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(& %1

2.2 -TJER @-AFNTav=kYIib) (LT ABMPN) @ 0 (ZASEER). 2. 10
BLU 50 mg/kg % Sprague-Dawley % (Crj:CD) 5w b D (K130C B T
A1 2 83 L OB 28, BORS L. 3 S TIRTELBR TR 2.8, T
IR 8 L Tk oA 3 B £ TREE#]R L T, BEicd 2 RIEREHEE
B L UEERES) 18 S NTIRERIBORAE « REICRITTREITOWTRE L,

I. RiEx5H T GR8mR)
1. s

10 mg/kg LI LDHGED ABMPN 3. RE5RIC—EBHORELFRI . 50 ng/ke
BEIIC KD, BREPRHOPICEERND X UREBEEZIS L/, L2ERIERS%O%
RTIE. 2 ng/kg U LOBRGEICIOBREENEML. 10 ng/kg YL EOESEICK
DIFBEEN ML . REEMFENRETIE, 2 ng/kg UELOBRERBIZLDERO
eosinophilic body RIFEEMRMENEM L. ERIKAENA SN, /20 10 ng/kg
P o5, NERCHEOHBIIEANBER I N, SRIFICERRL mikORE
T3 50 mg/kg HEIC X DIMVMR B XU BMMKOENN S o h, MRELFERE
Tb. 50 mg/kg HEIICLDBREE. TAT IV, BaLRFa—iL, #LyILEk
UERE Y VORBEDOEN. A/ GHBXIUERBEOKTNRD Shi,

2. WEENY)

10 mg/kg U LDIFSED ABMPN (3. RS HIBOICEEEE K OEBEER M
L. 50 mg/kg %5 T3, & o IERBIOEEREME KCEMEEBEZIME L. SRk
JRICIIENELE L, 311% 4 BOERTIE, 50 mg/kg DIRFICLOFEL LUH
BOBEBEHANEMEMZR L/, WEHEMFENRETE, 10 ng/kg L LOBRERIZLD
NP DIF RIS KR S e,

I. AEstsEit
1. AFEFHRERR
50 mg/kg £ TOHRGED ABMPN 3. RBRBIURMBRICEELZRI UM -7, Eo,



BEM ORI S J HERICH ABMPN REDOEBRAONT, AESBLEEIN
- 7o HHFIREEICOWTIR, 50 mg/kg RSB 3 RICHTFITHORENRE I/,

2. ERFR

SR, ERMER, HERE LUWE 0 Hotbs K EEICIE, ABMPN #5088
3RS SN - 7B 50 ng/kg REICK DIHE 4 HOFAEREERE o ITEENE
HEOMERZR LTz, BEROEERFERIVTND ABMPN R bBE SN -7,

Il. ¥4

P EOFEBRBREN S AHBREH T Tl ABMPN ORIEHREHEICBIT 2 BRI,
HTId 2 mg/kg/day #ETTEIZE. T2 2 mg/kg/day TH Y. AERAERFHC
M3 mEEgE 3. #TE 50 ng/ke/day. HEB LUERTIE 10 ng/kg/day TH 5
tiEwmIN B,



€]

i[[
[ -]

2,2 -T/ER @-AFNLTaiv= L) F, EZVNHREY v —OESHEEFIPR
f9f0R Y TR FMIRETL EOB{LAitE S L THERINTWBILAY TH 5. A{LahoE
iz oW Tid, BOREICLBLDsofENT v b 670 mg/kg? « =2 & 700 mg/kg? TH
B EMHEINTVSY, REZRSHEEPEERESEICOVLWTRBEAETSNTWL
W £ 2 TAMEL 0RCDIC & 2 B LEMBE DR 2M SRR 2 SHHAEM R EED—
BELT. 7y PERAVWTHKLAYORIER G S - ERHBEEBEMHERRETITV. BIL
BYOMEEI RIT I IEREHER S ICEBRESFHIC OV TR LIOT, 0
BREMET 2,



(AEA B L U]

1. wBYHE
2,2-7VER 2-AFNFass=bYIL) (ABMPNEBERE) (BI% :2,2° -7V E
A4 7Fo= b Y, CAS No.: T8-67-1. ¥ : 2, 2" -Azobis(2-methylpropionitrile)
oy bEF FOEE £ 99.9 wik. B k. A7/ — 0.1%. DTFE : 164,21,
¥R CeHiNay @R 1 101.8°C) 13, TEEOHERZFT2HROEEMETHD .
Mo AFL. EHKRETHE. BEXFHTTRE L/ (Ammex Do

CHs CHs
CN—C|—N=N—|C—CN
C|H3 Cle
wEMER. 23— A1) (Oy &S V5PE523. F A5 A F X7 W) ITBEE L.

WFNORBICEVWTH 1 EORSKED 5 nl/kg FREICRZIHCEEEZAEL
foo FABGIRIE. BB EX. BEHARMT T, RBEILITIMITELTHREL, BEURT
BRRICIRE Ui, BYRFOBBMER. BB, EXZHETTLE LS 8 HBKET
H5IENHERINTEYD (Amnex 2). RBYRES (199%5F12H128) KRR LUR5R
i3, FrER D ABMPN 2 —IlEB/ I NTW A J EZRERE L7z (Amnexes 3. 4)o

2. RS X OEBERMT

BRI, S & THEENICTEBALICBAT v —ILX - Y —HAHRAT 5 —4&
ED Sprague-Dawley F v b (Crj:CD. SPF) %M L7z, A LLEMIZ. Hico
WTIRATR 5 HRE. IS OWTRARR 4 BE, RELIULERQTTHEE L, —i#%
REICRENRD SN - BT HBICE L7 (Annex 5),

S, BEER2: 1 CELU0~65%. HSKO¥A15E] /. REA120HM (F5
TE~Fi% T ICHIE I NAFEE T, HREBRSHER — 2 (22X2TX 19, BA
r—UM). HERERE UTHE LT8R » 77 (ALPHA-dri W06 Z2@t8L7c5 v NH
%hEr— Y (35X40X18emy HAZ LTH) IC@BNICNE L THEBE L. BEESER (CE-2.
BAZ L7TH) BLUTKE/KEBSRICERS Y1, b, #44 Lcmil, kX UEREuC
3. BRI E R T AR D H BIR AN S A - 720



3. BESHI B L USSR
Heit & LHIEHE S B OB EE b & ITF BRI LR EATEEC L D BN L, BBE D
MEHERIVEATE L7co TN ODTNTOMIEEYNIIL, BmiE7 2V MRUEZHWT, Bic
BB LUBASERE Lic, £, BEHRCECBREDORISL Y — FEREE Y — VI
. CHICBBIUEEESETEAL. BEENOBYE L, 55, ERIZOLTR,
BRI E T - 10

4. BE5&. FHER. BREPMBLUORES®

FICERE L/ M4BRKIEROIRSIC L 5 FREEICE W T, ABMPN @ 50 mg/kg %5
Li-BHic. SREBROMG. M/MREDEM. FiEs L UBREEOHIING EHER
FTEANERINLY, KEBLIFRIRECEELRER(SS oG- 7ol &b,
50 mg/kg (IRARMBEETEIZEEMEINS, T, FHART 5 ng/kg 215 L8
T3 HOEENWREEE LB L TPPEWVMEZR LI &M 5, UM LORERS
&0, 5 mg/kg IREMNICHT AEBRICEAFEENREIN, Lcdi-T, AR
BomSHAREICIE 50 mg/kg ZREL. TR TRUT, FRHAREICIE 10 mg/kg Z.
RAERRITI 2 mg/kg #RE Lic, MEBFD S v Micid. ABMPN Ok e Lica—
F 4% ABMPN 158 & B—&MHIC TG Lice HUTICBBRERT

L (&S
BHES WERIE B’58

(mg/kg) i3 i:3
1 B 0 13 (MX01001~13) 13 (FBO1001~13)
2 ABMPN 2 13 (MX02001~13) 13 (FB02001~13)
3 ABMPN 10 13 (MX03001~13) 13 (FB03001~13)
4 ABMPN 50 13 (MX04001~13) 13 (FB04001~13)

SHBORSEAE . i L TIsKECHI 14 8 6 & R 14 AfEE L O REMFE T
®14BMOER2A/M, E/oMicd L TRRACHIAAB & REI4ABBORERG (RE
RILET) Ko REBRUM TRIFREBE«E L THREOME 30 (HRE=FF 0
B) $TEA1E, 5y PVABEZAVWTEDRE L/, BHOKS B4R 9 B~F1% 3
REDRITITV, BBYIORSHEE G nl/kg KE) 13, #5 S TICSECHTH & USIACEAR



D IZ DWW TS BICR LTIELU/FROREREAS b L i1C, o, KERILEOME
WHOWTIRIER 0 B (REHKIZR) DEEX b LIENThER L1,

5. B&AiL
1) B8

A, —RRIREE

ML beflicont, AFHRPEEERE L, RTEM L. RERESICEELAI
EFLTEHKRL, FEREF10% R < ) VRICEE L TRE L.

B. &

Hiz2HIcoWT, 5 1. 4. 8. 15, 22, 29, 36. 42HBLUMHIA. HIZL2HIC
2DWT, %51, 4. 8. ISAIKAIEL. %5228 £ TURENHER I NI - 7otfid.
BREZ2RICHEEEZRE L, F£/o, KRBT, #R0. 7. 14, 208, L
TR, WE ORIV 4B EEHA) CHEEZAIEL .

C. faflAEE

HEEE b 2FNCH>W T, RERER LRIRICEHERZME L. FEEBEEXEH L/
2 EMOREMEDOHEER IIAIE LIEh - 70o RERIMETIRER 0~7. T~14. 14~
208, SR LIHETREE 0~ 4 HORMEEEZAE L, K. WERPTERDOL
FINFET L -BEMOEEER L. FHEOIR, SR LT,

D. EL

Rfid. #5158 (RE5EBE=1%518) O A SKE 2:EW. EHAOHIEE 1
X1 TRIBXHTIT- 7 REKILOHERI. BH. BRBIUEAA 7T —hOEFOE
HEEFARD ZEITL DTV, RESHRINHIZ, TOREZER0BEEEL THEI S
SEEL. ERNICEB L. RERRIS. FHFHIOVWTRER ( (KEMHREIE KRB
B0 X 100) . ZHEE [ GEREMIE REHEZEMED X 100) . RIBEE» SR
REILICE L B¥E XU ORICENR Lo BB ol E R iz,

E. 5% - WEIKE

BEL bRERIUM IS, 2F15 ARSI E 2, FRIKEOEEBRIIEBENTETH
> 2 bDIZDWTIT, NN DB S\ TSR DBAIFEM O 530 R B HE 15 &
DRREEDH AN L/, Skid. WHERELREL 7



F. 3B OEE

SEOTERI FHTIB~1FICBRE L. COBRRMICAENTET LTWa & SR
LEc8icoWT, ZDOHESER EHE Lic, FRILIEZEEE THRERT LicEivnc
SWTid. BRESREE L1

SR L 2Fic oW THRE (BR0 B2 oNmAEToRM) 2EEL. &
ER [ (EREMEAHRSMED < 100) 2&FT >V TRDI,

G. BERE

a) EE

1. Hkk, BEEBAES LOREASEIRE

BHRESHOBRERTERI SHBZERB L. BRICRY MOLVE S — URFEET TR -
BEIETHB U, ZOBE, 2 oWTHR. BR. 8%, BEBLOBE LEOE
BERAELI, CTNOOREDI B, BEBIOKE LER 77 ViliCEE L THREL.
ZOMDBE B L CKIR. Bk, O BEKIZ. 10% k<) VRICEELTRE L. I
NSORERBREERBLUNBIEIC OVWTEREIE T 7 1 VPIFE L. AT b+
YUY F Y BEETT - URIBHBENREZIT - 7o B XUBRIZ W T
SHEBICEEMNID oD, ZOMORERIIS>LWTHRELSEKL /-,

0. MEFERE

2HNTHONT, FRRITKIT B, XY MUV E S —VEREE T TR AERIR & D HUEER
& LT EDTA B L7-ASEEAVTRIIL . FELOBRBIZ>WTRE L7,

I8 E] il £ A B # &

FrRIMEKEL (RBC) HE (BXUERE) Coulter Counter Model §-
PLUS IV (a-M4-1bybozir)

B mEkE (WBC) 7" ( ” ) ”

M&RE (Hb) (BB "

SEIRMERSTE (MCY) 7 (BRI 7

ml/J\*ﬁﬁ ” ( Y ) 17

AYMYy b (HE) iTE (RBCXMCVX0. 001)

EapRmERMEFEE MCH)  &%E (Hbx1000,/RBC)

SR MPkIMEREE MCHC) 3E (Hbx IOQ/Ht)

B2 5R RE GHRMBHEKR SRR
Wright-Giemsa Zff)




N MARE LFERIRE
FICHO>VWT, MEERRBO/I-HORMICS [ EHx. fEERE LTy Vs L
TESEARAWTIRML, M558 L T FaRDIERICOWTRERIT- 70

I8 =} = < H B B =
REQRE Edbyb BOARENEEHH I EE
COBAS- FARA (mva)
V3 EE BCG £ ”
wBapiro-l BE COD « DAQSH: ”
TV ERE a++-¥ G6PDH & ”
REZFREE (BUN) 9b7-¥ G£.DH % ”
BT R Jaffe # 7
TN 71 A7 75~V Arzbmrazl)y EEEEE ”
GOT 7&ME SSCCiE ’”
GPT /&M SSCCik: 7"
vty BeE EVMEsTOYa 39} § ¥Y-% %
ik BE OCPCHE ”
) B )77y BRE R "
v -GTP/EME v~V I-3-DEty-4-2bo72) ¥ 7
HEH
9L R 1ty Bk éﬁﬁ%ﬁ%’fﬁé}tﬁ“ﬁézﬁgg%ﬁ
ULIN -1; % 117 Bk 4
EREE 11y BRIk 7
A/G Lt iE
b) HEEN

3 U7 HEIEE 4 BIC. 2XB%E L7cdvaie LA WHEIER2S RS BIZ. 2hTh#K
FHEDONY bS5 EY — IV ERICKIM « BFES . SR LI #F - NEOWThoOF
KEWTHIIEBIUFEEZBH L. FEIZOWTIT Salewski &% 2 I5H L TEKRE%
Gt L TERMEHEREL. HRR ( EREEREERD X100 ) 28 U, SR
FIEGEMBE T CHREAERERA 1B, 77 VIRICEE LU TRE Lice RNEFIDIRSICD
Wi, REREENRELRT -7, £, . BRELUBIBOERE2H)ITOWVT
ME L1, CHoDBEBLCHAR. B O, R, FERI%FRL<) VBICEEL
TRELI. CThoDHEIZ. SABHEIUMBEHIC D OWTHERERIIR->T”5 74 L)
FEL AR MY -2 Y U REET > TURIEEGFHIREZT - 0o BAREIC
RENRD SN THE. BESLUBEIL. ZOMOABBITOLWTHREELERL 7,
BHE, —HOEBYOIFREE /BRI OWT, 0il red 0 B, XUF YV UVRIEB LT
PAS BB %1T -7,



2) ER

A ERH

HE 0 BICERE (EFERAFECH) Z2#l~x, siR ( (ERBEFRER X 100)
BRUERBER ( (HEARS EBREH X 100) kD, i, BEROINERTE
OF L L OHBIEE~R £FROMEL ( GEofRE HEARE) X 100) 2EHL
7o

B. ZELCIR

RERKESEAAN, HEFE ( (HEERBERK X 100) 5LUHERERE
R ((HE4HOERY WHE 0 BOERK X 100) ERdr, FETRITHKR L. Fake
BLUOEERNOBEERELE. =7/ —CEELTREL .

C. A&

WE 0 HE XU 4 Bic—RBEACHERAE (litter ) ZRAEL. (litter &
B/ERED Z8EIT>WTKRD,

D. Hili&

WEH 4 BIc2fEB3EI ¢, SR L7, MEEXVERANORER. — L THEBL.
—ETEI10% A=Y VIRICEE L TRFELI. A—ARR, —IBI&Iicy / —lic
ElE U THRE L.

6. ¥ataENT

RER, ZEBBIOCEROBERERBEEICOVWTIE Yates OMEEZIL x*
BRIEZIT - 1o R RICOWTIR, 7'V — N3 Lic7— 4 (3 Mann-Whitney ©U
BE" kb, BV — FOBEHEL Fisher BREERORAMRREY & DIT-70
ZDMDFTRTOT -5 id, BRI LB OoNIESLIVE—E I LOFEEL | 1EXL
LT, 59 Bartlett &% K D EBOFHO-HRMEIS OV TRE L, ZORR. 2EN
—H & SNFEICR—TREROSHAT 2TV BEICHEEENRD SIUGa T,
BBOIHEHE—ThHiuT Dunnett &7 2V, F—TEWSEZ Scheffé & AW
TXIHREE S ABMPN R GE L OFIEEDZEDREETT »Tco HBN—H TN > 155,
FIAIDE 0 L L ABOEE L72BE 13, Kruskal-Wallis DNEGRED =170, B
BICH BB SN BEI. XHEBEE ABWPN 58L& DZEIT-DWT Dunnett "
HBWid Scheffe Y DREEIT -0 BBAKEIR. 5BV 1%E L



(i 21

FREROABHRTIC, RROGHBICEZEZRETRVOHEFHLA NI -1E
EORED L URBETEE M o ORI -1,

I. Rigg5EE REYmRD
1. —f%iKHE (Tables 1. 2; Appendices 1-1~2-4)
1) FETEM
#ETI3. 50 mg/kg BESED 1 IL (EMES : FBO4006) A%, #5438 (53EH) H» SHI
WAEEL. #5468 (D% 3IE) KRE L, #TR. WTFhORSEIC LTIED

¥ gRANIASCY A

2) HEHFEE

HTiZ. 10 ng/kg Dl EOBREEIIBWT, f5RIC—BROKRRERTBHS. A
BIEELTREILESHMIch > THEI W, ToOfl. 2 ng/kg /EED 1T (B
&S  FBO2011) 5 8 A SHlE., R (KD BIUBHERELVIEERIN
7oy, #BS1IBETICEE L7,

#ETid. 50 mg/kg REHO 1T (BYES : FB04012) . B E5E—BHOFREA
BEIN/, Tofh. WBED 1K (B E&S : FB01008) CHiEFA (FHHITEE)
A, 2 mg/kg HBEBD 1L (HHES : FB02009) KKE (ZAIEH) rEEshi
A 10 mg/kg A EDESEITIE. CHODELRRBD oSS~ T,

2. &
1) # (Figure 1; Tables 3. 4; Appendices 3-1~4-4)

10 mg/kg LT OHREBFHITHVWTIR, HEHERIC ABMPN 5 0EEEIRH 5N
M1, 50 mg/kg HEEH TR, &5 1 ~4 HOEMENWRBEFE B L THEE (p<0.01)
Rl S Nfee F720 50 mg/kg EBTII. &522~20A OEMEBNKIRBE L B L
THEE (p<0.05) SEEZRLIG



2) Wk (Figure 2)

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

2 ng/kg REHTR. FEBSIUCHMEO WTHICHRIFENICHFELELRED N
W72 10 mg/kg RSB TR, RS §~I5ADEMEBNAMRE LR L THE (<
0.0D wiiflanctods 125 1 ~15H ORBIEME bXIRBE & LB L THE (p<0. 05)
B AR L7 50 mg/kg 5 TS 4 BOKEL L UESE 1 ~ 4 HOEMEN Y
BB L B L THEE (0<0.01) KM ZR L7cAS, &5 4 ~ 8 HOREME IS iBEF &
HEELTEE (00.01) SEEER LI/, 5 8 BOFEICI], SRR L ZE2D 5
niZno7ze LA L, 50 mg/kg REETR, 25 8 ~150DEMEBNBUEER (p<0.05)
KRS hicion, BREIBADHRES X UKRES 1 ~15SHORBEMENEE (p<0. 05, p<
0.0D) 73{EfEZRL7T

(2) ¥E4REA (Tables 7. 8; Appendices T-1~8-4)

2 mg/kg FEFIC OV, ERPOEEHBIREOREBIZBD SN -7, 10
ng/kg RS TIZ, KEFOEENME[TD - 7o7cdd, IERBADAT bR & B LT
(KB THS L2 T EE B EED S NEA - 7o, 50 mg/kg EEE TR, RBIHI
DOEBENEETH > 7o bic, IR0~ THB XUV T ~14BDOEMEB SRR & W LTH
B (0<0.05) MBI nicZ Eh o, HIRHOBEIRK D IBETHRE L, TR T BRI
REB L UIEIR 0 ~1AH O RRERINBICHEREZ (<0.05. p<0.01) BB Shi,

(3) WEHA (Tables 9. 10; Appendices 9-1~10-4)

10 mg/kg AT OGEOEE L, XBEEE ERICHR Lo, 50 mg/kg RSBTE, MW
F O ADOEEN, WEBELHELTHE (p<0.0D REMERLLN, WHOI~4 B
MBAKBE L O LEMOMRIZR L IcicH. WE 4 HORKEIC ISR & ORICEIGER
oI -1,

3. FHHER
1) 1 (Figure 3; Table 1l; Appendices 11-1~11-4)

10 ng/kg LLTOREGHOMHBERIZE. BRSOEBRBHOoNEA >7, 50 ng/
kg IHREH T, &5 1 ~ 4 HOFEREBENTRE L LE L THEE (p<0.01) <N



NI, ZDRIBXIIRET & RIHRSIE TR L7,

2) Wt (Figure 4)

(1) 2BCHI (Table 12; Appendices 12-1~12-4)

2 ng/kg HBREHFH TR, WThORROFRMHER bWURE L ORI THREZIRD o1
Motie 10 mg/kg LI LORERTH, 5 1 ~ 4 BOHEBEEERSTRE & L T
BE (0. 05, p<0.01) b= nsh, &5 4~8 BB LUV 8 ~15H DEEKERRICIZ.
XTHEEEE ORICHEZIRD o id » T,

(2) #EHRMA (Table 13; Appendices 13-1~13-4)

10 mg/kg ITOREH TR, WTFhoKYOFHHEER L WRBEL ORTEEEZIZ
BHONIEM 512, 50 ng/kg BREBETIE, ER 0~ T HOREEER X REE & Hik
LTHEE (0<0.05) il nd, HRET~UEBLUP14~208 0RFHERR I,
BE - ORMIKERERBED ONEh - T,

(3) WHEHA (Table 14; Appendices 14-1~14-4)
W3O ABMPN R EEOFFEBE . XIRE L EIRICHES Ui

4. FRERREMR
A) %

(D MmigFwsezEer i (Table 15; Appendices 15-1~15-4)

FRIMERIZH>WTIR. 2 mg/kg HEBHICBWTESRNBMEBRBELERE (p<0.05)
ML, ZOREIEAENEHOTEBATS - 7o M/IMRICOWTIEL 50 mg/ke
HEFTHEE (p<0.0D) <MLz, BMKIT>WTR, 50 ng/kg |EFHITHBWTE
OEMNERE (p<0.01) 1ML, BEALTIE. 10 ng/kg U LOBEEITEWT, iFh
KOBFE (p<0.05, p<0.01) faEE Y o/ 3KDBE (p<0. 05) LD HRD Sl

(2) MmiEE{LFRIRERR (Table 16; Appendices 16-1~16-4)

2 mg/kg BEHETE. ALY LBENEGE (1<0.05) Z#mML. r —GTPEHIE
E (0<0.05) IERT LA, #OBERIAHEALHOHBEANTH -7 10 mg/kg



SHTR. WTNORBEHIC DLW THMBEL OB TREZRED SN 72, 50
mg/kg FSEICBWTIR. BEQ. TA7 I BIVZTO—Ib, ALY LELUE
By L OSBED, MBEELHELTHEE (0<0.0D) i2#ML. A/ GHB IUERBE
NHE (p<0.01) BT L, 2D, 50 mg/kg 5B TR, J VT F o VIBENH
B (0. 05) LA EHFENEROLVWELE Bbnis,

(3) HkeETR (Table 17; Appendices 17-1~17-4)

FPE. 50 mg/kg HEFICHWTHERATEART 560 A 50, 10 ng/kg #HE5E
THEHEEICRD SN, BRI, 50 ng/kg BEBICBWTEARL TREM KB T
H0H SN, 10 mg/kg BREHT LEHEICBRDOoNT, TOMODEEIC. ABMPN #
HIZERT LB aFRIREN -7,

(4) 23EEE (Table 18; Appendices 18-1~18-4)

FFBBIE. 10 mg/kg LI EOHBESEHIBWT, EERBLIUHMAEME bicHBEE L
W LTHE (p<0.05. p<0.01) M7, BRI, XEBBLUAKEFEE bICHEIC
RELTHMT 2 EENALN. EEEIZ 2 mg/kg PLE. HEEME I 10 mg/kg PlLE
DIREECBWTHEBE & ORICEEZE (p<0. 05, p<0.01) MRBH NI, TOMDIEE
2. STHBEY & ABMPN &R5EE OB TERERBD SN -1,

(5) RIEMMFMMRAEMR (Table 19; Appendices 19-1~19-4)

SHREICBY ABENRELUTIIRY,

i)

50 mg/kg BESBEDOLHFNI. NERLHEDOIFMIIERNS S50, 10 ng/kg HEHTHIE
ROBEFBEOIL2HICEBD SN/, PIIRBBMOIENLE KO/ NAFELWREZ ST
2FUCEED S, XHREEE ABMPN E 58 & ORIHE L JOBEOER LM -1,
Zofth, 10 mg/kg 5B D 1 L (EMES : MX03002) 2. BEEOTREEAA 56, 50
ng/kg HEHO | L (FPES  MX04013) «« T BELIAERANED S,

(B

27T O ABMPN & 58T, eosinophilic body BLXURMEDOHAEBRLEBELNEKE
DIFEEERMEN ML/ (Photo 1) F7o. ABMPN SIRERFTIX. BRL Mk %



EUERDN S, BRKOMERS SN/, ZDMh, 10 XY 50 mg/kg REHOE
LI (B4 &S - MX03009. MX04012) . EHMOAELREDH Sh. RIS |
L (&S : MX01004. MX02003. MX03005. MX04001) /DD ThasiA shiz, Fic,
FFICHEOBBERMNA onic 10 mg/kg BREEHD 1L (FPFES : MX03002) T
3. ZEROBANED S,

CRE o

X HEE B LU 50 mg/kg HREFIIBBBROILES LURAENN A SN, mEEH
ICHES L UCBEOZIAD SN - 7,

LMD

xHAEE LU 50 mg/kg RSBHTOEZEN - BIELAS S N7y, mEREICEE B LU
BEEOZRZRDONLII T,

GF8)

BB S LU 50 ng/kg REEHOE LIL (BIES : MX01011, MX04008) ic. ¥§FIHAK
DIETHA SN @MNT. BERLEI -7

€t Wl Y

50 mg/kg IBEBDOWETHROBETHERD SNif] (EBHES : MX04008) i, T Dl
KA onfiZhic, RERALONEN T

(% MOBR. HXURIED

@B LU 50 me/kg BEBICEERALNLE -7,

B) #f

(1) &iEr R (Table 20; Appendices 20-1~20-4)

BT Ufc 50 mg/kg ¥e5EED 10T (&S : FBO4006) T3, BRHEOHKE(L. MR
B UBBOEHL EMRD SN, TOMDATIE.. FROBEFTHERT ZH055
N, MMOB/EITIE. ABMPN #BE5ICERT 5 L BbN 3RS -1,

(2) @EER (Table 21; Appendices 21-1~21-4)

10 mg/kg YT OREHICE. EEEBLUHEEFEE bicBEE LKL THERES
DEDONTEE RSN -7, 50 ng/kg HEFH TR, FROXEES LUHAKEE
DR LB L THEE (p<0.01) ¥l ., BROLAEEN MR LKL THE



B (0.0 iEEER LI, UL, BIBEREICOWTIR., MRBELOBICEEZEER

(3) REBMEMFEAIH R (Table 22; Appendices 22-1~22-4)

FEC L7c 50 mg/kg x50 1L (E)&S : FB0A006) Tid. AT/ NERCHEDT
MAIE R A o, BRI, (EARHEDIEIZME (0il red 0 M) X UER
ZiE. REEDOHARBLEBONIRBEDOLZHMOIFEEMRME., SEtMlat U ENKD
MiE, NEZoEvEE (RUF Y VRIGEH) BXOEAME (PAS REEH) 225
iz BlEH & UHIRCIRE L WEEI A SN,

Z OOEFFN I ABERRZLITICRT,

Gid-d)

50 mg/kg HREBDLRFI, PEFCHEDITFHIIIERNA S, 10 mg/kg IS5 THIE
RDBHONBHINH -1 iy 50 mg/kg HRE5H TIEEIKBIEL/NEFREFH OIEN
& (hFnd 0il red 0 BEBM) 2B o/, £OMM. SEIT/NAZEENA SN,
STEREE & ABMPN SHRE5REOMICHEE B JUEBEDEZRA oNEh -7,

(BEh)

50 mg/kg ¥ESEED 2L (B ES : FB04002. FB04005) 1T A FRMEE D22 fa % i
NHON, EDIHOD 1 ROKREICIIIFEREMEDORMESNHS S (Photo 2), #hd 1 PLic
EALRAIE DASHHZ Y (0il red 0 FefafgtE) KB ohlen, MEEO LT (HNES :
FBO1002) < b hIRME OZERIZEM b L VR B DIFHEBHRME ZRD o hic. Toft,
BRAREICL S LBONIVROREDFEREERMED, HBEEEL ABPN &5
Bicsohrs,

(AR

SHBEB LU 50 mg/kg BEFICBEBROLE L L UCHAEIMAA SNtch . MR
IR BIUEREOEZRBD oI -1,

(BIE)

HFIRFOZERIR R OBEMAS 50 mg/kg 58D 2 I (B&S : FB0O4002, FBO4005)
IZA bt XTREES K CMhDABMPN RS BHCREIRIBD S NI -7,

(RafR. Ak & OO

STREEE B LT 50 mg/kg IREBFICREIHonlih -1,



nsH
B\EUANEH (E&S - FB01009. FB02002. FB03005. FBO3011. FB0O4008) iz £

A RO A

I. AFERERHE
1. AFEFEIRER R
1) ZKERkA&R (Table 23; Appendices 23-1~23-4)
REER. ZHEL LUEEHFEL SRBRILE TICE LA S TIC 2 ofIcER L
TeREH DRSS REE & ABMPN BREHL ORI THEREZRRO SN -7,

2) Db X UWEIRE

SRIREEDBERBENTIRETDH - 88 BB : 20T, 2 mg/kg %58 : 3L, 10
mg/kg ¥E5EE . 4V, 50 me/kg 5 : 10L) K, RESMBRIIBEI LI 7, &
fo. BEEENTEEh BT >WTH. BEMRERET 3MREERD LN -
720

10 mg/kg LITDREETIZ. WEREBICRERRD Shiidh -7, 50 ng/kg $FEIC
BWTIER. HWELHE TIAERNEC L8N 2RA 5N, 205 b0 1 IL (EBhE
S : FB04002) THRHE 1| BiTRBHIEHEI N, tho 1 T (EHES : FB04008) TIIHE
1B SHETE (RED. RORKRE. BRI NEohlih -7, £0f. 50 ng/ke
BEEO 1L (BYWES : FB04005) iIcBWTH, WE 1 ~2 BIEATHINL LN
Moteh, WE 3 BLBOWBEREICRERRD o hiEh -7,

3) HERE L UIERIAG (Table 24; Appendices 24-1~24-4)
HERIZTRTORESEHE D 100%27R L. FRERMBIIC>WT LXIEEEE ABMPN &
BRERLEOBTHERZIZRD o NS -1,

4) #HIEH. BEREBLIUERE (Table 24; Appendices 24-1~24-4)

IEREMWIDEAE. BRI JUBERRBICHREFSE ABMPN KR5S EOFTREER
R LIS -T2,



2. ERR
1) HF#E (Table 24; Appendices 24-1~24-4)
10 mg/kg DIFOEREERTIR. BHE 0B XLU4 BOEERICHBE E ORI TERRY

LN -1z, 50 me/kg BEBTII, SRR, ERHERLIUCHARICIHESDOE
BIIRDONIEN - 1ch, £ 4 BHOFEREFRVEEDOHERER LT, HEHIZ>WTIR
x{HRA L ABMPN SRS HLEOMTHREZRBY oNED -7,

2) {kE (Table 25; Appendices 25-1~25-4)
10 mg/kg LITOHRSEHICOWTIZ, WREEOMIZZRBD NI -7, 50 mg/

kg HEHTIR. WH 4 BOEENMIE S bITEEOHERIZR L, BB L ORI

BEZIZRDONE N T,

3) JCHEE (Tables 26, 27)
HAEBOEFERIC, AXRTFRRABEINLEA -7, £/ WHE 4 BT 5ERDOH

RTH. BERBRS oD o1, ECROFWRICHBW TR, XD 1 It (BE#ES :
FBO1013) icE&:ILaR (M) MNEEIN7cH. ABMPN RIS OETCRICEREIZZRD

Y A RAC ALY et



(% %]

ABMPN @ 50 mg/kg DIRSEII. HHEHVIOKFEEMS LS EHERE IS L, 14
HERE®RS L FHRRICBEVWTH, 50 ng/kg RESHTRIROE/AVBDSNT
WBIEMNS. ABMPN OFEEEZ SN B HTIIS 5IC 10 mg/keg TEFHITHWVLTH
REENSIMH I NI ED OUENTRBINI, HIMHITO—RREECEEL TE. 10
mg/kg U EES U T. SSERICRENBRINLN, OTFRLRRBTH PN
EE L7l e D, BHEERRT AETIREL. BHRYBEORIBMEIC L - TEEI M
bDEEZL oM, BIREHC, HETIZ 10 mg/kg DI EDOREET, MTIE 50 mg/ke %5
HCIFBOEE BN L . REAMSENREICE D, HHEEI D 10 ng/kg LEOREET
INEFOHED PR KD TR I N Fce BT A -7 ABMPN 3HFIBAB1T9 5 &2
RINTHELY, MBEENRETIIHED 50 ng/kg REBFICBIF5REH. 7L73
Yo BIAVRFO—-LVOEZBEOENANRD LN 0o, FFHIERIS ABMPN &5
KL ERBINAFRETTEERB LR EEZ oN S, 50 m/kg REBFITBWT
AONIANY Y LBEOEINE, 77 I OB B LE#fEI NS, Fio.
BIEICBWTIRA /GHMET Ll &En S, M7 o7 ) VBELENLTHWE LD L
WEIXNS, HRFICE. BREBICHO>VWTHHED 2 ng/kg D LOBERE ., oD
50 mg/kg EEFITHEWTHEMT 2 M4 oh, REAKENREICKOED 2 ng/
kg CIEDIRERET eosinophilic body HLUIRMEBEROEMMNRD SN, MHE L
LIETIIERARENICAONIFFRTHAH, TOHEL I UEEIIHREL KT 5 &
BRI, IS ICEBEMEEEUENRAELZD SN TVWE I MG, HD 50
ng/kg IEHTHONI BB VBEOEMB XUERBEDET L6 T, ABMPN OF
BICXTd 2 EEIRBRINS, EOMEKRET 50 ng/kg HEEHICAH LN lV/IMROIEN
ITDWTId, FHERRD 50 ng/kg IHEEBEICEVWTHREDOLNTVWB I ENS, ABMPN @
ELEZ ONSH, SEIOHRTIRIZT OHERFEHNERIIH S MIHERLEI -1,

ATEFERRE Tld, KB LT X TOBTRENHEIRI 1. ABMPN 58 0ZM[RIC
bTRREEE OICER T » e REBFHMNRETH -7 50 mg/kg EHOUH1ILT
i BEEAEHE L. REHEFEMREICB VD TIEFIEROE TR I /A, ABMPN %
BELI:Z20MO#TIIBROREEIRDSNT. BRBIOBER LAOERIC b XIEE
EDETENED 5T, I6IT. WREED | LI bIEROEFENA o, TOHDREM



FHIRETH -7 &5, 50 ng/kg REBICH ONIEROEBIIERREN
FALEHEIN, BEIIOWTE, HRHEDEEN 50 ng/kg EHICHWTEEE
i~ L7chy iERIAR S K OHHERIC ABMPN 5 0EERAoNT. RESBR BRI
NI -1, DEKIEZ. 50 ng/kg IRSED IIICHETHORENEEIN, 9B 1T
253 3 BICRRT Lic, CORTHIOHKRTE., MR LUBBOERMED O, K
PR IR E T FIIEA LN . ERREE ORIL . REEBARS ENH 5
nicis, R U CITRIBED » 7o, EARME OEfILME . WETHORE LR
LIRD D2 RIZHRBD 60T, 50 mg/kg IREFICBWTIE, HEAOBEENE LS
BTFLTWIENS, WEITBHORE . ABMPN 12512 & 2 A ERINHING | & & & 78
- 7 ETHEME REE T E /WA, ABMPN & DREEIZBA S & S -T2,

EWRICEHL T, 50 ng/kg EBECHVT, WEREOB(LICERLEZZ SN
LEREFROBTHELUHE 4 BICBI 2FEETHA SN, HERICE 54
FERK. s ZUEEIC ABMPN 50 ERBHONIEN -1, &1, EROK
REEFEE, WIno ABMPN HRE5HICBWTHEEI LM -7,

P koM S, ARBREHFT Tid. ABMPN ORIEIREHMICET 28R, H#ic
XL T 2 mg/kg LA LDHRSETERBISNT 2 ENRRI NI &M 2 ng/ke/day
A TEZE. #icxd L Tid 10 ng/kg K EOREBI B W TR ERIMNING] G X ORI
KRB SN EN D 2 ng/kg/day EEX o, ERERESFHICHET IREERIL. I
123t LTI 50 mg/kg/day. Md K UBERICKT L TIE 50 ng/kg 58T LN WBTT
BOREEHFEREFROBTEERLT 10 ng/keg/day EEZ 605,
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Fig. 1 Mean body weight of Fo males
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Food consumption (g)
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Fig. 3 Mean food consumption of Fo males

** : significant difference from control, p<0.01
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* . significant difference from control, p<0.05
** . significant difference from control, p<0.01



(TABLE INDEX]

ABMPN: combined repeat dose and reproductive/developmental toxicity screening test

in rats
TABLE No.

1 (1-1
2 ( 2-1
3 ( 3-1
4 ( 4-1
5 ( 5-1
6 ( 6-1
7 ( 7-1
8 ( 8-1
9 ( 9-1
10 (10-1
11 (11-1
12 (12-1
13 (13-1
14 (14-1
15 (15-1
16 (16-1
17 (17-1
18 (18-1
19 (19-1
20 (20-1
21 (21-1

(APPENDIX No.)
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~ 2-4)
~ 3-4)
~ 4-4)
~ 5-4)
~ 6-4)
~ 1-4)
~ 8-4)
~ 9-4)
~10-4)
~11-4)
~12-4)
~13-4)
~14-4)
~15-4)

~16-4)

~17-4)

~18-4)

~19-4)

~20-4)

~21-4)

TABLE TITLE
Clinical signs of Fo males
Clinical signs of Fo females
Body weight of Fo males
Body weight gain of Fo males
Body weight of Fo females during Eremating period
Body weight gain of Fo females during premating period
Body weight of Fo females during pregnancy period
Body weight gain of Fo females during pregnancy period
Body weight of Fo females during lactation period
Body weight gain of Fo females during lactation period
Food consumption of Fo males
Food consumption of F; females during premating period
Food consumption of Fo females during pregnancy period
Food consumption of Fo females during lactation period

Hematological findings of Fo males after oral
administration for 42 days

Biochemical findings of Fo males after oral
administration for 42 days

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

Absolute and relative organ weights of Fo males after
oral administration for 42 days

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

Summary of macroscopic findings in Fo females

Absolute and relative organ weights of Fo females on
day 4 of lactation



TABLE No.
22
23
24
25
26
21

(APPENDIX No.)

(22-1
(23-1
(24-1
(25-1

~22-4)
~23-4)
~24-4)
~25-4)

TABLE TITLE
Summary of histopathological findings in Fo females
Reproductive performance of Fo animals
Development of F: pups up to day 4 of lactation
Body weight of Fi pups up to day 4 of lactation
Morphological findings in F: pups on day 4 of lactation

Morphological findings in F. dead pups



Table 1

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

Clinical signs of Fo males

No. of No. of animals showing clinical signs
Clinical signs Group animals
examined 1-72?  8-14 15-21 22-28 29-35 36-42 43 Total

0 mg/kg® 13 - - - - - - - -
Salivation 2 mg/kg 13 - - - - - - - -
after dosing 10 mg/kg 13 = 6 4 4 4 2 - 6
50 mg/kg 13 5 10 10 11 12 12 - 13
0 mg/kg 13 - - - - - - - -

Emaciation 2 mg/ke 13 - 1 - - - - -
10 mg/ke 13 ~ - - - - - - -
50 mg/ke 13 - - - - - - - -
0 mg/ke 13 - - - - - - - _

Reddish tear 2 mg/kg 13 - 1 - - - - -
10 mg/kg 13 - - - - - _ - -
50 mg/kg 13 - - - - - - - -
0 mg/kg 13 - - - - - - - -

Decrease of 2 mg/kg 13 - 1 - - - - _
fecal volume 10 mg/kg 13 - - - - - - - _
50 mg/kg 13 - - - - - - - _

2): days of treatment

b) .

vehicle control: corn oil (5 ml/kg)



Table

2

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

Clinical signs of Fo females

No. of No. of animals showing clinical signs
Clinical signs Group animals
examined 1-7*) 8-14 15-21 22-28 29-35 36-42 43- Total
0 mg/kg®’ 13 - - - - - - - -
Death 2 mg/kg 13 - - - - - - - -
10 mg/kg 13 - - - - - - - -
50 mg/kg 13 - - - - - -
0 mg/kg 13 - - - - - - - -
Emaciation 2 mg/kg 13 - - - - - - - -
10 mg/kg 13 - - - - - - - ~
50 mg/kg 13 - - - - - - 1
0 mg/kg 13 - - - - - - - ~
Salivation 2 mg/kg 13 - - - - - - - -
after dosing 10 mg/ke 13 - - - - - - - -
50 mg/kg 13 - - - - - -
0 mg/kg 13 1 1 ~ - - - -
Crust formation 2 mg/kg 13 - - - - - - - -
10 mg/kg 13 - - - - - - - -
50 mg/kg 13 - - - - - - - -
0 mg/ke 13 - ~ - - - - ~ -
Loss of fur 2 mg/kg 13 -
10 mg/kg 13 - - - - - - - -
50 mg/ke 13 - - - - - - - -

al) .

b} .

days of treatment

vehicle control: corn oil (5 ml/kg)



Table 3
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo males (g) ; mean * S.D0. (N)

Compound ABMPN

Dose group
(mg/kg) 0’ 2 10 50

Days of treatment

I (Initial weight) 313.4 x 11.3 ( 13) 313.2 £ 10.4 ( 13) 313.9 £ 11.5 ( 13) 313.6 £ 10.7 ( 13)
4 325.9 + 13.2 ( 13) 321.5 £ 12.4 ( 13) 324.1 £ 13.9 ( 13 319.6 + 13.5 ( 13)
8 348.6 * 16.1 ( 13) 343.8 = 20.2 ( 13) 349.1 ¢ 17.7 ( 13) 343.6 * 16.0 ( 13)
15 377.9 + 20.8 ( 13) 378.6 £ 24.4 ( 13) 378.1 £ 25.0 ( 13) 375.0 ¢ 20.7 ( 13)
22 397.1 = 23.8 ( 13) 402.4 + 23.7 ( 13) 399.4 £ 28.1 ( 13) 398.1 ¢+ 21.6‘ ( 13)
29 422.3 + 25.3 ( 13) 429.9 + 26.5 ( 13) 423.9 ¢ 32.4 ( 13) 415.9 + 23.6 ( 13)
36 444.5 + 27.4 ( 13) 453.1 £ 30.9 ( 13) 445.1 + 36.5 ( 13) 436.6 + 27.6 ({ 13)
42 456.1 * 33.5 ( 13) 464.0 + 28.5 ( 13) 456.0 * 38.7 ( 13) 448.7 ¢ 29.8 ( 13)

a)

. vehicle control: cbrn oil (5 ml/kg) .



Table 4
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test im rats

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

Compound ABMPN

Dose group
(mg/kg) 0=’ 2 10 50

Days of treatment

1~ 4 12.5 =+ 3.7 ( 13) 8.3 + 4.0 ( 13) 10.2 ¢+ 5.6 ( 13) 6.0 £+ 6.8% ( 13)
i ~ 8 22.7 + 3.7 ( 13) 22.2 £ 14.7 ( 13) 24.9 + 7.6 ( 13) 23.9 + 4.9 ( 13)
8§ ~ 15 29.4 *+ 7.3 ( 13) 34.9 * 6.5 ( 13) 29.0 + 10.1 ( 13} 31.4 + 8.4 ( 13)
15 ~ 22 19.1 + 6.4 ( 13) 23.8 £ 5.1 ( 13) 21.3 =+ 5.3 ( 13) 23.1 =+ 6.6 ( 13)
22 ~ 29 25.2 ¢+ 5.5 (13 27.5 + 5.7 ( 13) 24.6 + 7.0 ( 13) 17.8 £ 7.1% ( 13)
23 ~ 36 22.2 + 5.5 ( 13) 23.2 £+ 5.8 ( 13) 21.2 ¢+ 5.4 ( 13) 20.7 * 8.2 ( 13)
36 ~ 42 11.6 ¢+ S.0 ( 13) 11.0 £+ 9.5 ( 13) 10.9 £ 7.6 ( 13) 12.1 + 5.8 ( 13)
i~ 8 35.2 + 6.3 ( 13) 30.5 £ 14.7 ( 13) 35.1 # 10.2 ( 13) 30.0 + 9.7 ( 13)
I ~ 15 64.5 ¢+ 11.7 ( 13) 65.4 + 17.7 ( 13) 64.2 + 16.8 ( 13) 61.4 * 14.8 ( 13)
[ ~ 22 83.7 £ 15.2 ( 13) 89.1 £ 16.5 ( 13) 85.4 *+ 15.0 ( 13) 84.5 ¢ 16.9 ( 13)
I ~ 29 108.9 * 17.5 ( 13) 116.7 * 18.4 ( 13) 110.0 = 23.5 ( 13) 102.3 * 19.6 ( 13)
I ~ 36 131.1 + 19.7 ( 13) 139.8 ¢+ 23.1 ( 13) 131.2 £ 27.9 ( 13 123.0 = 24.2 ( 13)
I ~ 42 142.7 £ 26.3 ( 13) 150.8 *+ 21.7 ( 13) 142.1 * 31.4 ( 13) 135.2 *+ 26.5 ( 13)

21 vehicle contral: corn oil (5 ml/kg)
: s@gnificant difference from control, p<0.05
! significant difference from control, p<0.01

*%



Table 5
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of fo females during premating period (g) ; mean * S.D. (N)

Compound ABMPN

Dose group
(mg/kg) 02} 2 10 50

Days of treatment

1 (Initial weight) 207.7 * 5.2 ( 13) 207.7 ¢+ 5.4 ( 13) 207.3 + 5.3 ( 13) 207.4 ¢+ 5.4 ( 13)
4 212.1 + 7.5 ( 13) 212.4 + 4.4 ( 13) 213.0 ¢ 6.5 ( 13) 20L.1 &+ 7.6 ( 13)
8 224.2 + 10.3 ( 13) 222.3 ¢+ 5.5 ( 13) 224.0 * 5.9 ( 13) 220.8 + 7.8 ( 13)

is 241.6 + 11.2 ( 13) 242.3 ¢ 8.1 ( 13) 233.5 + 8.1 ( 13) 231.8 + 6.4% ( 13)

4 : vehicle control: cara oil (5 mi/keg)
* : significant difference from control, p<0.05

3.

: significant difference from control, p<0.01



Table 6

ABMPN: combined repeat dose and reproductive/develapmental toxicity screening test in rats

Body weight gain of Fo females during premating period (g) : mean * S.D.

(M)

Compound ABMPN
Dose group
(mg/kg) 0 10 50
Days of treatment
1 ~ ¢ 4.3 + 4.4 ( 13) 4.6 .7 13) 5. + 4.0 ( 13) -6.3 ¢ 7.2% ( 13)
4 ~ 8 12.1 £+ 4.5 ( 13) 10.0 = .0 13) 11. £ 2.9 ( 13) 19.8 # 6.2 ( 13)
8 ~15 17.5 + 6.7 ( 13) 19.9 * .3 13) 9. + 5.0 ( 13) 11.0 = 3.6% ( 13)
1 ~38 16.4 * 6.4 C 13) 14.6 = .6 13) 16. + 5.1 ( 13) 13.5 + 5.7 t 13)
I ~15 33.9 + 7.3 ( 13) 34.5 .0 131} 26. t 6.8% ( 13 24.5 ¢t 6.3% ( 13)
*): vehicle control: corn oil (5 ml/kg)
* @ significant difference from control, p<0.05

L 3 Y

: siganificant difference from control,

p<0.01



Table 7
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during pregnancy period (g) . mean = S.D. (N)

Compound ABMPN

Dose group
(mg/ke) o™ 2 10 50

Days of pregnancy

0 254.8 =+ 17.7 ( 12) 249.2 £ 8.0 ( 12) 247.2 ¢+ 6.3 ( 11) 245.4 ¢+ 8.5 ( 12)
17 286.9 * 17.6 ( 12) 285.7 + 7.1 ( 12) 277.2 £ 12.1 ( 11) 269.8 £ 13.7% ( 12)
14 322.5 £ 18.5 ( 12) 322.6 * 7.7 ( 12) 312.0 + 14.4 ( 11) 297.6 £ 14.57 ( 12)
20 400.4 + 20.7 ( 12) 403.9 * 12.0 ( 12) 395.8 £ 17.0 ( 11) 379.3 £ 19.7% ( 12)

*): vehicle control: corn oil {5 ml/kg)
* ! significant difference from control, p<0.05
**: significant difference from control, p<@.01



Table 8
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight gain of Fo females during pregnancy period (g) ; mean * §.D. (N)

Compound ABMPN

Dose group
(mg/kg) 0! 2 10 50

Days of pregnancy

0~ 17 32.2 £+ 5.5 ( 12) 36.5 + 4.4 ( 12) 29.9 + 7.4 ( 11) 24.5 + 9.7F ( 12)
7 ~ 14 35.6 *+ 6.3 ( 12) 37.0 £ 6.2 ( 12) 34.8 £+ 7.6 ( 11} 27.8 + 5.6% ( 12)
14 ~ 20 77.9 + 10.4 ( 12) 81.3 ¢+ 8.4 ( 12) 83.8 £+ 7.6 ( 11) 81.7 + 8.3 ( 12)
0~ 14 67.7 £ 10.2 ( 12) 73.4 + 7.8 ( 12) 64.7 * 10.1 ( 11) 52.3 + 11.2%F ( 12)
0~ 20 145.6 + 18.0 ( 12) 154.7 + 14.0 ( 12) 148.6 * 13.7 ( 11) 133.9 ¢+ 17.1 ( 12)

a)

: vehicle control: corn oil (5 mi/kg)
: significant difference from control. p<0.05
: significant difference from control, p<0.01

s



Table 9
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test in rats

Body weight of Fo females during lactation period (g) ; mean * S.D. (N)

Compound ABMPN
Dose group
(mg/kg) 0> 2 10 50
Days of lactation
0 292.4 + 26.0 ( 12) 294.7 + 14.2 ( 12) 289.9 * 15.6 ( 11) 265.4 = 20.3% ( 12)
4 317.8 * 22.0 ( 12) 315.0 * 13.4 ( 12) 310.0 * 11.5 ( 11) 300.0 + 21.5 ( 10)

*1: vehicle control: corn oil (5 mi/kg)
**: significant difference from control, p<0.01



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

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

Compound ABMPN

Dose group
(mg/ke) (1A 2 10 50

Days of lactation

0 ~ 4 25.5 ¢ 13.4 ( 12) 20.4 + 11.4 ( 12) 20.0 # 10.4 ( 11) 29.7 ¢+ 10.3 ( 10)

2): yehicle control: corn oil (5 ml/ke)



Table 11
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test in rats

Focd consumption of Fo males (g) : mean £ S.D. (N)

Compouand ABMPN

Dose group
(mg/kg) o 2 10 50

Days of treatment

. I~ 4 68.9 £ 7.1 ( 13) 66.0 ¢+ 6.7 ( 13) 65.7 + 6.1 ( 13) 56.0 + S§.1% ( 13)
4~ 8 91.4 + 10.0 ( 13) 91.0 + 13.8 ( 13) 89.5 + 9.1 ( 13) 92.7 £ 9.5 ( 13)
8§ ~ 15 154.0 ¢ 15.5 ( 13) 157.8 + 25.4 ( 13) 155.7 + 17.0 ( 13) 160.5 ¢+ 15.0 ( 13)
23 ~ 36 149.8 ¢+ 19.1 ( 13) 155.6 £ 17.1 ( 13) 149.7 =+ 17.2 ( 13) 155.3 + 16.6 ( 13)
36 ~ 42 126.0 £ 17.8 ( 13) 128.5 + 12.8 ( 13) 122.9 + 13.4 ( 13) 131.5 £ 14.4 { 13)

2): vehicle control: corn oil (5 ml/kg)
rh.

. : significant difference from control, 9<0.01



Table 12

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

Food consumption of Fo females during premating period (g) ; mean x S.D. (N)

Compound ABMPN
Dose group
(mg/kg) g 2 10 50
' Days of treatment
1~ ¢ 42.3 * 4.0 ( 13) 42.2 + 3.3 ( 13) 38.2 ¢+ 3.0% ( 13 24.7 + 5.9 ( 13)
4 ~ 8§ 59.5 + 5.6 ( 13} 58.2 + 4.0 ( 13) 57.6 £ 3.5 ( 13) 62.7 + 5.3 ( 13)
8§ ~ 15 109.0 * 9.3 ( 13) 110.4 + 6.6 ( 13) 101.5 + 8.5 ( 13) 104.8 + 7.0 ( 13)

*): vehicle control: corn oil (5 ml/kg)
* : significant difference from control, p<0.05
**: significant difference from control, p<0.01



Table 13

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

Food consumption of Fo females during pregnancy peried (g) ; mean * S.D. (N)

Compound ABMPN

Dose group

{mg/kg) 0+ {0 50

Days of pregnancy
0D~ 17 130.0 ¢ 12.1 ( 12) 137.6 + 6. ( 12) 125.5 * 9.7 ( 11) 118.3 + 10.6% ( 12)
7T~ 14 140.2 + 15.4 ( 12) 149.6 ¢ 8. (12) 138.8 + 16.4 ( 1) 131.5 ¢ 41.0 ( 12)
14 ~ 20 130.1 ¢+ 13.1 ( 12) 136.0 * 11 ( 12) 133.9 * 13.5 ( 11 136.0 *+ 14.4 ( 12)

2): vehicle contrel: corn oil (5 mi/kg)
* : significant differeace from control, p<0.035



Table 14
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test im rats

Food consumption of Fo females during lactation period (g) ; mean * S.D. (W)

Compound ABMPN
Dose group
(mg/kg) 0= 2 19 50
Days of lactation
0 ~ 4 110.5 £ 22.1 ( 12) 112.0 * 20.0 ( 12) 115.0 + 16.8 ( 11 121.1 * 32.6 ( 10)

3): vehicle control: corn ail (5 ml/kg)



Table 15

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

Hematological findings of Fo males after oral administration for 42 days

RBC Hemoglobin Hematocrit MCV M CH MCHC Platelet
ABMPN
(x10¢/mm?) (g/al) (%) (1am3) (pg) (%) (x104/mm3)
(mg/kg)
(13) (13) {13) (13) (13) (13) (13)
0 821 15.4 44.3 53.9 18.7 34.7 101.4
£31 0.5 tl.6 1.4 *0.5 $0.6 9.9
(13) (13} (13) (13} (13 (13) (13)
2 809 15.4 43.7 54.0 19.1 35.3% 105.2
*38 +0.4 *1.2 *1.6 0.7 :0.5 *11.6
(13) (13) (13) (13 (13) 13 (13)
10 791 15.0 43.0 54.4 19.0 34.9 105.7
+37 £0.6 +1.8 *1.7 0.7 $0.4 +7.0
(13) (13) (13) (13) (13) (13 (13)
50 814 15.3 43.8 53.9 18.9 35.0 120.2*%
*34 0.6 *1.7 t1.6 *0.5 0.6 $10.1
Band Segmented .
ABMEN W3BC neutrophil neutrophil Eosinophil Basophil Monocyte Lymphocyte
{x100/mm3) (%) (%) (%) (%) (%) (%)
(mg/kg) .
(13} (13 (13) (13 13 (13 (13)
0 73 Q 20 1 0] 3 75
25 *0 =7 1 kS 2 7
(13} (13 (13) (13) 13 (13 13
2 77 0 24 2 0 2 72
14 0 +3 1 *0 ] *9
(13) 13 (13) (13) (13) (13) (13)
10 64 0 34** 1 0 2 63%
16 144} +11 ES * 1 +11
a3 (13) (13) (13) (13) (13 (13)
s0 98xx Q 32* 0 a 3 64x
t16 0 15 1 *0 2 *14
Parameter. mean:S.D. *. significantly different from control. Pp<0.05

( ). number of animals **, significantly different

from control. p<0.01



Table 16

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

Biochemical findings of Fo males after oral administration for 42 days

i A/G BUN Creatinine Glucose Total _Total
pngZL, Albumin cholesterol bilirubin
ABMPN
(ng/kg) (gsdl) (gsdl) (mg/d}1) (mg/41}) (mgsdl) (mg/dl) (mg/dl)
(13) (13) (13) 13) {13) (13) (13) (13)
0 5.6 2.9 1.11 16 a.7 132 51 0.07
£0.3 £0.2 $0.11 *2 0.1 12 *9 +0.01
(13) (13} (13) (13) (13) (13) {13 (13)
2 5.7 2.9 1.05 18 0.7 129 57 0.06
*0.2 *0.1 £0.04 x3 $0.1 *10 *11 20.01
(13) (13) (13) (13) (13 (13) (13> (13)
10 $.7 2.9 1.02 17 0.8 138 51 0.06
0.4 *0.2 $0.09 *3 *0.1 £11 12 :0.01
(13} (13) (13) (13) (13) (13) (13) (13)
50 6.6%% 3.2%* 0.93%* 18 0.8* 131 68*x= 0.07
0.3 0.2 :0.08 4 *0.1 £13 *9 +0.01
Na K Cl Ca Inorg. ALP GPT GOT T -GTP
phos.
ABMPN
(mg/kg) (mEg/1) (mEQ/1) {mEa/1) (mg/dl) (mg/d&1) (us1) (Us71) (U/1) (u/1)
(13) (13) (13) (13) (13} {13) (13) . (13
0 144.8 3.72 108.4 8.5 4.6 210 30 62 1
£0.9 +0.16 *1.5 x0.3 *0.4 45 5 12 x
(13) (13) (13) (13) {13) (13) (13) (13) (13)
2 144.9 3.80 107.3 8.8% 5.1 189 28 64 o=
:0.7 £0.15 $1.1 *0.3 *0.6 242 26 *14 20
(13) (13} {13) (13) (13) 13) (13) (13) {13)
10 144.8 3.83 108.3 8.7 5.0 189 27 63 0
*0.7 x0.17 *1.5 0.5 0.5 *35 +3 E3:] x
(13) (13) (13) (13) (13) (13) (13) (13) (13)
50 145.3 3.83 106.8*x 9. 3%x 5.4%x% 198 43 70 1
0.7 *+0.26 +1.2 20.3 *0.6 *44 216 *16 ]
Parameter. mean:S.D. *. sgsignificantly different from control. p<0.05
( ). number of animals *x, gignificantly different from control. p<0.01



Table 17

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

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

Group Control 2 mg/kg 10 mg/kg 50 mg/kg
Grade - + - + - + -~ +
(Thymus) [13] [13] [13] [13]
Small 13 0 13 0 12 1 11 2
(Lung) [13] (13] [13] [13]
Dark colored spot / area 13 0 13 0 13 0 12 1
{Adrenal gland) [13] [13] [13] [13]
Small 13 0 12 1 11 2 12 1
(Kidney) [13] [13] [13] [13]
Recessed area 13 0 12 1 13 0 13 0
Granular surface 13 0 13 0 12 1 13 0
Enlargement 13 0 13 0 11 2 5 8
Yellowish red 13 0 13 0 12 1 13 Q
Pale colored cortex 13 0 13 0 10 3 7 8
Focal lesion 13 0 13 0 12 1 13 0
Indistinct
cortico-medullary junction 13 0 13 0 12 1 13 0
Pale colored spot 13 0 13 0 12 1 13 0
(Testis) [13] [13] [13] [13]
Small 13 0 13 0 12 1 12
Edema 13 0 13 0] 13 0 12
(Liver) [13] [13] [13] [13]
Accentuated lobular pattern 12 1 11 2 11 2 10 3
Yellowish 13 0 12 1 13 0 13 0
Pale color 13 0 12 1 12 1 11 2
Dark color 13 0 13 0 11 2 3 10
Granular surface 13 0 13 0 12 1 11 2
Enlargement 13 0 13 0 12 1 3 10
Adhesion 13 0 12 1 13 0 13 0
(Skin) [13] [13] [13] [13]
Soiled around the anus 13 0 13 t] 12 i 13 0
(Stomach) [13] [13] [13] (13]
White projection on mucosa
of forestomach 13 0 13 0 12 1 13 0
Dark colored spot on mucosa
of glandular stomach 13 0 12 1 13 0 12 1
White projection on mucosa
of glandular stomach 13 0 13 0 12 1 13 0

—, Negative; +, Positive

[ 1. Number of animals examined



Table 18

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

Absolute and relative organ weights of Fo males after oral administration for 42 days : mean *= S.D. ()

Compound ABMPN

Dose group

(mg/kg) pa)l 2 10 50

Terminal body weight (g) 437.8 £ 31.8 ( 13) 444.3 + 28.6 13) 435.7 + 37.1 ( 13) 421.7 £ 29.1 13)

Liver (g) 11.60 + 1.370) ¢ 13) 12.33 + 1.38 13) 13.17 £ 1.52* ( 13) 19.31 £ 1.94™ ( 13)
2.64 + 0.14C) 2.77 ¢+ 0.19 3.02 * 0.25% 4.58 + 0.33%

Kidneys ) 2.56 + 0.25 ( 13) 2.92 £ 0.27% 13) 3.28 + 0.52% ( 13) 3.33 £ 0.44% ( 13)
0.59 * 0.04 0.66 + 0.06 0.76 *+ 0.16% 0.79 + 0.11%

Adrenal glands (mg) 50.3 £+ 7.4 ( 13) 46.2 + 7.8 13) 49.2 + 5.8 ( 13) 49.1 * 11.0 13)
11.5 =+ 1.3 10.4 + 1.7 11.4 + 1.8 11.6 =+ 2.4

Testes (g) 3.07 *# 0.22 ( 13) 2.90 ¢ 0.27 13) 2.92 £ 0.61 ( 13) 2.90 * 0.63 13)
0.70 = 0.07 0.65 + 0.06 0.67 ¢+ 0.14 0.69 * 0.15

Epididymides (g) 1.12 £ 0.07 (¢ 13) 1.10 £ 0.09 13) 1.11 *+ 0.16 ( 13) 1.08 + 0.17 13)
0.26 * 0.02 0.25 + 0.03 0.26 + 0.05 0.26 + 0.04

a)
b) -

c)

* ¢ .

absolute weight

: vehicle control: corn oil (5 ml/kg)

: significant difference from control, p<0.01

. relative weight (g or mg per 100g bady weight)
¢ significant differeace from control, p<0.05



Table 19
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test in rats

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

Gro Control 2 mg/kg 10 mg/kg 50 mg/kg
Gragg - * + ++ ++H pos. - 1+ + ++ +H+ pos. - £ + ++ +++ pos. - * + ++ +++ pos.
(Liver) {13] [13} [13) (13]
Hypertrophy, hepatocyte,
centrilobular 13 0 0 0 0 0 13 0 0 0 O ] 0 4 9 0 O0»«133% O 0 0 13 Ow»=133&
Fatty change, periportal 0 010 3 0 13 O 1 g 3 0 13 0 211 0 O 13 0O 112 0 0 13
Microgranuloma 310 0 0 0 10 4 9 0 0 O 9 310 0 0 0O 10 4 9 0 0 0 9
Proliferation, bile duct 13 0 0 0 O Q 13 0 0 0 o ¢ 13 0 0 0 ¢ 0 12 1 0 0 0o 1
Cyst, bile duct 13 0 0 0 O 0 13 0 0 0 ¢ 0 12 0 0 1 O 1 13 0 0.0 O 0
(Heart) {13]) [ 0] ( 0] (131
Myocardial
degeneration / fibrosis 1L 2 0 0 O 2 11 2 0 0 O 2
(Thymus) {13] [ 0] [ 0] [131]
No remarkable change
(Kidney) {13] {13] [13] {131
Eosinophilic body 11 2 0 0 O 2 0 0 8 5 0»=]13#% 1 1 2 9 O#=12&% 0 O 0 9 4e=133%#
Basophilic tubule, cortex 9 4 0 0 O 4 1 4 7T 1 O0O=s12i% 1 O 3 7 O#e123% 0 2 4 T O0#«135%
Cast, granular 13 0 0 0 O 0 11 0 2 0 O© 2 6 0 7T 0 O» EE 5 2 6 0 Os= 8#%
Cast, proteinous 13 0 0 0 © 0 13 0 0 0 0 0 12 1 0 0 O 1 12 0 1 0 0 1
Cyst, focal 12 0 1 0 o 1 12 0 1 0 O 1 12 0 1 0 o 1 12 0 1 0 o 1
Cyst, multiple 13 0 0 0 O 0 13 0 0 0 O 0 12 0 0 0 1 1 13 0 0 0 O 0
(Spleen) [13] { 0] [ 0] [13]
Deposit, pigment, brown 0 013 0 0 13 0 013 0 0 13
Hematopoiesis, extramedullary 1 8 4 0 0 12 1 8 4 0 0 12
(Adrenal gland) [13] [ 0] [ 0] [{13]
No remarkable change
(Brain) [13} [ 0] [ 0] [13]
No remarkable change
(Testis) 1131} [ 0) [ D) [13]
Spermatogenesis, decreased 12 0 1 0 0 1 12 0 0 0 1 1
(Epididymis) {13} [ 0] [ 0] [13)
Loss, sperm 13 0 0 0 O 0 12 0 0 0 1 1

—~. Negative: *, Very slight; +, Slight; ++, Moderate; ++, Severe: Pos., Total of positive grade
I}, Number of animals examined

Significantly different from control p<0.05 (Mann-Whitney U test)

. Significantly different from control p<0.01 (Mann-Whitney U test)

» Significantly different from control p<0.01 (Fisher exact test)



Table 20
ABMPN: combined repeat dose and reproductive/developmental toxicity screening test in rats

Summary of macroscopic findings in Fo females

Group Control 2 mg/kg 10 mg/kg 50 mg/kg
Grade — + - + — + _
(Thymus) (13} [13] (13} [13]

Small 12 1 12 1 11 2 8
(Lung) (13] (13] (13] (13]

Dark color 13 0 12 1 13 0 13

Dark colored spot 13 o] 12 1 13 0 13

Dark colored area 13 0 13 0 13 0 12
(Ileum) [13] [13] (13] {13]

Low moisture of content 13 0 13 0 13 0 12
(Cecum) [13] [13] {13] (13}

Decreased content 13 0 13 0 13 0 12
(Spleen) [13] [13] f13] (13]

Small 13 0 13 0 13 0 12
(Qvary) [13) [13) [13] [13]

Cyst 13 0 13 0 11 2 13
(Uterus) [13] [13] [13] [13]

Pale colored fluid in lumen 13 0 13 o 12 1 13
(Kidney) [13] [13) [13] [13]

Pale colored nodule 13 0 12 1 i3 0 13 0

Pale colored cortex 13 0 13 0 12 1 11 2
(Liver) [13] {13} {13] (13]

Dark color 13 0 13 0 12 1 g 4

Enlargement 13 0 13 0 13 0 4 9

Accentuated lobular pattern 13 0 13 0 13 0] 11 2

Pale colored spot 13 0 13 0 13 0 i2 1

Dark colored area 13 0 13 0 13 0 12 1
(Skin) [13] [13} [13] {13]

Alopecia 13 0] 12 1 13 0 13
(Stomach) [13] [13] [13] (13]

Granular surfaced mucosa :

of forestomach 13 0 13 0 13 0 12
Dark colored spot on mucosa
of glandular stomach 13 0 13 0 13 0 12

—, Negative; 4, Positive
[ 1., Number of animals examined



Table 21

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

Absolute and relative organ weights of Fo females on day 4 of lactation ; mean * S.0. (N)

Compound ABMPN

Dose group

(mg/kg) pa) 2 10 50

Terminal body weight (g) 317.8 + 22.0 ( 12) 315.0 + 13.4 12) 310.0 + 11.5 11) 300.0 + 21.5 ( 10)

Liver (g) 14.06 + 1.67P) ¢ 12) 14.46 + 1.18 12) 14.88 + 1.24 11) 20.05 * 2.40% ( 10)
4.43 + 0.54C) 4.59 + 0.32 4.80 + 0.33 6.68 + 0.61%

Kidneys (g) 1.92 + 0.25 ( 12) 1.95 * 0.15 12) 1.90 * 0.16 1) 2.11 £ 0.23 ( 10)
0.61 + 0.09 0.62 + 0.05 0.61 * 0.05 0.71 + 0.09*

Adrenal glaads (mg) 69.8 +'10.6 ( 12) 71.7 + 8.5 12) 70.8 + 9.8 11) 72.3 + 9.7 ( 10)
22.0 + 3.2 22.7 + 2.3 22.8 £+ 2.9 24.0 + 2.0

a)
b)
c)

*+E .

. vehicle control: corn ail (5 ml/kg)
. absolute weight
: relative weight (g or mg per 100g body weight)

! significant difference from control, p<0.01



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

Summary of histopathological findings in Fo females

Grou Control 2 mg/kg 10 mg/kg 50 mg/kg
Gradg - + + ++ +H+ pos. - i + ++ +HH+ pPos. - + 4+ + H+ pos. - + + 4+ +H pos.
(Liver) . [13] [131 (131 {131
Hypertrophy, hepatocyte,
centrilobular 13 0 0 0 O 0 13 0 0 ¢ O 0 6 6 1 0 0= 72% 0 1 11 1 O0O==13%3%
Necrosis, focal 13 0 0 0 O 0 13 0 0 0 O 0 13 0 0 0 0 0 9 3 1 0 0O 4%
Microgranuloma 6 7 0 0 O 7 5 8 O 0 O 8 6 7 0 0 O 7 7 6 0 0 O 6
Fatty change, midzonal i3 0 0 0 O 0 13 0 0 0 O 0 13 0 0 0 O 0 10 1. 2 0 O 3
0il red 0 stain 6 1 2 0 O 3
(Heart) [(13) [ 0] [ 0} (13}
No remarkable change
{Thymus) (13) [ 0] [ 0] {13]
Atrophy 0 0 8 3 0 13 0 0 8 4 1 13
(Kidney) f13] [13] (13] (13]
Degeneration, vacuolar,
proximal tubule 12 0 0 1 O 1 13 0 0 0 O 0 13 0 0 0 O 0 10 0 0 3 0O 3
Degeneration, fatty,
proximal tubule 13 0 0 0 O 0 13 0 0 0 © 0 13 0 0 0 o0 0 11 1 1 0 O 2
0il red 0 stain 0 1. 1 0 O 2
Basophilic tubule, cortex 9 3 0 1 0O 4 9 4 0 0 O 4 9 4 0 0 O 4 g 2 0 2 O 4
Cast, granular 13 0 0 0 0O 0 13 0 0 0 O 0 13 0 0 0 O 0 12 0 0 1 0 1
Cast, hemoglobin 13 0 0 0 o 0 13 0 0 0 O 0 13 0 0 0 O 0 12 0 0 1 0O 1
Cast, benzidine reaction 0 0 0 1 o 1
Cast, proteinous 13 0 0 0 O 0 13 0 0 0 0o 0 13 0 0 0 O 0 12 0 1 0 0 1
Cast, PAS stain 0 0 1 0 O 1
(Spleen) {13] [ 0] [ 0] (13}
Deposit, pigment, brown 0 013 0 O 13 0 013 0 0 13
Hematopoiesis, extramedullary 0 0 6 7 0 13 1 2 3 7 0 12
Atrophy ' 13 0 0 0 0 0 : 12 0 0 0 1 1
(Adrenal gland) [13] [13] [13] [13]
Vacuolation, fascicular zone,
increased 13 0 0 0 O 0 13 0 0 0 0 0 13 0 0 0 O 0 11 0 2 0 0 2
(Brain) [13] { 0] [ o] [13]
No remarkable change .
(Ovary) [ 1] { 1] [ 2] { 1]

No remarkable change

—. Negative; %, very slight; *, Slight; ++, Moderate; +H, Severe; Pos., Total of positive grade
]. Number of animals examined
» Significantly different from control p<0.05 {(Mann-Whitney U test)
Significantly different from control p<0.01 (Mann-¥Whitney U test)
Significantly different from control p<0.05 (Fisher exact test)

{
-
»
#
##, Significantly different from control p<0.0l1 (Fisher exact test)

»
&l
”



Table 23

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

Reproductive performance of Fo animals

Compound ABMPN
Dose group
(mg/kg) 0 2 10 50
Number of mated pairs 13 13 13 13
Number of copulated pairs 13 13 13 13
Copulation index A) 100.0 100.0 100.0 100.0
Number of pregnant animals 12 12 11 12
Fertility index B) 92.3 92.3 84.6 92.3
Pairing days until copulation
Mean = S.D. (N) 3.2 £ 3.7(13) 2.4 = 1.8(13) 2.8 * 1.4(13) 3.5 = 2.8(13)
Frequency of vaginal estrus : ‘
Mean = S.D. () 1.0 £ 0.0(13) 1.1 % 0.3(13) 1.0 £ 0.0(13) 1.2 + 0.6(13)

211 vehicle control: corn oil (5 ml/kg)

A): copulation index = (number of copulated pairs / number of mated pairs)X 100; %

B): fertility index = (number of pregnant animals / number of copulated pairs)X 100: %



Table 24
ABMPN: combined repeat dose and reproductive/development toxicity screening test in rats

Development of Fi pups up to day 4 of lactation ; mean = S.D. ()

Compound ABMPN

Dose group

(mg/kg) 0 a) 2 10 50

No. of pregnant females 12 i2 11 12

No. of females with live pups 12 12 11 12

Gestation index (%) A) 100 100 100 100

Gestation length in days 2.3+ 05 (12) 2.1 % 063 (12) 2.2* 04 (11) 224 05 (12D

No. of corpora lutea 18.8 + 25 (12) 1728 £ 1.5 (12) 18.1 + 2.0 (11) 16.9 £ 2.0 (12)

No. of implantation scars 1723 £ 25 (12) 16.8 £ 1.5 (12) 1720 £ 2.1 (1) 156 £ 1.4 (12)

Implantation index (¥} B) 92.9 £ 10.6 (12) 95.0 = 57 (12) U7+ 7.7 (11) 92.8 %+ 9.3 (12)

Day 0 of lactation
No. of pups 154 £ 25 (12) 158+ 1.9 (12) 155 & 1.8 (11) 148+ 1.5 (12)
Delivery index (%) ©) 88.8 £ 6.2 (12) 9.0 % 6.1 (12) 91.6 * 10.3 (11) 9.6 £ 4.4 (12)
No. of live pups 15.0 £ 25 (12D 15.8 £ 1.9 (12) 5.5+ 1.8 (11) 148+ 1.5 (12)
Birth index (%) D) 8.6 £ 8.3 (12) 93.5 £ 58 (12) 91.6 £ 103 (11) 946 £ 44 (12)
Live birth index (%) E) 97.4 £ 4.9 (12 994 1.9 (12) 1000 £ 00 C(11) 00.0 = 0.0 (12)
Sex ratio (X) F) 0.5 + 9.9 (12) 3.9 +12.8 (12) 54.4 £ 10,9 (11) 83.6 £ 11.7 (12)

Day 4 of lactation .
No. of live pups 146 £ 23 (12) 156 £ 1.9 (12) 15.5 1.8 (1) 11.6 £ 5.9 (12)
Viability index (%) 6) 97.5 £ 4.1 (12) 90+ 24 (12) 100.0 = 0.0 1) 77.9 £ 38.6 (12)

a): corn oil (5 ml/ke)

A): Gestation index = (No. of females with live pups / No. of pregnant females) X 100
B): Implantation index = (No. of implantation scars / No. of corpora lutea) X 100
C): Delivery index = (No. of pups born / No. of implantation scars) X 100

D): Birth index = (No. of live pups on day 0 / No. of implantation scars) X 100

E): Live birth index = (No. of live pups on day 0 / No. of pups born) X 100

F): Sex ratio = (No, of male live pups on day 0 / No. of live pups on day 0) X 100
G): Viability index = (No. of live pups on day 4 / No. of live pups on day 0) X 00



Table 25

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

Body weight of F, pups up to day 4 of lactation ;

mean* S. D.

Compound ABMPN
Dose group
(mg/ke) 0 a) 2 10 50
Day 0 of lactation
No. of live pups 15,0 £ 2.5 (12) 5.8 £ 1.9 (12) 15.5 1.8 (C11) 14.8 £ 1.5 (12 )
Male 7.6 £ 2.0 6.8 1.9 8.5 % }.8 7.9 * 1.9
Female 7.4 £ 1.9 8.9 + 2.6 7.1 £ 1.9 6.8 £ 1.7
Weight of pup in grams
Male 6.2 £ 0.8 6.3 £ 0.5 6.3 £ 0.4 6.1 £ 0.2
Female 5.9 £ 0.5 6.0 £ 0.5 6.0 + 0.3 5.9 £ 0.2
Day 4 of lactation
No. of live pups 146 £ 2.3 (12) 5.6 £ 1.9 (12) 15.5 = 1.8 (11) 13.9 £ 2.6 (10)
Male 7.6 £ 2.0 6.8 £ 1.7 8.5 £ 1.8 7.4 £ 2.0
Female 7.0 = 1.7 8.8 £ 2.6 7.1 £ 1.9 6.5+ 1.7
Weight of pup in grams
Male 9.8 £ 1.4 9.8 £ 1.1 8.8 £ 1.0 9.0 £ 1.2
Female 9.5 £ 1.2 8.5 £ 1.1 9.4 £ 1.0 8.5 £ 1.1
a): corn oil (5 ml/kg)
Parentheses indicate the number of litters evaluated



Table 26

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

Morphological findings in Fi pups on day 4 of lactation

Compound ABMPN
Dose group
(mg/kg) 0 2 10 50
No. of pups examined
External observation 175 187 171 139
Visceral observation 175 187 171 139
No. of pups showing abnormalities
External malformations 0 0 0 0
Visceral maiformations 0 0 0 0
Visceral variations 0 0 0 0

a)

: vehicle control: corn oil (5 ml/kg)



Table 217

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

Morphological findings in F: dead pups

Compound ABMPN
Dose group
(mg/kg) 0 10 50
No. of dead pups examined
External observation 8 0 22
Visceral observation 8 0 22
No. of dead pups showing abnormalities
External malformations 0 0
Visceral malformations { 0
Visceral variations 1 0

Types and frequencies (%) of
visceral variations

Dilatation of renal pelvis 12.5

a)

: vehicle control: corn oil (5 ml/kg)



	表紙
	目次
	要約
	緒言
	試験材料及び方法
	試験結果
	考察及び結論
	参考文献
	図
	表

		2024-08-30T16:08:56+0900
	National Institute of Health Sciences




