-generation reproduction toxicity study in rats

Summary of clinical signs and maternal condition of Fo, females

Compound

ADC

Dose group
(mg/kg)

100

300

1000

No. of females examined
No. of females with abnormality

Category of abnormality; N

Death or moribundity

Total litter loss

Failure of maternal behavior
Incomplete eyelid opening
Decrease in locomotor activity
Emaciation

Hypothermia

pale colored pinna

Reddish urine

Crust formation

Loss of fur

Soiled fur

Piloerection

OO OOCoOOOOOoOD

25

DD etk (D) ok b kit e b DND DN O

25

— bt N D bk (T bk ek ek (O bed ek ek

25

PO =S OOOoOMN O —W

8} : Vehicle control, Corn oil (5 mL/kg)



Table 3
ADC: One-generation reproduction toxicity study in rats

Body weight of Fo males (g); Mean * S5.,D. (N)

Compound ADC

a)
Dose (mg/kg) a 100 300 1000

Days of treatment

9.1 ( 25) 177.2 = 8.4 ( 25}

1 177.4 + 10.2 ( 25) 177.7 ¢ 9.2 ( 25) 177.2 =

g 236.3 * 15.9 ( 25) 236.9 ¢ 15.7 ( 25) 239.6 * 14.3 ¢ 25) 233.2 ¢ 13.6 ( 24)
15 294.1 *+ 28.5 ( 25) 297.9 =+ 21.9 ( 25) 302.6 * 19.4 ¢ 25) 291.8 * 1B.6 ( 22)
22 353.8 + 31.4 ( 25) 354.4 + 28.1 ( 25) . 361.5 + 28.2 { 258} 348.4  26.0 { 22)
29 400.5 * 39.0 ( 25) 398.7 + 32.8 ( 25) 409.8 + 34.6 ( 25) 393.0 * 35.0 « 22)
36 441.6 + 42.7 ( 25) 435.8 * 36.8 ( 25) 452.7 =+ 40.3 ( 25) 436.3 + 41.7 « 22)
43 477.5 £ 47.%8 { 25) 470.7 * 40.2 { 25) 490.5 * 44.2 { 25) 472,1 + 48.6 « 21)
50 506.1 * 51.6 ( 24) 495.5 * 43.5 ( 25) 515.5 + 49.5 ( 25) 498.1 * 55.2 ¢ 21)
57 ‘ 533.0 & 52.1 { 24) 522.4 * 48.1 ( 25) 543.8 *+ 54.4 ( 25) 524.2 ¢+ 60.8 ( 21)
64 552.4 * 55.6 ( 24) 542.3 ¢ 49.4 ( 25) 565.5 * B7.7 ( 25) 543.7 * 67.2  21)
71 576.2 + 59.0 « 24) 559.5 ¢« 50.0 ( 235) EB5.8 2z 61.0 ( 25} 564.2 ¢+ 71,7 ¢ 20)
78 583.2 £ 59.1  24) £E67.3 + 50.1 ( 25) 593.1 + 63.8 ( 25) 566.1 * 73,0 ( 20)
85 605.8 * 60¢.6 ( 24) 586.6 *+ 52.6 ( 25) 613.7 * 64.7 ( 25) 584.2 t 72.0 { 20)
92 621.5 t 63.6 ( 24) 598.8 * 53.1  25) 62B.1 * 68.9 t 25) 595.5 + 73.7 « 20)
99 631.1 *+ 63.9 ¢ 24) 607.5 ¢+ 55.0 ( 25) 644.1 + 68.8 ( 25) 609,7 = 75,2 « 20)

a): vehicle control, ceorn oil (5 mL/kg)



Table 4
ADC: One-generation reproduction toxicity study in rats

Body weight gain of Fo males (g); Mean =* S.b., (N)

Compound ADC

a)
Dose (mg/kg) ] 100 300 1000

Days of treatment

\ 1~ 8 58.8 + 7.1 { 25) 59.2 = 8.2 ( 25) 62.4 = 7.1 ( 28) 55.4 + 7.2 ( 24)
B~ 15 57.8 =+ 17.3 { 25) 61.0 =+ 7.4 ( 25) 62.9 *+ 7.9 ( 25) 58.7 = 8.2 ( 22)
: 15~ 22 53.7 ¢ 12.6 ( 25) 56.5 ¢+ 9.0 ( 25) 59.6 ¢ 10.3 ( 25) 56.7 £ 8.8 ( 22)
22~ 219 46.7 ¢ 9.5 ( 25} 44.3 = 6.5 ( 25) 48.3 * 10.0 t 25) 44.6 * 12.3 ( 223
29~ 136 41.2 = 7.4 ( 25) 38.2 = 7.1 ( 25) 42.8 2 8.1 ( 25) 43.2 = 9.3 { 22)
36~ 413 35.8 7.0 ( 25) 33.8 = 6.0 { 25) 37.8 = 6.1 ( 25) 37.0 = 8.5 « 21)
43~ 50 27.0 + 6.2 ( 24) 24.8 *+ 6.1 ( 25) 25.0 = 7.7 ( 25) 26.0 + 8.8 ( 21)
50~ 57 26.9 = 9.1 { 24) 26.9 = 6.9 ( 25) 28.3 = 6.8 { 25) 26.1 = 7.5 ( 21)
o 57~ 64 19.4 + 10.2 ( 24) 20,0 + 5.8 ( 25) 21.7 * 6.1 { 25) 19.5_: 8.1 ( 21)
:: 64~ 71 23.9 * 13.7 ( 24) 17.2 * 4.6 ( 25) 20.3 + 6.1 ( 251} 17.6 £+ 7.9 [ 20)
| 71~ 78 7.0 = g.8 ( 24) 7.7 % 5.9 { 25) 7.3 ¢ 6.3 ( 25) ) 1.9 2 8.9 ( 20)
A 78~ 85 22.6 £ 7.1 { 24) 19.3 * 5.9 ( 25) 20.6 * 6.5 { 285) 18.1 ¢ 7.8 { 20)
B5~ 92 15.7 = 5.6 ( 24) 12.2 ¢ 6.1 ( 25) 14.4 = 7.6 ( 25) 11.3 = 8.5 « 20)
92~ 93 9.6 + 7.2 ( 24) 8.7 &+ 6.9 ( 2B5) 16.0 t T7.9®( 25) 14.2 £+ 5.7 ( 20}

‘ a): vehicle control, corn ¢il (5 mL/kg)

*%: significant difference from control, p<0,01

LA e .



Table 5
ADC: One-generation reproduction toxicity study in rats

Cumulative body weight gain of Fo males (g); Mean * S5.D, (N)

Compound ADC

a)
Dose (mg/kg) 0 100 300 ic0¢0

Days of treatment

1~ 8 58.8

I+

7.1  25) 59.2 =+ 8.2 ( 25) 62.4

x 7.1 ( 25} 55.4 = 7.2  24)
1~ 15 116.6 * 20.6 ¢ 25) 120.2 * 14.7 ( 25) 125.3 ¢ 13.8 { 25) 114.0 * 13.3 { 22)
1~ 22 176.4 + 23.1 { 25) 176.7 + 21.8 ( 25) 184.3 =+ 23.2 t 25) 170.6 * 21.0 ( 22)
1~ 29 223.0 * 31.2 { 25) 220.9 * 26.7 ( 25) 232.6 * 30.4 ¢ 25) 215.2 * 30.4 223
1~ 36 264.2 * 35,4 { 25%) 259.1 ¢ 31.1 § 25’ 275.4 ¢ 36.4 { 25) 258.5 * 37.7 t 22)
1~ 43 300.0 * 40,5 ( 25 293.0 ¢ 34.86 ( 25) 313.3 + 40.3 ( 253 294.3 = 44.7 ( 21>
1~ 50 328.2 + 44.8 { 24) 317.7 £ 37.9 ( 25) 338.3 t 45.7 ¢ 25) 320.3 + 51.4  21)
1~ 57 355.0 * 45.9 « 24) 344.7 + 42.8 t 25) 366.6 * 50.9 ( 25) 346-4 * 57.2 ( 21)
1~ 64 374.4 * 48.9 ( 24) 364.6 * 44.0 ( 25) 388.3 = 54.2 ( 25) 365.9% * 3.9 ( 21)
1~ 71 398.3 + 53.2 « 24) 381.8 * 44.6 ¢ 25) 408.6 * 57.7 ( 25) 386.1 * 6B.9 « 20)
1~ 78 405.3 * 53.4 ( 24) - 389.6 * 44.5 ( 25) 415.9 t 60.5 ( 25) 388.0 * 69.9 « 202
1~ B5 427.9 + 55.1 ( 24) 408.9 t 47.0 ( 25) 436.5 ¢+ 61.4 ( 25) 406.1 * 69.1 { 20)
1~ 92 443.6 t S58.4 ( 24) 421.1 * 47.0 ( 25) 450.9 * 65.7 { 25) 417.3 * 70.9 « 20}
1~ 99 453.2 + 58.5 « 24) 429.8 * 48.8 ( 25) 466.9 * 65.1 { 25) 431.6 £ 72.5 { 20}

a): vehicle control, corn oil (5 mL/kg)
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Table 6

ADC: One-generation reproduction toxicity study in rats

Body weight of Fo females (g): Mean sS.D.
Compound ADC
a)
Dose (mg/kg) [i] 100 3090 1000
Days of treatment
1 261.6 * 17.2 25) 257.9 = 19.2 25) 259.4 * 16.1 25) 261.1 * 14.6 25)
8 ) 270.3 = 21.1 25) 269.9 * 23.2 25) 269.2 * 17.5 25) 267.8 *+ 15.7 25)
15 281.6 * 25.5 25) 282.5 & 27.0 25) 279.5 * 19.4 25) 278.3 + 18.7 25)
Days of pregnancy
0 287.8 + 24.5 24) 288.5 * 27.5 23) 284.8 * 19.3 22) 287.2 * 18.7 22)
7 325.5 ¢+ 25.8 24) 323.9 * 30.2 23) 322.9 * 21.9 22) 323.4 * 20.3 22)
14 360.8 * 26.8 24) 361.9 * 34,1 23) 358.0 + 22.7 22) 359.,1 + 22.2 22)
20 423.1 *+ 32.4 24) 434.5 * 35.1 23) 427.9 x 25.0 22) 428.9 *+ 21.9 22)
Days of lactation
] 330.8 * 23.3 23) 325.8 £ 40.2 23) 326.3 = 32.4 22) 323.3 * 25.3 22)
4 349.8 = 21.7 22) 341.9 *+ 35.6 22) 346.1 * 25.1 21) 345.2 + 27.7 21)
7 356.1 * 23.9 22) 352.1 * 28.4 22) 356.0 * 19.7 21) 351.5 £ 30.8 21)
14 363.7 * 19.6 22) 356.7 * 24.4 21) 362.0 * 21.9 21) 35%1.7 £ 42.7 20)
21 342.7 * 15.6 22) 338.4 * 22.0 21) 344.0 =+ 21.8 21) 342.7 = 19.8 19)

a): vehicle control, corn oil

(5 mL/kg)



Table 7

ADC: One-generation reproduction toxicity study in rats

Body weight gain of Fo females (g); Mean* S,D, (N)
Compound ADC
a)
Dose {(mg/kg) 0 100 300 1000
Days of treatment
1~ 8 8.7 = 6.8 ( 25) 12.0 » 7.6 25) 9.8 = 4.7 25} 6.7 = 8.1 251
B~ 15 11.3 ¢ 8.5 ( 25) 12.6 + 8.2 25) 10.4 = 6.7 25) 10.5 * 6.9 25)
Days of pregnancy
0~ 7 37.8 ¢ 8.5 ( 24) 35.4 = 6.4 23) 38.1 = 6.5 22) 36.2 = 9.8 22)
7~ 14 35.3 ¢ 7.0 { 24) 37.9 = 6.4 23) 35.1 = 4.5 22) 35.7 = 8.0 22)
14~ 20 62.3 + 20.4 ( 248) 72.7 = B.9 23) 69.9 * 14.2 22) 69.8 = 8.2 22)
Days of lactation
0~ 4 19.4 * 10.0 ( 22) 16.0 * 23.2 22) 18.5 ¢ 16.3 21) 20.8 * 18.7 21
4~ 7 6.3 = g.3 ( 22) 10.2 + 12.2 22) 9.9 # 10.0 21} 6.3 t 12.9 21)
7~ 14 7.6 + 10.8 ( 22) 1.6 + 9.8 21) 6.0 ¢+ 9.5 21) 0.8 + 18,9 200
14~ 21 -21.0 ¢ 10.68 « 22) -18.3 % 10.8 21) -18.0 + 12.3 21) -17.2 * 10.9 19)

a): vehicle control,

corn oil

(5 mL/kg)
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Table 8

ADC: One-generation reproduction toxicity study in rats

Cumulative body weight gain of Fo females Mean * S.D.
Compound ADC
a)
Dose (mg/kg) 0 100 300 1000
Days of treatment
1~ 8 8.7 £+ 6.8 25) 12.0 £ 7.6 25) 9.8 + 4.7 25) 6.7 = 8.1 25)
1~ 15 20.0 = 12.2 25) 24.6 = 14.0 25) 20.1 = 8.2 25) 17.2 * 10.6 25)
Days of pregnancy
0~ 7 37.8 * 8.5 24) 35.4 *+ 6.4 23) 38.1 £ 6.3 22) 36.2 »+ 9.8 22)
0~ 14 73.0 = 13.4 24) 73.4 * 10.8 23) 73.2 ¢+ 8.1 22) 71.9 &z 15.0 22)
0~ 20 135.3 * 26.1 24) 146.0 * 14.1 23) 143.1 * 17.9 22) 141.7 * 16.7 22)
Days of lactation
0~ 4 19.4 + 10.0 22) 16.0 * 23.2 22) 18.5 £ 16.3 21) 20.8 & 18.7 21)
D~ 7 25.8 * 11.4 22) 26.2 + 20.2 22) 28.3 + 21.8 21) 27.1 + 27.4 21)
0~ 14 33.4 * 12,6 22) 29.2 * 21.4 21) 34.3 = 20.3 21) 27.9 = 42.6 20)
g~ 21 12.4 +* 17.1 22) 10.9 * 28.8 21) 16.3 * 26.1 21 19.4 + 17.9 19)
a): vehicle contreol, corn oil (5 mL/kg)



Table 9
ADC: One-generation reproduction toxicity study in rats

Food consumption of Fo males (g); Mean + 5,D, (N)

Compound ADC

a)
Dose (mg/kg) ] 100 300 1000

Days of treatment

2~ 3 23.5 ¢+ 2.1 ( 25) 23.0 ¢+ 2.0 ( 25) 23.7 =+ 1.9 ( 25) 22.8 =+ 2.2 ( 25)
3~ 10 24.6 + 2.7 ( 25) 24.3 + 2.2 ( 25) 25.5 ¢ 2.4 ( 25) 25.5 + 1.8 ( 24)
16~ 17 27.0 + 3.1 ( 25) 25.8 ¢+ 2.6 ( 25) 27.5 + 2.3 ( 25) 26.9 + 3.4 ( 22)
23~ 24 27.0 + 3.2 ( 25) 27.5 + 3.1 ( 25) 27.9 + 2.9 ( 25) 27.4 ¢ 3.1 ( 22)
30~ 31 27.2 + 3.4 ( 25) 27.4 ¢ 3.2 ( 25) 28.7 + 3.4 ( 25) 27.3 =+ 3.4 ( 22)
37~ 318 26.8 + 3.9 ( 25) 26.8 + 2.8 ( 25) 28.0 ¢+ 3.8 ( 25) 27.5 + 3.5 ( 22)
44~ 45 25.3 ¢+ 3.3 ( 25) 24.7 £+ 3.0 ( 25) 25.4 ¢+ 2.8 ( 25) 25.5 ¢+ 3.5 ( 21)
51~ 52 26.5 + 4.1 ( 24) 25.3 + 3.3 ( 25) 27.1 ¢+ 3.4 ( 25) 26.9 + 4.2 ( 21)
58~ 59 25.5 =+ 3.4 ( 24) 25.1 &+ 3.1 ( 25) 26.8 + 2.9 ( 28) 25.5 + 3.6 ( 21)
65~ 66 25.5 + 3.7 ( 24) 24.0 ¢+ 2.6 ( 25) 25.8 ¢+ 3.3 ( 25) 25.5 * 4.1 ( 21)
71~ 12 b) 30.3 + 4.6 ( 24) 31.5 ¢+ 3.9 ( 25) 31.0 + 4.9 ( 25) 2B.8B * 4.3 ( 20

vehicle control, corn oil (5 mL/kg)
consumped with cohabiting female

o



Table 10

ADC: One-generation reproduction toxicity study im rats

Food consumption of Fo females (g):

Meant* S.D.

(N)

Compound ADC
a)
pose (mg/kg} 0 100 300 1000
Days of treatment
2~ 3 18.9 &£ 4.0 ( 25) 1.4 + 3.5 ( 25) 18.8 * 3.1 25) 17.3 = 3.3 25)
9~ 10 17.6 ¢+ 3.5 ( 25} 17.8 =+ 3.7 ( 25) 17.6 * 4.4 25) 17.6 + 3.3 25)
Days of pregnancy
G~ 7 149.4 * 16.0 « 24) 148.5 * 19.3 ( 23) 152.0 * 15.8 22) 151.6 = 1%8.2 22)
T~ 14 163.5 2 18.1 « 24) 164.0 = 24.4 « 23) 165.9 * 17.3 22) 165.8 * 19.9 22)
14~ 20 113.7 = 9.5 « 24) 115.8 ¢ 15.5 ( 23) 114.2 = 10.9 22) 117.4 =+ 9.0 223
Days of lactation
D~ 4 105.1 + 11.0 ( 22 $5.8 & 27.5 ( 22) 101.3 = 22.8 21) 108.4 = 30.5 21)
4~ 7 . 119.0 =z 9.3 ( 22) 114.2 * 21.3 ( 22) 121.3 % 19.1 20) 123.8 + 28.2 21)
T~ 14 366.6 * 27.7  22) 358.5 + 24.6 ( 21) 365.0 * 55.8 20) 362.6 *+ B84.8 203
14~ 21 438.9 * 37.7 ( 22) 420.8 = 36.7 ( 21) 434.8 * 70.1 20) 447.3 + 30.8B 19)

a): vehicle control, corn oil (5 wL/kg)



Table 11

ADC: One-generation reprcduction toxicity study in rats

Estrous cycle

Compound ADC
Dose (mg/kg) o) 100 300 1000
Number of females examined 25 25 25 25
Mean length of estrous cycle in days
Pre-treatment period; Mean % S.D. .1 % 4.1 % 0.2 * 0.4
Treatment period; Mean * S.D. 4.0 = 0. . * 0. . x 0. . + 0.3
Number of animals showing each type of cycle
during pre-treatment period
4-day cycle 22 22 21 18
5-day cycle 0 1 0 3
4/5-day cycle 2 1 3 3
Monoestrus 1 1 1 1
Changes of estrous cycle after treatment
Number of animals whose estrous cycle
was not changed 19 20 21 18
Number of animals whose estrous cycle
was changed 6 5 4 7
[Pre-treatment] [Treatment]
4-day — 5-day 0 0 1 1
4-day — 4/5-day 1 0 0 2
4-day - irregular 2 1 0 0
4-day — monoestrus 0 1 0 0
5-day — 4/5-day 0 1 0 2
4/5-day - j-day 2 0 2 1
4/5-day — 5~day 0 1 0 0
monoestrus — 4-day 1 1 1 0
monoestrus — irregular 0 0 0 1
Number of vaginal estrus during mating period
Mean * S.D. 1.1 £ 0.3 1.0 * 0.0 1.0 % 0.2 1.1 + 0.3

a): vehiecle controel, corn ¢il ({5 mL/kg)
* : significant difference from control, p<0.05
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Table 12

ADC: One-generation reproduction toxicity study in rats

Reproductive performance

Compound

a)

Dose (ma/kg) 100 300 1000
Number of males examined (A) 24 25 25 20
Number of males copulated (B) 24 25 25 20
Copulation index; males [(B/A)x100, %] 100.0 100.0 100.0 100.0
Number of fertile males (C) 23 23 22 19
Fertility index; males [(C/B)x100, %] 95.8 92.0 88.0 95.0
Pairing days until copulation; males

Mean * S.D. 3.0 £ 2.1 2.9 £1.8 3.1 £1.5 2.6 £1.1
Number of females examined (D) 25 25 25 25
Number of females copulated (E) 25 25 25 25
Copulation index; females [(E/D)x100,%] 100.0 100.0 100.0 100.0
Number of fertile females (F) 24 23 22 22
Fertility index; females [(F/E)x100, %] 96.0 92.0 88.0 88.0
Pairing days until copulation; females

Mean * S.D. 3.0 £ 2.1 2.9 £1.8 3.1 +1.5 2.9 +1.3

a): vehicie control; corn oil (5 mL/kg)



Table 13

ADC: One-generation reproduction toxicity study in rats
Summary of macroscopic findings in Fo males at the end of the dosing period

Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
CGrade - - + - - +
(Testls) [24] [25] [25] [20]

Small 23 1 25 4] 25 0 18 2

Soft 24 0 25 0 25 0 20 0
(Epididymis) [24] {251 f2s51] [20]

Smalil 23 1 25 0 25 0 19 1
(Seminal vesicle) [24] [251] [25] [20]

Small 24 0 25 0 25 0 20 0
{Prostate) [24] [251] [25] [20])

Small 24 0 25 0 25 0 20 0
{Coagulating gland) [24] [251] [25] [20]

Small 24 [¢] 25 ¢} 25 0 20 o
{Kidney) [24] [25] [25] [20]

Enlargement 24 0 25 0 25 0 19 1

Pale 24 0 25 0 25 0 18 2

Rough surface 24 0 25 0 25 0 19 1

Dilatation, renal pelvis 24 0 24 1 25 0 19 1
(Lung) [24] [25] [25] [20]

Spot, black 24 0 24 1 24 1 20 4
(Skin) [24] [25] [25] [20]

Alopecia 21 3 25 0 25 0 20 ]

Crust 24 0 24 1 25 [} 20 0

—, Ncgative; +, Positive
[ 1, Number of animals examined
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Table 13-D
ADC: One-generation reproduction toxicity study in rats
Summary of macroscopic findings in Fo males died during the dosing period

Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + - + - + - +

(Testis) { 1] [ 0] [ 0] { 5]
Small 1
Soft 1

(Epididymis} { 1]
Small 1

{Seminal vesicle} [ 1]
Small 1

{Prostate) [ 1]
Smail 1

(Coagulating gland) [ 1]
Small

(Kidney) [ 1]
Enlargement
Pale
Rough surface
Dilatation, renal pelvis

{Lung) [ 1]
Spot, black

(Skin) [ 1]
Alopecia
Crust

]
=l ]

[ o] [ o] [ 5]
[ o] { ol [ 5]
[ 0] [ 0] [ 5]
[ ol [ o] [ 5]
[ 0] [ o] [ 5]

o
[ -R - ]

N )

[ IS I ) B W W W

[
coe O oo o o (=3 (=2 N ]

OO0 © OO

=
(S04,

—, Negative; +, Positive
{ }, Number of animals examined



Table 14

ADC: One-gencration reproduction toxicity study in rats
Summary of histopathological findings in Fo males at the end of the dosing period

Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + + +H pos. - + 4+ ++ +H pos. - * + H +H pos. - + + ++ ++ pos.
(Pituitary gland} [24] [ 2) [ 3} {20]
No remarkable change
{Testis) {24] [ 21 [ 31 120}
Atrophy, seminiferous tubule,
unilateral 24 0 0 0 O 0 1 1 0 0 0 1 3 0 0 0 © 0 200 0 0 O 0
Atrophy. seminiferous tubule,
bilateral 24 0 0 0 0 0 2 0 0 0 O 0 3 0 0 0 O 0 19 0 0 0 1 1
Multinucleated giant cell, seminiferous
tubule, unilateral 24 0 0 0 O 0 2 0 0 0 O 0 3 0 0 0 O 0 20 0 0 O O 0
Degeneration, spermatocyte, seminiferous
tubule, bilateral 23 0 1 0 O 1 2 0 0 0 O 0 3 0 0 0 O© 0 19 0 1 0 0 1
Hyperplasia, Leydig cell,
diffuse, unilateral 24 0 0 0 O 0 2 0 0 0 0O 0 3 0 0 0 O 0 20 0 0 O O 0
Hyperplasia, Leydig cell,
diffuse, bilateral 24 0 0 0 O 0 2 0 0 0 O 0 3 0 0 0 O 0 19 0 0 1 0 1
Spermatic granuloma,
unilateral 24 0 0 0 O 0 2 0 0 0 O 0 3 0 0 0 O 0 20 0 0 0 O 0
(Epididymis) [24} [ 2] [ 3] [20]
Decrcase, sperm, lumen,
unilateral 24 0 0 0 O 0 2 0 0 0 0 0 3 0 0 0 O 0 20 0 0 0O O 4]
Decrease, sperm, Jumen,
hilateral 24 0 0 0 O Q 2 0 0 0 0 0 3 6 ¢ 0 O 4] 19 0 0 ©0 1 1
Ceil debris, lumen,
unilateral 24 0 0 0 O 0 2 0 0 0 o 0 3 0 0 0 O 0 20 0 0 O O [}
Cell debris, lumen,
bilateral 24 0 0O 0 O 0 2 0 0 0 O [4] 3 0 0 0 0O 0 18 1 0 1 0 2
{Scminal vesicle) [24] [ 2} [ 3] [20]
No remarkable change
{Prostate: ventral lobe) [24] [ 2] [ 3] [20]
Cellular infiltration,
lymphocyte, interstitium 11 3 6 4 0 13 1 1 0 0 0 1 3 0 0 0 O 0 9 5 6 0 0 11
Cellular infiliration, neutrophil,
epithelium & lumen 16 6 2 0 © 8 2 0 0 0 O 0 3 0 0 0 0O o] 15 5 0 0 © 5
{Coagulating gland) [24]) [ 2] [ 31 [20]
No remarkable change
{Thyroid gland) [24}] [ 2] [ 3] [20]
Ectopic Lhymus 23 0 1.0 0O 1 2 0 0 0 0 0 2 1 0 0 0 1 20 0 0 O O 0
{Kidney) [24] [ 0] [ 0] f20]
ltosinophilic body 17 2 3 2 0 7 17 0 3 0 O 3
Basophilic tubule, cortex 716 1 0 0 17 711 1 1 0 13
Dilatation, renal pelvls 24 0 0 0 O 0 18 1. 0 1 O 2
Dilatation, distal tubule 24 0 0 0 O ] 19 ¢ 0 1 O 1
Mincralization,
cortex/medulla 21 3 0 0 O 3 13 7 ¢ 0 0 7
(Lung) [ o] [ 1] [ 1] [ 0]
llemorrhage, focal 0 0 1 0 O 1 1 0 0 0 ¢ 0
Cellular infiltration, lymphocyte
& neutrophil, focal 0 0 1 0 0 1 1 0 0 0 © 0
Accumulation, foam cell 0 0 1 0 O 1 1 0 0 0 © 0
(Skin) [ 3] [ 1] [ O] [ 0]
Decercase, hair follicle,
focal 1 0 2 0 0O 2 1 0 0 0 O 0
Cellular infiltration, lymphocyte & macrophage,
dermis & subcutaneous 3 0 0 0 o 0 0O 0 0 1 O 1
Crust 3 0 0 0 O 0 0 0 0 1 o0 1
—, Negative; %, very slight; +, Slight; ++, Moderate; +++, Severe; Pos., Total of positive grade

1 1. Number of animals

examined
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Table 14-D
ADC: Onc-generation reproduction toxicity study in rats
Summary of histopathological findings in Fo males died during the dosing period

Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - + + ++ ++H pos. - = ++ +++ pos. - + + H +H pos. - + + ++ ++H pos.
(Pituitary gland) [ 1] [ 0] [ 0] [ 21
No remarkable change
(Testis) [ 1] [ 0] { o] [ 2]
Atrophy, scminiferous tubule,
unilateral 1 0 0 0 90 0 1 0 0 0 1 1
Atrophy, seminiferous tubule,
bilateral 1 0 0 0 0 0 2 0 0 0 0 0
Multinucleated giant cell., seminiferous
tubule, unilateral i 0 0 0 © ] 1 0 0 1 0 1
Degeneration, spermatocyte, seminiferous
tubule, bilaterail 1 0 0D O O 0 2 0 0 0 O o
Hyperplasia, Leydig cell,
diffuse, unilateral 1 0 0 0 O 0 1 0 1 0 O 1
liyperplasia, Leydig cell,
diffuse, bilateral 1 0 0 0 0 0 2 0 0 0 O 0
Spermatic granuloma,
unilateral 1 0 0 0 O 0 1 0 1 0 O 1
(Epididymis) [ 1] [ 0] [ o] [ 2]
Decrcase, sperm, lumen,
unilateral i1 9 0 ¢ O 0 1 0 0 0 1 1
Decrease, sperm, lumen,
bilateral 1 0 0 0 2 0 0 0 0 4]
Cell debris, 1lumen,
unilateral 1 0 0 0 © 4] 1 0 0 1 0 1
Cell debris, lumen,
bilateral 1 0 0o 0 0O 0 2 0 0 0 0 0
(Seminal vesicle) {11 [ 01 [ 0] [ 21
No remarkable change
(Prostate: ventral lobe) [ 1] [ 0} [ o] [ 2]
Cellular infiltration,
lymphocyte, interstitium 1 0 0 O 0 0 1 0 1 0 0 1
Cellular infiltration, neutrophil,
epithelium & lumen 1 0 0 0 O 0 1 1 0 0 0O 1
(Coagulating gland) [ 11 [ 0] { 01 [ 2]
No remarkable change
(Thyroid gland) [ 11 [ 0] [ 0] [ 2]
Ectopic thymus 1 0 0 O 0O 0 2 0 0 0 0 0
(Kidney) [ 01 [ o] [ 0] [ 21
Eosinophilic body 2 0 0 0 0 0
Basophilie tubule, cortex 1 1 0 0 0 1
Dilatation, renal pelvis 2 0 0 0 O 0
Dilatation, distal tubule 2 0 0 0 O 0
Mineralization,
cortex/medulla 2 0 0 0 O 0
(Lung) [ 0] [ 0] [ 01 [ 0]
liemorrhage, focal
Cellular infiltration, lymphocyte
& ncutrophil, focal
Accumulation, foam cell
(Skin) [ 0] [ 0] [ 0] [ 0]
Decrease, halr follicle,
focal

Cellular infiltration, lymphocyte & macrophage.
dermis & subcutaneous
Crust

-— —

—, Negative; *, Very slight; +, Slight; + {oderate; +H+, Severe; Pos., Total of positivi _fade
| 1, Number of animals examined



Table 15
ADC: One-generation reproduction toxicity study in rats
Summary of macroscoplc findings in Fo females at the end of the dosing period

Group 0 mg/keg 100 mg/kg 300 mg/ke 1000 mg/kg
Grade - + - + - + - +
{(Uterus: horn & cervix) [25] [25] [24) {221
Dilatation, lumen 24 1 25 0 24 0 22 0
Retention, watery content,
lumen 24 1 25 0 24 ¢} 22 ]
(Kidney) [25] [25] [24] [22]
Enlargement 25 0 25 0 24 0 22 0
Edema 25 (V] 25 4] 24 ¢} 22 Q
Pale 25 4] 25 0 23 1 22 0
Spot, pale, cortex 25 0 25 0 24 0 22 0
Rough surface 25 0 25 0 24 0 22 0
Calculus. renal pelvis 25 0 25 4] 24 0 22 0
Pilatation, renal pelvis 25 0 25 0 24 0 22 0
Cyst, cortex, right side 25 o 25 0 24 0 21 1
Enlargement, left side,
with defect of right side 25 0 25 0 23 1 22 0
{Heart) [25] [25] [24] [22]
Area, pale 25 0 25 0 24 0 22 V]
(Stomach) {25] [25] [24] [22]
Spot, black, mucosa 25 4] 25 0 24 [ 22 0
Thinning, mucosa 25 Q 25 Q 24 ¢ 22 aQ
Recessed area, mucosa,
forestomach 25 4] 25 o] 24 0 22 Q0
(Spleen) {25] [251 [24}] [22]
Small 25 0 25 0 24 0 22 0
Pale 25 Q 25 0 24 0 22 0
(Thymus) [25] [25] [24] [221]
Small 25 0 25 0 24 0 22 0
{Adrenal gland) [25] [25] [24] [22]
Enlargement 25 4] 25 0 24 0 22 Q
{Lung) 1251 [25} {24} 1221
Edema, right lobe 24 1 25 0 24 0 22 0
Insufficlency, retraction 25 0 25 0 24 0 22 0
{Liver) [251] [25] [241 [221]
Diaphragmatic nodule 25 0 23 2 24 0 22 1]
(Tharaclic cavity) [251] [25] [24] [221
liyvdrothorax 25 0 25 0 24 0 22 1]
(Skin) [25] [25] [24] [22]
Alopecia 24 1 24 1 23 1 22 0
Soiled fur 25 4] 25 0 24 0 22 0

-, Negative; +, Positive
[ 1, Number of animals examined
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Table 15-8/D

ADC: One-~generation reproduction toxicity study in rats

Summary of macroscopic findings in Fo females sacrificed in a moribund condition or died

Group
Grade

0 mg/kg

100 mg/kg
- +

300 mg/kg
- +

1000 mg/ke
- F

{ULerus: horn & cervix)
Dilatation, lumen
Retention, watery content,

lumen

(Kidney)

Enlargement

~ Edcma
Pale
Spot, pale, cortex
Rough surface
Calculus, renal pelvis
Dilatation, renal pelvis
Cyst. cortex, right side
Enlargement, left side,

with defect of right side

(Heart)

Area, pale

(Stomach)

Spot, black, mucosa

Thinning, mucosa

Recessed area, mucosa,
forestomach

(Spleen)

Small
Pale
(Thymus)

Small

(Adrenal gland)
Enlargement

(Lung)

Edema, right lobe
Insufficiency, retraction

(Liver)

Diaphragmatic nodule

{Thoracic cavity)
Hydrothorax

(Skin)

Alopecia
Soiled fur

(ol

[ o]

[ 0]

[ o]

[ 0]

{

0]

0]

0}
0]

0]

0]
0]
0]

0}
0]
0]

1]

1]

1]

1]
1]

1]

1]
1]

1]
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—, Negative; ¥, Positive

[ 1, Number of animals examined



Tahle 16

ADC: One-generation reproduction toxicity study in rats

Summary of histopathological findings in Fo females at the end of the dosing period

Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Grade - % + ++ ++H+ Pos. - ¢+ + + ++H pos. - * + + +H pos. - + + + +H pos.
(Pitultary gland) [25] [ 2] [ 3] [22]
No remarkable change
{Ovary} [25] [ 2] [ 3} 122)
No remarkable change
(Uterus: horn & cervix) [25] [ 2] [ 3] [22]
No remarkable change
(Vagina) [25] [ 2] [ 3] [22]
No remarkable change
(Thyroid gland) [25] [ 2] f 3] [22]
No remarkable change
(Kidney) {25] [25] [24] {221
Dilatation, renal pelvis 24 0 1 0 O 1 28 0 0 0 0 0 23 1 0 0 O 1 21 0 1 0 o 1
pDilatation, distal & collecting tubule,
diffuse 25 0 0 0 O 0 25 0.0 0 0O 0 24 0 0 0 O 0 22 0 0 0 ¢ 0
Dilatation, distal tubule,
cortex, focal 25 0 0 0 O 0 24 1 0 0 O 1 24 0 0 0 O 0 22 0 0 0 O 0
Bilatation, cystic,
collecting tubule, papilla 25 0 0 0 O 0 25 0 0 0 O 0 24 0 0 O O 0 21 0 O 1 0O 1
Degeneration, vacuolar,
proximal tubule, cortex 25 0 0 0 O 0 25 0 0 0 0 0 24 0 0 0 O 0 22 0 O 0 O 0
Necrosis, proximal tubule, -
cortex 25 0 0 0 O 0 26 0 0 0O O [ 24 0 0 0 O 0 22 0 6 0 0 0
Basophilie tubule, cortex 19 6 0 0 O 6 14 9 2 0 O 1 1311 0 0 O 1 17 4 ¢ 1 O 5
Basophilic tubule, medulla 25 0 0 0 O 0 25 0 0 0 O ] 24 0 0 0 O V] 22 0 0 0 0O 4]
Mineralization,
cortex/medulla 206 0 0 0 5 21 4 0 0 O 4 22 2 ¢ 0 O 2 20 2 0 O O 2
Mineralization, artery 25 0 0 0 O 0 25 0 0 0 O 0 24 0 0 O O 0 22 0 0 0 O [}
Cellular infiltration,
lymphocyte, 1nterstitium 25 0 0 0 O 0 24 1 0 0 O 1 24 0 0 0O O 0 18 3 1 0 O 4%
Cellular infiltration, neutrophil,
lumen & interstitium 25 0 0 0 O 0 25 0 0 0 O s} 24 0 0 0 O 0 22 0 0 0 © 0
Cell debris, lumen,
distal & collecting tubule 25 0 0 0 0 0 25 0 0 0 O 0 24 0 0 0 O 0 22 0 0 0 © o
Cyst, cortex & medulla 25 0 0 0 O 0 25 0 0 0 O 4] 24 0 0 0 O 0 21 0 0 0 1 1
Fibrosis, cortex, focal 25 0 0 0 O 0 25 0 0 0 O 4] 24 0 0 0 O 0 21 0 1 0 O 1
Foam cell, renal pelvis 25 0 0 0 O 0 25 0 0 0 0 0 24 0 0 0 O 0 21 1 0 0 O 1
liyperplasia, transitional epithelium,
renal pelvis 25 0 0 0 O 0 25 0 0 0 O 0 24 0 0 0 O 0 22 0 0 0 ¢ 0
(Heart.) [ 01 [ o] [ 0] [ 0]
Degeneration & Tibrosis,
myocardium, diffuse
Mincralization.
artery & myocardium
{Stomach) [ 0} [ 0] { 0] [ 0]

Mincralization, mucosa,
glandular stomach
Mincralization,
muscular laver & serosa
Mineralization, artery
Erosion, mucosa. forestomach
Squamous hyperplasia,
forestomach

~, Negative; I, Very slight; +, Slight; ++, Moderate; +H+t, Severe; Pos., Total of positive grade

i

Number of animals examined

#, Significantly different from control p<0.05 (Two-tailed Mann-Whitney U test)

#, Significantly different from control p<0.05 (One-tailed Fisher exact test)

(continued)



Table 16(continuved)
ADC: One-generation reproduction toxicity study 1in rats
Summary of histopathological findings In Fo females at the end of the dosing period

Group 0 mg/kg 100 mg/kg 300 me/keg 1000 ng/kg
Grade - + + H +++ pos. -z +H +H Pos. - +* + H H+ pos. - 1 + + +H pos.
{Splcen) [ 0} [ 01 [ o] [ 0]
Atrophy
llematopoiesis, extramedullary
Deposit, pigment, brown
{Adrenal gland) [ 0] [ 0] [ 01} [ 0}
lHypertrophy, cortical cell
(Thymus) [ 0] [ 0] [ O] [ 0]
Atrophy
(Llver) i 0l [ 2] [ 0] [ 0]
Fibrosis, capsule, focal g0 1. 1 0 o0 2
(Lupg) [ 1] [ o]l [ o] [ 0}
Mineralization, smooth muscle,
bronchus 1 0 0 0 0O 0
Accumulation, foam cell 0 0 1 0 ¢ 1
Foreign body glant cell 0o 1 0 0 1
(Skin) [ 11 [ 1] [ 1] [ 0]
Decrease, hair follicele,
focal 0O 0 1 0 0 1 1 0 0 0 O 0 i1 0 0 0 O 0

—, Negative; %, Very slight; +. Slight; ++, Moderate; +H+, Severe; Pos., Total of positive grade
{ ], Number of animals examined



Table 16-S/D
ADC: One-generation reproduction toxicity study in rats
Summary of histopathological findings in Fo females sacrificed in a moribund condition or dled during the dosing period

Graup 0 mg/kg 100+mg4kg

300 mg/k§+ 1000 mg/kg
Grade - 1 + ++ +++ pos. +H +H pos. - * + +H+ pos. -+ +

++ +i++ Pos.

{(Pltuitary gland) [ 01 [ 01 [ 0] [ 31
No remarkable change
{Ovary) [ 0]} [ 0] [ 0} { 3]
No remarkable change
(Uterus: horn & cervix) [ 0] [ 0] [ ol [ 31
No remarkable change
{Vagina) [ 0] [ 0] [ 01 [ 31
No remarkable change
{Thyroid gland) [ o} [ 0] [ 0] [ 31
No rcmarkable change
(Kidney) [ 0] [ 0] [ 1} i
Dilatation, renal pelvis 1
Dilatation, distal & collecting tubule,
diffuse ]
Dilatatlon, distal tubule,
cortex, focal 1
Dilatation, c¢ystie,
caollecting tubule, papilia 1
Degencration, vacuolar,
proximal tubule, cortex
Neerosiss. proximal tubule,
cortex
Basophilic tubule, cortex
Bascophilic tubule, medulla
Mineralization,
cortex/medulla
Mineralization, artery
Cellular infiltration,
lymphocyte, interstitium 1
Cellular infiltration, neutrophil,
lumen & interstitium
Cell debris, lumen,
distal & collecting tubule
Cyst, cortex & medulla
Fibrosis, cortex, focal
IFoam cell, renal pelvis
Hyperplasla, transitional epithelium,
renal pelvis
(Heart) [ 01 [ o0l [0
Degeneration & fibrosis,
myocardium, diffuse ¢ 0 0 1+ 9 1
Mineralization.
artery & myocardium 0 0
(Stomach) [ 0] { ol [ 1] [ 1]
Mineralization, mucosa,
glandular stomach
Mincralization,
muscular layer & scrosa
Minerallzation., artery
Erosion. mucosa, forestomach
Squamous hyperplasia,
forestomach
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—, Negative:; ¥, Very slight; +. Slight; 4+, Moderate: +H+, Severe: Pos., Total of positive grade (continued)
I 1, Number of animals examined



Table 16-S/D(contonued)
ADC: One-generation reproduction toxicity study in rats
Summary of histopathological findings in Fo females sacrificed in a moribund condition or died during the dosing period

Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg

Grade - * 1 ++ ++ pos. ~  + +H +H pos. - t + +H H+ pos. - * + ++ +++ pos.
(Spleen) [ 0] [ 0] [ 0] [ 31

Atrophy g 0 0 3 0O 3

Hematopoiesis, extramedullary ' i 2 0 0 0 2

Deposit, pigment, brown 0 2 1 0 O 3
(Adrenal gland) [ 0] [ 0] [ 1] [ 11

llypertrophy, cortical cell 0o 0 0 1 0 1 o 0o 0 1 0 1
(Thymus) { 0] [ 0] [ 0] [.2]

Atrophy ) O 0 0 0 2 2
(Liver) [ 0] [ 0] [ 0} [0}

Fibrosis, capsule, focal
(Lung) { 01 [ 0] 1 0] [ 11

Mineralization, smooth muscle,

bronchus 0 0 0 1 ¢ 1

Accumulation, foam cell 1 0 0 0 O 0

Foreign body gilant cell 1 0 0 0 0O 0
(Skin) [ 0] [ 0] [ 0} [ 1]

Decrease, hair folliele,

focal 1 0 0 0 O 0

— Negative; %, Very slight; + Slight; ++. Moderate; +H, Severe:; Pos., Total of positive grade
[ ], Number of animals examined



Table 17
ADC: One-generation reproduction toxicity study in rats

Development of F; pups up to day 21 after birth; Mean % S.D. (N)

Compound ADC
N
Dose (mg/kqg) 0 100 300 1000
Number of pregnant females 24 23 22 22
Number of pregnant females with live newborns 23 23 22 2z
Gestation index 95.8 100.0 100.0 100.0
Gestation length in days 22.% % 0.5 { 23 22.4 % 0.5 { 23) 22.4 % 0.6 { 22) 22.6 x* 0.5 { 22
Number of implantations 13.0 = 4.7 ( 24) 15.4 % 1.6 ( 23) 14.6 % 3.1 ( 22) 14.7 £ 1.5 { 22

Day 0 of lactation

Number of newborns 11,8 += 4.7 ( 24 14.0 = 1.7 {( 23 13.4 £ 3.4 ( 22 13.6 £ 1.8 ( 22
pelivery index 86.6 + 22.3 ( 24 91.2 + 8.8 ( 23) 90.2 £ 11.0 ( 22 92.1 7.8 ( 22
Number of live newborns 12.1 £ 4.1 ( 23) 13.3 * 1.9 ( 23) 12.7 % 2.8 ( 22) 13.3 = 1.8 { 22
Birth index 88.7 £ 15.3 { 23 86.2 £ 11.6 ( 23) 86.4 = 12.1 ( 22) g0.5 = 9.0 ( 22
Live birth index 98.1 * 8.9 { 23 94.6 % 9.8 { 23) 96.0 % 8.5 { 22 98,1 * 4.1 ( 22
Sex ratio on day 0 52.2 + 14.6 { 23 51.1 &£ 12.8 ( 23 43.7 * 17.0 { 22 53.2 % 15.8 { 22
Day 4 of lactation
Number of live pups
before adjustment of litter size 11.8 %= 4.3 ( 23 12.7 = 3.4 ( 23 11.5 £ 4.1 { 22 13.2 + 1.8 { 21
Viability index 94.5 * 20.8 { 23 95.3 % 20.¢9 ( 23 91.6 * 24.6 { 22 00,0 % 0.0 { 21
Sex ratio on day 4 51.7 % 14.9 { 22 50.6 % 12.6 ( 22) 43.3 % 17.5 { 21) 52.9 % 16.2 { 21
Number of live pups
afrer adjustment of litter size 7.7 £ 0.7 ( 22 8.0 * 0.0 ( 22) 7.6 + 1.2 { 21 8.0 * 0.0 { 21
Day 21 of lactation
Number of live pups 7.7 % 0.7 22 7.5 = 1.7 { 22) 7.6 % 1.2 { 21 7.6 * 1.8 { 20
Weaning index 160.0 * 0.0 { 22 93.8 * 21.4 ( 22 )= 100.0 = o©.0 { 21) 95.0 =+ 22.4 { 20

— S

—r

Gestation index = (number of pregnant females with live newborns/number of pregnant females) x 100, %
Delivery index = (number of newborns/number of implantations) x 100, %

Birth index = (number of live rnewborns/number of implantations) x 100, %
Live birth index = (number of live newborns/number of newborns) = 100, %
Sex ratio on day 0 = (number of male live newborns/number of live newborn} x 100, %

Viability index = (number of live pups on day 4 before adjustment of litter size/number of live newborns) x 100, %
Sex ratio on day 4 = {number of male live pups on day 4 before adjustment of litter size/number of live pups on day 4 before adjustment of litter size) x 100, &
Weaning index = (number of live pups on day 21 of lactation/number of live pups on day 4 after adjustment of litter size) x 100, %

a): vehicle contrel, corn oil {5 mL/kg)
*: significant difference from control, p<0.05



Table 18
ADC: One-generation reproduction toxicity study in rats

Body weight of F; pups up to day 21 after birth; Mean * 5.D. (N)

Compounds aADC
. -

Dose {mg/kg) 0 100 300

Day 0 (At birth)

No. of live newborns 12,1+ 4.1 ( 23 13.3+ 1.9 ( 23) 12.7+ 2.9 ( 22 ) 3.3 % ( 22
Male 6.2t 2.8 6.7 1.7 5.8 % 2.6 7.0 +
Female 5.9 2.9 6.6 £ 2.3 6.9 X 2.2 6.3

Weight of newborns in grams
Male 7.2+ 1.0 6.7t 0.6 6.8 % 0.7 7.0 &
Female 6.7 1.0 6.4 £ 0.6 6.5 0.9 6.7 &

Day 4

No. of live pupsb) 7.7 % 0.7 ( 22 8.0+ 0.0 ( 22) 7.6 X 1.2 ( 21) 8.0 + ( 21
Male 3.8+t 0.6 4.1 % 0.4 3.5+ 1.0 4.2
Female 3.9 0.6 3.9% 0.4 4.1 % 0.6 3.8 %

Welght of pup in grams
Male 12.5 £ 2.3 11.1 £ 1.7 11.7 % 1.8 11.6
Female it.9 + 2.2 10.7+ 1.6 11.4 = 1.7 11.3

Day 7

No. of live pups 7.7 % 0.7 ( 22) 8.0+ 0.0 ( 21) 7.6 & 1.2 ( 21) g.0 + ( 21)
Male 3.8 * 0.6 4.1+ 0.4 3.5 % 1.0 4.2 %
Female 3.9 % 0.6 3.9+ 0.4 4.1+ 0.6 3.8 &

Weight of pup in grams
Male 19.7 2.5 8.4+ 1.8 19.0+ 1.8 18.8 *
Female 18.9 + 2.4 17.8 + 1.8 18.3 £ 1.9 18.3 *

Parentheses indicate the number of litters evaluated
a): vehicle control, corn oil {5 mL/kg)



Table 18 (continued)
ADC: One-generation reproduction toxicity study in rats

Body weight of F; pups up to day 21 after birth; Mean * 5.D. (W)

Compounds ADC
Ly
Dose (mg/kg) 0 100 300 1000
Day 14
No. of live pups 7.7% 0.7 { 22) 7.9+ 0.4 ( 21) 7.6 £ 1.2 ( 21) 7.8+ 0.9 { 20
Male 3.8+ 0.6 4.0 X 0.5 3.5+ 1.0 4.2 % 0.9
Female 3.9+ 0.8 3.9 % 0.7 4.1 % 0.6 3.7+ 0.9
Weight of pup in grams
Male 39.1 %+ 3.3 37.7 % 2.7 3.1+ 1.7 36.4 £ 6.9
Female 37.7 & 3.2 36.5 £ 2.5 37.2 % 3.2 35.7 % 6.8
Day 21
No. of live pups 7.7 % 0.8 ( 22 7.9+ 0.4 ( 21) 7.6 £ 1.2 ( 21) 7.9 % 0.3 {19
Male 3.8+ 0.5 4,0 £ 0.5 3.5 1.0 4.2+ 0.9
Female 3.9+ 0.6 3.9+ 0.7 4.1+ 0.6 3.7+ 0.8
Weight of pup in grams
Male 63.9 £ 5.3 61.2 & 4.7 62.4 X 3.4 61.6 * 5.7
Female 61.1 % 5.0 58.8 + 4.2 60.3 £ 4.9 5.9 * 4.2

parentheses indicate the number of litters evaluated
a): vehicle control, corn oil (5 mL/kg)



Table 19
ADC: One-generation reproduction toxicity study in rats

' Morphological findings of Fi offspring

Compound ADC
a) .
Doge (mg/kg) 0 100 300 1000
Dead pups
Number of dead pups examined :
External observation 6 31 31 14
Visceral ocbhservation ’ 2 15 12 6

External changes

Number of pups D 1 0 0

Types and number

Short trunk 0 1b) 0 0
Club foot 0 1 b) ¢] 0
Brachyury a 1 b) 1¢] 0
Visceral changes
Number of pups 0 2 0 0
Types and number
Bifid apex 0 1b) Q 0
Horseshoe kidney 0 1 b) 0 0
Dilatation of the renal pelvis 0 1¢) 0 0
Day 4 (eliminated pups to adjust litter size)
Number of live pups examined 101 116 94 110
External changes
Number of pups i 5 0 4
Types and number
Anal atresia and anury ¢ 0 0 1f£)
Brachyury and kinked tail 0 2 b) 0 0
Kinked tail 1 d) 2 b,e) 0 3 f,g9)
Rudimentary tail 0 1 b) 0 0
Visceral changes
Number of pups 1 0
Types and number
~Dilatation of the renal pelvis 1 h) 0 1 i) 1 3)
Day 21 (at weaning)
Number of live weanlings examined 170 165 160 152
External changes
Number of weanlings 0 1 0 0
Types and number
Brachyury and kinked tail 0 1 0 0
Visceral changes ‘
Number of weanlings 0 i 0 0
Types and number
Hydronephrosis 0 1 k) 0 0
Total number :
External observation 277 312 285 276
External changes 1d) 7%h,e) 0 4 £,9)
Visceral observation 273 296 266 268
Visceral changes 1 h) 3 b,o,k) 141 19
a): vehicle control, corn o0il (5 mL/kg)
b): FB02002 (Dam noc.) £): FB04002 (Dam no.)} j}: FB04005 (Dam no.)
c): FB02020 (Dam no.) g): FB04019 {(Dam no.) k): FB0D2008 (Dam no.)}
d): FB01018 (Dam no.) h): FB01022 (Dam no.)
e): FB02025 (Dam no.) i): ¥B03007 (Dam no.)

* : significant difference from control, p<6.05
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