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2R

=AY Do 0, FuEr I, 20, 50 B2 TN 126 mg/kg A 1 FERERES 12 DT
O Cr1:CD(SD) 7 » M. BEIZx LTI BREART 14 ARBS ZF 0% o 28 AMEZ &3 42 A
. MElo et UCIdzRERAT 14 HRH L OB CORBIEIME, 2RI ITRIE S L O
E3HETIHLK, EARAKES LT, MIREE, ZRITE. ZhB LU0 %hEOLEMITK
T BB LOREROFAE - FHICKIT TR OV TR LT,

I[i*m

I. B|EmicoT
—MCRRE TiZ. 50 mg/kg FEOMEIS LU 125 mg/kg BEDMEREICTIEN 2~ S 7z, 125 mg/kg BET
X2 O, MEOTEIRRMA O /0 T F TORUCATM., A0, AREgEESY, e, A

FIBEBOR TEB L CIBERAFEO B, 3 FINHT L, 2 BlEHEED DL X, WE R
T, RIR, RIAUEREE, A RIEBI O T L ORFRIGENR A L i, 4 FIAFELT LT,

EEHR L OB R TIE, 125 mg/kg BFEICB W T, HETHRE 21 BLUBOKE, HE5EHMOK
HHINER L OREMINSER SIS 2 8L U5 AOEHE, M IR 3~20 A OFE, 1Tk
BB OAREBMEL LT 0 ADERE/R S NCHE G 5 B, @R 3~7 Ak X OYWERE 20 B O]
EICHBZERRD b,

HIRRET AL CHE. AT ORBALE 28 50 mg/kg BEOMERS LN 125 mg/kg BEOREMELIZ, AT OREHE
MRS 125 mg/kg FEOMEMEIZ . BB OIEKD 50 mg/kg BEDMERS L TN 125 mg/kg BEOHEME
(2. TREROZERMED 50 mg/kg LA FOBEOMEIZ . FIMROZEHEA 50 mg/kg FEOMEF TN 125 mg/kg Bf
DREHEZ 22 BT

BEEERTEE L OO TR A 7 L0 Stage HRAIC L H A ClE, ERIEHREICH
B LB AL N7,

BRSO A Tl 20 mg/kg PLEOFEOHEMEZATE O RF EROBERRS L im AL, 50
mg/kg LA LOBEOMEIZHTE OGS, KR RO SIEMEMILZIE, R TR OMME LA A b
7o BT, 50 mg/kg BEOMER X 0N 125 mg/kg REO MEMECHRURENC BT 5 G HIFEOJE A,
mg/kg FEDOME THARF DI I L UIEIL A A A b7z, BT, 50 mg/kg L EDOBEOMETH
Wl DZEAR. 125 mg/kg HEDOMETHRMBEDOZER N L LTz, Fio. MROKBEDOEMED . 50 mg/kg
TEDOMER L OV 125 mg/kg BED HEMELZ 7 BTz,

I. HMSMOERSLIUFEROREEIZDONT

TEMEENY) O TS KL OFTAE R OB AIZ OV TIE, 50 mg/kg BA EORE TR, HFESO RE 0k
DR S, 125 mg/kg BECAETEILEE L ONUASEORAEHE R 72 & QNI FE L V3R o> S fl fe 7 43
BTz, 50 B LN 125 mg/kg RETIIHEMEOFH AR DL £ THENEEA LNz, S5HIZ, 125
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mg/kg TILTRBEMWOBMBETENZ RTINS, BrAERICBEMIIRENTZ Z L ICERT 2 IMER
T, FAEVOKRETIE, 20 ng/keg BECTHEOAR 1 BLOMEMOAE% 4 B, 50 mg/kg BT
TEMED L 0~4 B, 125 mg/ke BECTREMED LM 0 BICABRIEERZ BT,

7pE. 125 mg/kg BETIIFE M 3 BILLT & 7e o772, WiE 4 AOFIEER. W5 1 ALIED
BEW OEER L OREME, % | O UBROAEROEEOHAFAMITIIEM Lo 7,

Lo T, ARBEM NIoBiT D 2-E= A v U D oEic i »EERE (NOEL) 72 &5 O
(BN O EFHRER L ORI O I A - BHF T 5 M A E (NORL) 12V 374 20 mg/kg/day R
WMCHDEHB N,
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=AY Do 0, FuEr I, 20, 50 B2 TN 126 mg/kg A 1 FERERES 12 DT
O Cr1:CD(SD) 7 » Mz, HElzxr U CIEZEd BRAART 14 ARME X OF 0% o 28 AR A SRt 42 A
. LS U CIEAECAT 14 DB L O REAGL £ COREIHIM, 222 MRS HITITIRE S L Ot
E3HETIHLK, EARAKES LT, MIREE, ZRITE. ZhB LU0 %hEOLEMITK
FETEMEB LR ROFEA - FBHICKIE TR OV TRET L7,

v

L3

MErE L OT5 ik

1. BBRYE
PN c2-E =AY Yy 2-Vinylpyridine VY
W4 12— 7 =)L) 2 ; 2-Ethenylpyridine 3%
CAS No. : 100-69-6 1
BERAREEES  LFE B)-Tle D 2 Y
18 2
CH=CH2
CaR e : C,H, NV~
AR : 105. 14 2~

WP E D AMBLE A BUTERED | FREY
ALJL 5 1.33kPa (14.5°C) V3 4
e <10C Y
a5 158°C Y, 159~160°C* ¥
LogPow ; 1.39~1.54 %
BRRME KIS, 7T ai—b, =70, TR Ry, Zaakbh,
%< ODFWEFIZ S

: 98.9% (Appendix 1-1)
EEBRETRIC, FERA LS OME T 200 & E AT L, ZE

=
e

_14_
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ThbHIEEHERLT (Appendix 1-2),

TR OLLFRE L O ORIE - fidli/a L

L3St

R A7 T
TRAT- 1 ]
Bk LodEE
VAN IV

TR BRI OB

A7 T 1

IR

AR

oy hEE
BEA
(GYEES s
Btk EoER

: 500 mL
PFLRMEAS RS L RIE LR R & D VIERIZIR - TBET S

TEWHY HEEESIKDORRENH S, Bl R EOREIZLD &
HWIZEET BN H DY,

DRI UTHEIRE LT (EHIEH 3~9C), £7=., BLAIC

MRER N HHEL TIRE Lz,

D R (LG R R IEII TR O BRI B R (75

D2010 %3 A 24 H (2 A)~2010 %9 A 6 H (BEZEFEFEH & L CTEIY)
PR A BIMREATREERL, R FPATERO -7,
DSBSl LT, 10 g #RIL . RS OB EMRTEIC

RIF LT,
D RBRGHEE TII T R T ORBRBER THREIT 5 & LTnen, Fhk&
T, BEHIBPORENZHR LRI, BEHL ST 572010 iR
FEME LTI L T,
A T o b O LDy, 336~951 mg/kg ¥

<7 A O LDy, 420 mg/kg

7w b A 1Cs 610 mg/m®

U X R 1Dy 200~300 mg/kg

ENLE Y b FRIZ LDy, 160 mg/kg ¥
RN H D, RE, IR, FEEZHA L, RESPESLE T, iR
WAL ERADENYH D, WAROKEEMIZ I BIEEFI 223
Zenbhs, BREMNHY, Y

R e

: VOA2417
AT A RASRE
 ER

CHRIZAR L,
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3. BERDARE L MEFESH
(1) #ER DR

FHEL S CHBRME A VERRIRL, TEDEE L0 D Lo IR ERNE, A
B — T — % AT X7,

AR A DT T L EL RS TR L 2, BGRITFRRE 9 D RIRNICR S
Hu iz,

(RIS DR, R (CEMIEFE 2. 0~6.3C)

(RAFBRT : BRNEA (LB E VR ERT O R E R AF

IR AT HIH :2010 4 6 H 1 A (GO BAIM) ~2010 42 7 H 19 A (% G-#E DA
H A AEED)

M EDONE OB TR, R BLIUOREATXEFEML, FZ7 FNT
B -7z,

RARFAREOWLE - BERROREIRL, AT 572010, FEEEIEYE L TEIR L,

(2) B HURDALEESHT

P BHE DL EME D PECREAT, BB O 1B L 0V40 ng/ml OFERIZOWTRE
PEZBIT 2 T & AT AP IZ R T A5 EATF I A GER A% 0 A &
L CER) 3 L OIBRA 6 R 0% EME 4 738 L 72 (Appendix 2-1),

B GROBEMRR - #IEE KO EIO G A2 2R E OBRYERRIZ OV T,
WEBREDOREE ST L, SAENARTRED 101.8~110. 0% TH 5
Z & & HERE L7z (Appendix 2-2 35 X1V 2-3),

TEEfER A IE : Appendix 2-4 [ZRT,

4. HEBAHZE
(1) #RERH
HBRIZIZ, ARF v — R - U=t EARMEE ¥ —/EMED SPF Crl1:CD(SD) 7 v
NeHWe, MEME=FY 7T —ZITEMEEESNOAT L, 7y MNIFERRTE T
BYAOCONATWLEMETHY | YIFEIT COMRARRNREE THHZ L b ZORME E
E L7,
HEMESS 52 UT CR RS HEMESS 50 FT) 2 2010 55 B 19 HIZ 8 B CIEA L7z, S AFRFDOENY
DOIRFEFIPAIL, #ET 230~268g, MET 195~221 g TH o7,
(2) BB L UEIHE
A%, fEx OB ONTHEMEE H8Ik 14 BETO 13 A (ZARZENHL 1 B & LTt
B REEA 1R 1 RIS L KEEZ AR GENL ) B ORI T R (k5T
)% & o8 1EC | EOSEE TR 3EME UL, £/, MEmIC OV THESITOETDI N
M OMR R L B A A 7TBHRIEIC X VIT>70, &R X OB o E iz sy
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T, M2 FICIEGIERE N A O, —HoRiERS KOWEMER 2L, WInoEiz b BN
D b RioT,
(3) ST

K ds X OBIME B ICEM U7 —eiRiEBlZ s L OMAERERIE. S SISOV T
BEOHREEZSBIZL T, BFEORD LN WEFREM A R4 48 JUEH LT, 10 @& T
RERICHE L7, REBAMART 2 B OREICIES W TBLEEARMMIEIC X KR OFHIRENY

DL OB T ET o7, B TRFOEMOREGFIL, KT 320~390 g, HfT 238~
293 g TH Y, TR (B 358. 3g. M 262.4 g) DF20% LN TH o7, BRI HANT-EY
TERER ) DR L TERSE S H T, Zds, TB/EIR S AV BIZ DV TR - BRAART A (I — IR BRI
WH RN LR LT,

(4) #ds X O — T DR

L. BESITRINTSZABRRICINME Y =L bR CRRERICHI 21T . B T4 \ZEME
BEAEL, BEHNEZTTo70, BRI OWTE, BEHER AT no T,

FE 7 — 2%, BT RNEMREIC @S L T - UHCRRE 58 L OZ AROEHME 5 %
BGE L. &7 — VORNRICIER Uiz, BT HRIEMEINEICOAST L 7 VSRR E 5. R
HEIOHDTROBMESZHT L. IR T IIRRIKL A O 7V — 748

O T E O, WEME RIS %E T HEO 7 Vv—74 bR L,

(5) BtE
1) fERE
By TR 22+ 3°C (T2 20~25°C) . YR 50+ 20% (FEHIERLH 47~82% : RFRDI%
Ji Vv O OB K D) MR IFIEL 10~16 [F1,/ER FREARERT 12 BERT (8 : 00~20 : 00,
ATLHEM) o8 E = (310 55) THE LT,
2) fFAERME XL OB 7k
754y A& B ELEHEIR 7 — 3 (260W X 380D X 180H, mm) 24 L. R ME %I
OWTIIIRIR 17 B DEE 4 B E C/NEZI & HICTERBMARB(FIA V7 L—7
AART ¥ —/L 2 U N—RRRSA) 20 Ui, %3 JUOBHEHIR IL 2 T, BT #&Ix
UG, AHECHAR s I REMES 1 DT, AEIRMAMI I 1 S, WE MR 1 AR L, 7
— VB IO T RS I R L, £0®RIT2BIZ I ROBEE TR LT, 7272
L. RIEFSTHEEIIC DV CIEIEIR 0 HEB LN 14 HICARHR U7, Mk 2 |, /s
MLIXAEYR 20 BACBESIRBEFE O b O L AZH LTz, BEFEKEE OKE & X 1 [ L
7z, BERERNOERB L OERERZ. 1B 1EEREL-, FREHICEL L, &
RARMEER LU vERHHEY 1 BH B CZAICMER L7,

3) fakh
U o B OVEERE TR A S R E R AR CRF-1 2, & B RGEHRZ AWV CHRICER
XHm,
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RERICER L AT TENDO S DIEYEME O 6 5 WIdMEYRE S, A L4 o
>k (100203, 100302, 100406) DEIBHI DUWNTEM LT, BB D41 Eurofins
Analytics fEE 72 ZMMIEAN BARRRSH & 2 =2, MAYRE I IMABHELEEE R F N
EhAT o7z, SHHEE L FR MRSt (LW SV TERT O RS HEBE TN E (2 HEHL
L7z, GHTORE, WTFNOHEBIZHHTE SR EE B2 2 B8 bhieho i
(Appendix 3-1-1~3-2-3),

4) fREK

FLIRMZKE7KZ . BEGAKIEEZ AWV THRICERS B,

RERICER R MFT BN L DI5RME OS5 &, 201044 H 1 H, 201047 H 1
A3 L2010 4F 10 A 1 BIC YiZhH = & [FIRAELE O fcR b0 (306 528) 7> B alEE & BREL
UTEM LTz, 00T BABR ARSI T o2, 0T RE LHFEEIIRAST e
LRVERFSET DEVEREFIAE VB LTz, S OfiE. WTHOHEBICHEUE S
TG % B2 D EITEED HAL72 o 72 (Appendix 4-1~4-3),

(8) FERHE DO

RBR DO
Beb5s b=3: 3 B EBYER)
AABREE (mg/kg) (mg/mlL) HE I
o HEHE 0 0 12 (101~112) 12 (151~162)
B =8 20 4 12 (201~212) 12 (251~262)
oh &R 50 10 12 (301~312) 12 (351~362)
=R 125 25 12 (101~112) 12 (151~162)

RIS IT, MR & RERD FH B TIREDO %2 5 LTz,
(7) #BRMEORS
1) BEBEORT
RS ¥ 10, 20, 50 3 XU 125 mg/kg/day
X ERH 2B = AR Y P rOT y MEAWD 28 AR ER D G EERER
RHNZ 92 HRIER ARG HMEARBROB R LSBT U GRIE LT,
28 A ERR A &G EERR (E58:12.5, 50 35 KT 200 mg/kg)
PCik. 50 mg/kg DLEDTETIRIE, WO (RT LERMEA, #iE
Ay HERERD LT, F7-. 200 mg/kg BETIIHEO K ERINIINE X
F OB ROREY, BREFROEMNENFED bz, 92 HMRER
N# G AR (B 58120, 60 X0 180 mg/kg) & Ti, 60 mg/ke
PLEDORETHICHIRICIE, Ak, KIEFEOZE(N A BTz, 180 mg/kg
TECILEE, JRME, HEDREIBINMKINGZD HhiEn, BETHA
FEXI B OA B2 HN M TIPBRAR X BB/ OA B 2EMNA D BTz,
77, 180 mg/kg ¥ TOHEIZATEAE OHARICEF TR O R
Molo, ZHHOEFERE LORRROL G ZEE LT, Ko
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2) &5
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HE o —emt a8 (Fo2, HORERMINED) 2AHb
NHZENTREND 125 mg/kg ZmMHEL L, LITAK 2.5 TR
LTC50 850020 mg/kg ek L=, TOftlc, BARDHRZEEED
FETHEG T HRBEEA R T T,

T

BHEFEBLIORERKE T4 AR—YTALEB Y U FBIVT 4 AR—F T L) Tk

EdSCAEIE=q
& H-BF

G

0

KEGHEE

H

&Ik,

HWOCRlfiz ok L& G L,
1 H1E, EALE LT,
19 :05~11:43 O (7272 L, BGERZOGFTH - = REWIL S

BT 1302 T COM) oG L=,

M AZECBASART 14 AMB X OE 0% O 28 A, it 42 A

Mt 5 AZECAT 14 H W36 X O EAAL & TORRBLHIN ., & HIZ3Z AT

BIAEARIIR 5 L OVEE 3 A & TOWIM

15 ml/kg & L, SEEOHRGHRITES BICRKR bILWHIEH OF

HiCHESWTEH L,

RGRER, OREG LR GHFROEEHEDB  BRETA NI 2852

L7,

(8) Bz, Mk LU mATEH

I. HEEIzo>NT
1) —iIKEEE &2

BilEx
A

MR

BRIk

2) HEHE

B

HE A

HE Tk

. 5

CEREGEBAERSG L DL LTRERL, &5 1 A0GERE 42 Do

HORBA % T,

CERGATCRRD B L OREGH (PR O 1 B 2 [k,

=L, FIR B EARTRI 1El

ME 2 OBOES, SMEL. ITEVRICOWTEIER L, BENRDL

NAHYEE, £ OMIRe b Nk ORI 2508k L7z,

==Xl
RGRMBEERE T BEREE L, 51, 2, 5, 7, 10, 11, =D

X7 AEOREH, REKT HB IO AICHE L,

» B E MR (6X-2000, fRistto— 7o R TA)EHNT

HiE L, 1 g BALCTREGR L7,
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REBNER JORERIIER  LTORIC IV EH L7,

3) BEENT
Bil%k
IE H
WE F 1%

BEEEOE

4) Flk
ik
Ly
RETTIE

REENE () = #5542 HIKE (o) — &5 1 HiKE ()

REIEINE (9)

PREHINIER (%) = X100

%51 B{KE (g)

s a2
D RBELHIM B KON H AR E . RERIE LR U HIZHE L,
R MIRFE (GX-2000, HRREttT— - T U F - FA)EZANT

HEL, 1 g B TR LA, RERMAITAICES 2 HEL T
—VHICHRE L, TORIAENCEEBI KBRS ELIE L,
727U, HIREAETRIREO A2 E Lz,

TNV R L,

#o b & (g) — 5% & (g)
HE B o B % (day)

BT & (g/day) =

» 2
cHE 42 OO0 ICHE LT,
RSN LA BER L%, =T VR T TR £ D EEEE S, 2

H O« M ARAOICEIE L, 22 UTOHT - k% 10%
HPEREET R L~ U VICEE - RAFELTZ, 728, FERB KUME LR
377 R TREE. 0% T4 ) — VIR Lz, JOEEER L
HIRFE LT,

B « PRAF L7 8e T & 72 130k

5 WEEEHE
Bil% - Ry 4]
HETTIE
Mdide Ty
FRFEREORE

6) PR TR
ke

B, IR, B, PR, B, OBR. BR LK AR, EE G
B E Te) B &L ORIRMRE A CEFMM L OFERE L2 5T,

s BRI AENT OV TEME LT,
LN ORBE MW T, B RIMLRFE (ER-180A, BEA Sttt

— T YR TFTA)ERAWTELAETHIE LT,

D FEHL, R K
TR I EINLT,

e T E ()
FAxHE & (%) = S h FE (o) X 100

P EBFNZOWTEARZER L, RS LS HEHO2FIZONT
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B L7z, ZORR. MBEBIOHKE LIRIC O W TR ER S
DFBELEZ LNHENRRD LN T-To, FOMOB R

WOWTIEERMR Lo fe, 72, MEEIIMOEMR TS . i

BIUORBICHBRYER G CEEST D L EXONLREFTAN S

NI EnB, T B OAERIC OV T b 2H ORI AR A %

iTo7=,

S HIZ, ZOMOBMREFO AR R F A OW T H 8B L7,

RG T 4ABEE L, N R RV s A R OER Z

BLUTHERLL,

LA DOFGR (B ZRL D Stage syBiza&de) . FH A BIE. TR

BEURIE, MmO RIRMZFEAL - PROZEN @WES 403),

=
e E5BAME A BEIBE £ T

I. HE LR
R ERIU, B, T LEIIR ERESCHIZ, BRHO
FELVEMW T — T VRRER O U TR S 7= %8 LT,

el
R GRGA ARG 1 R RN AZERO R, ST REWE

OpEHEREL, LToRIZHE L,

b1, 2, 5, 7, 10, 14 HOEHEHI,

WSRO0, 1, 3, 5, 7. 10, 14, 17 B X020 B O 5017,
HEOBLO L AORERT, Z2OCNIME 4 B OFEA
RECEIF 3 Gk ER O, HFEEOHER &R CAICHE
L7z,
FE B KO RIEFNT DN TR, JE LR AR E 7 I3 L R S H 7
HOMRESFLER L 72,

I. mEEY) &R T

FREBNER SMEEENE L TOXRCI WV EH L,

ARERRAE 5 IAH
KEIE () = 25 14 KB 851 AKER
e — IR @

5 1 DEHE (9)
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WEST L

4) R

Bil%x
oAz Ik )

WA Tk
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BRI ]

REBINE () —  FHE 20 K (o) —HE9R 0 A6 (o)
e KENE ()
ERNE®D = 0 A i (2

X100

5 48

IKERE () = W7 4 R () W 0 AN (o)
RCE =N

sy = PR

T 0 HRH (¢

s 3
C REHIR A ERE, ., 2)EREHEOHER LR L,
L. HEEMERIT, 72720, WLR 20 RRE. HE 0 BTG &

D Fr,

1 25

HE 4 H

772 L, AN REC/HIC, BRI S E-AIZ,
7R HERL L OMET RN ETIT L-FIER Ao Eia
L7,

T R L RERICHIR L. LUT ORE - filila 10% T HEfEE - v

< U UCEE - RTF LTz, O ERESL & bRFF Lz, EIRIAE
BB LUOBEKRESR R T,

EE « 7 L2y 7 1A

5) PR R MR
BilEx

AT i

HONTHE. BN MEEEL B, INEL. AL ALiRE LOWIRAY R
FRAL (L H AR & DBIR T2 ET).,

BN OWTEARZIER L, SRS X UEAEROLFIZ >V T

B LT, TORR. IRRIIIERIERSORBLEXZONDE
LBFBD bR o Tcl= . ZOMOTEFET OV TS L
ofz, o, HIRTHIE. MRS & ORI BRI R R G [E
HEBZONDEREHANAONTZZ Lnb, 26 OHERIZ DN
T 2P ORI AR 21T o 7=,

S HIZ, FREOPRIEE T OV T HER L7,

XTG4 AEBETIL, N PR V) s 2 Y R OIER A E

#LTEBR L,
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CONEL AT, PRl X URIE. SREFORIR RGN - MREOZE

fE ()’ 357, 358, 362, 451, 453, 455, 456, 457, 458, 459,
460,461 3 L 1N 462) IR H O REEEART (EE 5 456 33 L 1V 462) |
B TR (B B 451)

II. ZEMEBE DOAESER LU EIR DI EIZHONT

1) YRR
17E=3
Ll
Jiik

e

2) AEFHRERRA
Bi%%
1]

R R AL D RERE T 1

: MED 2451
BB E B AR £ T,
X AYYAIC L AR BHERZER L, JESREIMREE T CME B

P2 )T L7,

D PERIEA OO BB GETE R, RAEHI, RAGRMIB X UREKR L) 2

4 H S 6 HORIB TRV IETLOZERE L, BEHMELEH

L7 &7z, #4509 3 B OB ARRRD L =g 1 FilA
biv (FhE S 452) . Z OB O MR ENIRHE] &CHE L TRIES
MREZEH Uz, BIHRIEEA 7 BLLERESE L TAHA D b Oi3E
RAEFEIE L L, BE SHE L, k. EigIEREF IOV TIEFES
HFERITEE LR o7,

: HEME D 2

B 14 B XY 8 B CRECRAB R DE A Z B 1 R & L),

LR BHOBYE S RENE - THIEWE 1 A L,

: BRI DR | 5ot 2 ASERBHAG D DAY LA L0 AR HER I D F
TE R ST,

RSP E LR ST L. B\ ER A A T REA L O

WCEVHER L, B, WINeAROONT-AEEIR0 B & LT,
KAPOHBIIZRRERH L,

S o RR LR O
2 ke (Copulation index, %) S O R O X 100

TR ORER &2 /0t DA B L OHIREHI FENOBEKRIE OGHEIZ X
N1To7=,
WD OIS BEEREE LT,

AL SR (T lit dex, %)= ——=——" w1
ZhER (Fertility index, %) A U 7o e D44
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Grideds X ONHE RREBLER
Bk D SR U T4 6
Skl : RRAHER S MBI 32 p B AR i S B,

Sy MR BE A ARR 21 AS 26 AOEIE T, mH 3[M(9: 00, 13: 00

BLOIT  00)BE LT,

SIMRAE T DFETR 191 00 (ICREMA IR A B OTIZED TIHD FIZZIAATWD DDHEL
BANTEHACHE®RTEL, TOREME O R (EH%0R) & L,
LGP, TR ZHPE L2 b O F ERHE S LT,
HERPETIHELT L TV E5E GEE) 36 X OEER L 0N AT
LIOLGITHEHEL L,
WD DHHEICINEFELZ N L,

o . . o/ AR R R R
HE R (Gestation index. %) IR X 100
HEIROBIE B O BICEFICHE LBl AFRE LB CIREE 2L, %

noOERtEHENRSE L,
AP B RERFCHAERZRE N L,

HIZES (Live birth index. %)= eri;ig%gzgiéﬁ X100
OV OB+ A4 035 504 P B2 O RSO A LI & £ OO R &
S LT,
ERGEW A% 0 0 ORMER, FELHIE S0 A% 0 0o
AR B ONCAR A BOAGER A S E LT T ARE L,

e E R4k
TE R VR S+ M P IR K

ﬁ

Hi g

A% 0 HOEHEIE OV (Sex ratio) =

HEATF IS

74 1=) -
A% 0 A DEMFI DML (Sex ratio) = HEAE A7 R+ MEAE A7 R 3L

i SN ET

A4 O OATFEIROME (Sex ratio) = T W

FEARHAR DB CHHR O H26MEE 0 R ETOHRMO DK EFE L7,
SR OHEM : HRREF L AW D= PN D A AR & IRV B L 72,
AP BIEBII R ERIE LT,

: ) HPE IR 4
SN 2 O0 — ==y
SR (Delivery index. %) Eh X 100

BHEROHEM D HIRR IR Z S MED N B AR SR A R L T2,
KAPBIEBICEREZHH L,

= . 0/ — AR
ZIKRZE (Implantation index, %) =g X 100
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HWE4HDOHEBTROEN : kR OEHGIZEH L,
HE 4 HICAEFR 2R oM

& 2R (Nursing index, %) = T 1 PR X 100
4) FAERO—Rk g s
Bil% : 44
SR 1@ 0
A CAEBOBEPLAEBRIBETE L.
BE CAETFEIIRTORR, —RRERS LOARICHOWTHIE L -,

7. SEEHNIEEIR L. Whole body % 10% FitikfEiA /L~ U L%
THEE-R(F LT,
FERATFRORE A% 4 HOFERETREERAPHEH L,
% 4 B OE(EIRER

A IRATFR (Viability index, %)= e X 100
5) AN ORENE
% - R A CAEAFAREFICOWT, £% 0, 18R BIZER LT,
HIESGIE : BT A LMK (GX-2000, thkRtle— T F - FA)ZHNT
HEMERZ LAEE LD TRIEL, 0.1 g £ Trlsk L7z,
HERERIZ 1 I8 FEAREA & L TR EEZHE L,
6) FENR DT
IRF 303 - (1l 4% DA% 4 BT EFNZ OWTER L 72,
A% CEAER (LENZ ST 288 L, TEEREWRATEIC L s &

B 2HOWRE MR E WIRMICE R L, EHHNZ- 2V TiL, Whole
body % 10% P MAEE AL~ U S CEE - (1fF LT,

5. #EtEMAE

fRE., REWNED LOHEINE, BIE, ST OMEIEEB IO ERE, BROK T
A, BEEWIRIRG, IERE RS, BRI LOVEIRE, HRERE, HER O A7 K Ed L U%E
CIRE. iR, AR MR, AREIF. WE 4 B AT X OB ER AR O
ZOWTHAEO BB L UERERAELZEH L, Bartlett OMRTEIEETT ., B0 HE % f#T
L7z BB o5a it —mi B o Bootris TR L, A ESBOEE I Kruskal Wallis O
TEVE TR Lz, — BB Bt ORGSR, RN BTG 13 Dunnett DREE A
WTKTRBEE OB AT o 7=, Kruskal Wallis JEOMMT OFER, AEENALNTH X
Mann-Whitney @ U-HEHEEZ HORERRE L DL AT - 72, 728, FrAEW O REMERIK E X
BEAAEARYNL L LTz,

FREAEMEZARAED 9 B 2 BRI ED 7 L — R3S LT RIC W TiE, BEE O
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# Kruskal-Wallis ORREL THAT L, BREZENA DA TE Mann—Whitney O U EE%
HWTHREE L O 21T > 7o,
YERMOREORBEE, RFE, ThE, HER, WE4BOWEE, 725 ONTRBHAR
FINRAED 5 H 1RO 7 L — RO LT RIC DWW T, 2B A ZR/BRE 21T,
FOMEEEENRO ONTHGA T 2 3B 4 2R TR L OB A T 72, 272
L. 2880 A ZRMBEICRE S OB Fisher OEBEMRRELE A2,

SHIRRE & DLEEREIC DWW T, TEKET 5% & Lz, HEENFECHET 3 ERFIE
% Appendix 5 (2R,

7%, 125 mg/kg BETILE 4 HOFHEUIE, WE | AUBROREMOKRE, BEEEB X
OER# 1 BUBROAEFEROEEDO T — X250 TE, B3O £ /2320800 L0 6%
MDIBILLT L olztzs, #atFHIREILFER LR b o7z,

. B onT

. —HRIKRE

— IR HEEI R O A AE A Table 138 KT8 2, INDIVIDUAL DATA 1-1-1~1-2-4 {259,

HE . xPHREE. 20 35 L U560 mg/kg BETITHR G HIBHRICRE LR bgnoi,
125 mg/kg FETX, %5 16 ALARE, 1 7203 2 flLCER RO biv, 5 MF %28
TIE A BT RD BT,

W SeHBEAESS LU0 20 mg/keg BE TR GBI RICREIIRO bk h o T,
50 mg/kg BETIX, AL K OMEARMIFIC 1 BHCHEN TR L7z, k. [FEHNZIX %
RTRICHERB R TR L TW AW 1 6] (@EF 7 362), Wi 1 BHETICETO
FrAERENE L7282 1 Bl (@& R 358) A b7ehd, Ziuh OO —IRIKEIZ R
WL HE DN o7,
125 mg/kg BETIE, MIEENZBIATIS L OACECHIEIC 9 4], AEARHIEIC 8 #1l, MR 77 AT
3 BB HITIED, FEIEEI ) GBS T T2 ORERH LI, IR T
X, BpE S 451 IZBFEFBOR T, SMRE LR EG G L OV E RGN
F T EWER 459 (IZHRIBEIOK Tl L OIRRS TN E ez 22 A3 JOUHR 23 A D
SHPIZERD b, INOHOEPIIERFINE L, HEL L TR I, £28)
W& B 456, 461 35 LN 462 (FATHR 22 H O3 EBRRERINIZ AL T LTV D OB R I T,
05 HLEWMES 462 TiX, IR 21 BIZIFEEEEB Y X OHREARD bz,
FEC L@ F i id LR s BTk, FIRCTFRRNICZRED PR S ()
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WEB 151 TR 1 #&E B 156 TR 11, BEER 1 B8R E 159 T
WEVL 1, ek 2 ; Er&5 461 ZETARND 18 ; @& 462 FETHRYL 19, WAMR#ET% 1),
T H A R CIEiR 5% 5 BINCHRER. | Bl RIRIVER SN 5D 7 SHRAEIR 23 FED
N.ZoHH 16l (EEE 458) XA EBOERTEBLIUONHEREBEL R LIZBIET L,
34 (B S 455, 457 B L TN 460) [THRRIERD A SN/ B HITHET L T L DD
I, BES 158 T, M THERNICZMED MR S Lz REh IR 1 b
B3, T, 36 @S 452, 453 B L UN454) TIEME 4 A £ TICETOHERD
U LTeTed, WTh b EEL ST,

2. AEH®
KEREDHKKE % Figure 1 33 L2, Table 3~6, INDIVIDUAL DATA 2-1-1~2-4-4 {257,

HE 20 BILO 50 mg/ke BETIX, REF L OMREE NS00 MEE & i U TR EZRZE
B DIV T,
125 mg/kg FETIE, BHGHIMAZM L OIREBEL O IMETHRE L, &5 21 HLUFROEE,
FeHHH O REMINER L ORERINRICERRERA BN,
M 20 J5 LN 50 mg/kg BETRE, ZRELHT. MRS L OVEEBEHIM & bICHEE, FEHMES X
OEEHEBNMEROWTNIZ A B REITERO bikhorz,
125 mg/kg BETIE, RERUABIIAE, KEHENES X OCKRERNEONTIIZHAE
REAGITRD Bl o 7o, HIREIFPIISREL VA THER L, HIR3~20 HET
DETERS L ORI O EEENEICE B R ENRD b, WEHM TS 0 B D
REIZHRREENRD bz,
3. Efig
FEEENE DA% Figure 3 B L4, Table 7~10, INDIVIDUAL DATA 3-1-1~3-4-4 |Z5R
T
HE - 20 B8 X UV50 mg/kg BETIARTEREE & bl U CHREAZMIERRD Humnot,
125 mg/kg BETIIHE 2 B L5 HICHEREMERRD bz,
M 0 20 BT 50 mg/kg #ETIXABEREMIRD LRI o7,
125 mg/kg FECIE, # 55 H, MR 3~7 H I8 X OUEHR 20 HIZH BRRMAFED b,
4. BI#&FRR

Bl ORGIE % Table 11 3 10X 12, INDIVIDUAL DATA 4-1-1~4-2-4 |27~

HE

STERAE, 20 B L UV50 mg/kg BECIZETATRISGRO bl o7z,
125 mg/kg BETIE, HIMROZREL 1 4. Ai'E OXEPEAEEDS 6 41, Al 'S D5 m kLR
A1EL RIBOIERKN 1H, R ERESOERIEEN 2 FISRD i,
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M - RPRREEDS JLUR 20 meg/kg BETIX RGBT RITR D b 2o 7o,

50 mg/kg BECIX, WHE 4 HOETH 10 FICITMROZEREL 1 #l, #iE OFSPEHEIEDS 1
BHCFRD BiLTz, REHEGE - EFEE RS2 T LIt ZEESE -8 Tk
2 e TICMROERFL L CRIBDOIENAALIL, 2055 1 FNITMIROENE S 5
iz,

125 mg/kg BETIE, WHHE 1 HIZEFREZBEE L TV 28TV 2do/, LA IV
B HEEF I E AR CIT Lo 72 O LCHFE S W - B Tk BliR O 24603 10 6l
RN D ZERE D 9 B, HITE ORFEILE IS X ORIRR mI TN % 4 6], BT OREIE R A5

25260, BIEOIERA 4 B, BIEN 1 I LT,

5. BEEE
e EBNEDMAE S Table 13, INDIVIDUAL DATA 5-1~5-4 TR,
HE 2 125 mg/kg BECHURREOMBTEIC K REE L I U CHERIRER A LN, BEEEIZ
TWFHOWRHE RGO FEREETRD O T,

6. WERBFHRE

ISFRALREZAIPN A4 Table 14 38 KO0 15, INDIVIDUAL DATA 6-1-1~6-4-4 {259,

o HRRRE I, MR ORI OZERE (BE) 3 KOS R LIROE NI (B 23 1 6]
(2 FEE LR ORE TS (B 3 1 Bl A S 7=, AiE . M X ORI IERE 5T
JZIAECINCY (Wil taY il
20 mg/kg BETIL, ATE O EAE S X O AL (D) 25 2 flic b iz, Mg
LORIBICIIRERRIA N7,

50 mg/kg BETIL, ATE O LB (BRED) 23 8 il R Ak (B 25 3 Blic &z,
JEIgES L ORI I IE R RIIA BT,

125 mg/kg BETiX, RIEORF LEOEEL 12 F) GRE 3 6], % 741, @EE 2 H4),
WAL 11 FIERE 7 B, PEE 4D ICHAONT, Fio, BROBWE O (BE)
P32 BN, R AR E FEN AL S (BRED) 23 1 B, RS RN 1 R (R ) 3
2 BNz, BB ORCREICE T 2 KEMIROIEKR (BRE) A3 1 flicixbinl, PFlgizIERs
THRIZH BN D o Tz,

INODOENETRO S B, 50 8 KT 126 mg/kg BEIZH T HA1H ORF LB LT
125 mg/kg BEICISIT HANE @A, 7 L — FOFERIERPRD b/,

FFR D PIARAY B E T A DWW T, 125 mg/kg FECTHIMR O BB O ZME (BREE) 5 1 Bl
BT,

i - RPRIE T, MO BESNE L OTTHED L BlicH Bz, AiE., BIER L UUIRUICIERE
Priid D ivie o,
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20 mg/kg BETIE. AIH ORE LGB AR L ONRAL ) 23 2 flCA DTz, R
LRI RETRIIA LR -T2,

50 mg/kg BETIL, AIHICBWTRE LE@FAL 7 6 GRE 6 . HEE 1 F). Bk
(BEFE) A% 8 5, TEIE (BEFE) | RGN T AR 00 ZE MEARAIR P (REFE) 35 K OVKENR T AELAR DA
ME(LDS LN A DA, ETo, TR FIEEE O£ RE) 28 1 4, BB OFRE 2B
2B ORI (BRED) A3 2 flicH bz,

126 mg/kg FETIL, AT IZBW TR LRGRTZALAS 12 ) (BREE 7 5, RS 6, A
AbAS 12 181 (R B 7 51, AR 5 f3il) | VBB (BREE) 23 4 B RERE LA oD JE REVE M iR (B
[E) 7% 3 B, AT AR OMRMEAL BEFE) 2 2 Bl bntz, £/, METIamEEozE
MEAS O 5 (BEEE 7 1), REREE 2 1) . FRABEE DN (BRED) A3 2 . B Gl Iz
% BB O AEI (REE) 23 8 A, HURHE OBESE (R FE) 6 L OO OFLE LA (RIE) A
LN A BTz, JRBRICITERFET RIIAnRho T,

INGOERFHALO DS, 50 B LT 125 mg/kg #EIZRIT HATH ORI LGB L O
WAL BTN 125 mg/kg BRIZ 1T 2 AMBEDZERFIC 7 L — FOFEHEIRAY, 125 mg/kg
BEZBT 2RI O IS I8 T 2 BUE MR DR RIZH A BHE OF B 72880 bivie,
R O PIIRAI R 5 AT RAZ DWW TIE, 50 B ROV 125 mg/kg BE TR O FE O ZEHE (T4
E) RENEIL 3 BLON0 HlH B iziEh, 125 mg/kg I CB &R0k (RE) 23 1 Hlic A
Y (R

1. BREOBTFRK

FEE OB TR A 7 LV ORE%S Table 16, INDTVIDUAL DATA 7-1~7-2 |27,

125 mg/kg BT, Stage [-VI OFREME B LA N U MBLEAT 572V O ML
XITERE & el L CHEZREE, Stage IX-XI ORBMERNMIB L O/ b MIRBEALSHZ0 OF
FLARREEL 72 & NI ME HALSH 72D O U7 b7 AR REAREIC AT B e KA, Stage XTT-XIV
DFEME RALH T2 D D% /T 4 7 o7 VU ERREICABERIEER 2 L, Stage
VII-VIII THZEEA LN 2T,

I. HHEBMOEES L CHFEROREEIZDONT

1. R

PEE WA D& 4 Table 17, INDIVIDUAL DATA 8-1~8-1 35 KT8 9-1~9-1 2R,

125 mg/kg BED 2 BNZEBIERIE N A HAL2IE0, 1 HNTEHIC 3 H OREHIREI A 5
v, PERIAO AHRAN & pE Ui, PERI R OB L O IE BRI IZ & # 55 & bt
BEL G L CHEZRZEILED bR h o7z,
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2. AKTERE
AFERERR A DR % Table 17, INDIVIDUAL DATA 9-1~9-4 (277,
ETORGRIZBWT 12 BB a2 RS I8 L OUT IR DS IR S iz,

3. BB LUIHE KA

S X OV BEIREEDORAE A Table 17 35X T 18, INDIVIDUAL DATA 9-1~9-1 B L 10-1
~10-4 |27,

EIRE, B BRE, SRR, HEREE X OER 0 BOoMRIZE, WThogRpE
BHRECBWTH AR & i L THEREIRD bR o T, EEH/M T, 50 mg/kg B
ICHEBZRFMER A O, 20 3 3TN 125 mg/kg BEIZIZAITA D h o Tz, HERIZITN
TNOWRMBE R G L ABRZITRD b2 h o 7208, 50 mg/kg HED 1 Il THMGR& T RIZ
EFEPRBO N7, Eo, 125 mg/kg BETIE AT Lz 3 B2 br< 9 Blloomis
WD LT, 2D 955 2 FlIATYR 22 35 L0V 23 B D43t EEiE O 72 DRFIL S W72, H
PERF ATV J OB R B0 B ONTHARIZ OV TR, 20 B XU 50 mg/kg BETIEEALIE
FDIVIED Tz, 125 mg/kg BETITAERETRD bR o 72, EFEREE LOHERD
IEAEME I 72 & NI IR O REE I3 A L, WE 4 BOWER, £% 14 BOATFEREE
L OFARDOEFRICIE, 20 3B L5650 mg/kg BHECITH B2 ZITZFRBO b2 > 7203, 50 mg/kg
BO 1 FUCB W THE MM P2 TOHFERMNLT Uiz, 125 mg/kg BETIZ, SO T 25
RENT THIREITEMEY | BALFELFEDOOLNT. SHIT3HTEFRIIRERRED LN D
ELHBIEORTE R LN, £, WEMMTICAET L 4 flEix< 3 flaflicisuy T,
EHARFETICAETOHERNEC Lz, £% 4 AOEFR O T, 50 mg/kg #EIZIWT

BREEA A BT,

4. FHERD—HRIKE

BAEROARIREBREORE L Table 19, INDIVIDUAL DATA 11-1~11-41Z:~57,

%0 A2 D 4 AOMICAETEITIEA LA R, cHIRRECRE2 B, 20 mg/kg BETHE 1
Fl, #E 16 CHo7m, 50mg/kg BT, ETOHERMHET L TCWEELEDD L, T EL
VEVEZR U723 A48 L 22 ], M 20 Bl Cdh o 72, 125 mg/kg #FTIL, A% 0 A6 4 AOMIZ
ETOFHERDPEE U OO RS T OHER L&) 5 & 55T LM 65 1,
59 B ThH o7,

A% 0 B D 4 HOATFHITIE, 20 mg/kg BECHE 1 Iz R K OHIT /A H 7z, 50 mg/kg
FETITEE 1 BiC, IEH D BRI OWTEITRER T 5% B DERNS & 57z, 125 mg/keg FE
TR A 0 BICHERES 3 B 414 3 BICHE | BRI ENTZEIC X DIMER L LT,
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5. MERDAKE

AV OKERNEORME A Figure 5 Table 20, INDIVIDUAL DATA 12-1~12-4 {Z7R7,
20mg/kg BFECIE, BETHABZ 1 BLON4 B, METHER 4 HICXIRBE L BB L TR ERBENTR
HHIT,

50 mg/kg BETIE, HEMEL &AM 0 D SIRRICRTHRRE & bRl U CHERIREDRTR D b i,
125 mg/kg AETIE, MEMEL HAEMR 0 HITATREEE Bl L THERIRERRD bz,

6. FIERDEIRAR

BAEROEBORAE % Table 21, INDIVIDUAL DATA 13 3 LT 14-1~14-4 (TRT,

A% 0 H S 4 HOROLLEHNTIE, 50 mg/kg BECHES #), M 4 B, 125 mg/kg BETHE 29
Bil, M 24 FHZRBWICKENT Z L IZ X DIMERHB BTSN, WTho&k ez R
WITRIEA BT,

% 4 BOEFEFITIE, HREECIXRERTLIIRO G ived o7, 20 mg/kg BETIE, AHIEOD
W E i KOO ZEME A HE | 6], TR UL ME 1 #1], 50 mg/kg B TR DIEIRA1E
1B, FFlg o> & BB 1 FICRRD Sz,

ﬂ

#

S5

=AY Do 0GR, FuERr I 20, 50 332N 126 mg/kg & 1 FEREMES 12 DT

O Cr1:CD(SD) T M, BEIZX U CIEzRiLBR4ART 14 ARES X 0% o 28 AME &5t 42 A
], M LI ACED AT 14 O L O RASE F Co RN, ZRRSLHNITIHRIIE & L O
WE3HAETLIAHILEL, EARAESLG LT, HREE, ZBITE., ZHhBIU0NBEOEIZK
ETEMEB L ORI OFE A - FEF I RIETREIZONTRET LT,

I. BEmicoWT

—CREE TiZ. 20 mg/kg BE TIIHBME R 5 ICBE 2 BT RIEA bR > 72, 50 mg/kg
UL EOEERETIIHEE 72 I RIED 2 D3, TTER S < 72 DI D THRABE OBINN 4 5 4L
foo TOEITERHEORBEIEIZ LD b0 LR IR, NA T, 125 mg/ke BECITATHRAH
HLPAE B EG deds L OMREEDS 1 BlIC A DAL, ZOBIE 5T 3PN TRNIH LT, iPic
HRBEIOIC T ZOSRE D, OJEBEEEGRE IR RO S/ 2 oV TiE, ERE
ThololzDRES ST, HWEME TIE, 6 Bl THE% TR F 701X MIRIERE R 722 & O fRE
RO B, A BFINELT L, 2056 1 FNTIFIET T 2N [ 3EE O T B L OFREREE
BH-BiTz, T b DIRRITAEFERINC BT DM E 5 DL ZE 2 il
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REHER R L UM R T, 125 mg/kg BEICRB W T, HETHRE 21 BUBOKE, 5B oE
EEINER LOMEEBMNEL S NCE G 2 8L 06 AOBHE, TR 3~20 A OFE, HiR
MR OFEEBEMER LOWE 0 AOEER LS 5 B, 414 3~7 A3 L OUTHR 20 A OFE
BICHRBREENRD B, PR ERGICEELELLE B LI,

BT A CIiE BB P CHRT EITLEE I B8 5 O TUallE TIRIRALE 2 50 mg/kg
REDMEFS J TN 125 mg/kg HEDHEMEIT | RERERIEFRLIRAY 1256 mg/kg REDHEMEIT 2~ b7z, HIFH O
FRELARE AR T, 50 38 L OV 125 mg/keg BEDOMEME 2 B\ TR BB AL & ONE A (L4374
B, ZDHH 50 BLO125 mg/ke BEOHEMEZ I T 2018 ORYE FRI@H 2 & TNT 50 mg/ke
BEOMER X 125 mg/kg REOHEMEIZ 3T B RTE OMBAIZIL S L — FORERBEERN AR ST,
FIE O AT OER MCB N THME SN TEY | #HRYEORIEIMEICRINT 54165 2
b, 72k, 2 HOTE OWRBEMEFIZEIT. 20 mg/kg HHZIBWTHREE R & O D MR
2N BN, ZDED, 50 BLU125 mg/kg BREOMETIE—E OBMICIBE. IR T RO %
JEMEHIARIZ T, A TR OMBM LA A O, 2L O R LIRS E ORI X 5Bk
Zbhilz, £70, BIBOREKRD 50 mg/kg BEOMER LT 125 mg/kg FEDOREMEZ A v, gL
FHIRRAL T 50 mg/kg FEDOMERS I8 125 mg/kg BEDKEME TRIFE O AUIRFF T F81F 2 BB ML O A
K. 125 mg/kg BEDOMETHRWE OEFLL LUHRFOILBEREN A LN, ZTD 55 125 mg/kg
TEDOMEDRIB OFIRHICI T 5 BB O K DR AFSAENTEISWIN U, BB EHER 50
P LN 125 mg/kg BEDOMEIZ A S0, HIZ 125 mg/kg BETITHBMEE AR < 12 Bl 9 Bl A b
Tro BREEOW AR A A TlE, 50 B LU 125 me/kg BEOMET I MBEDZERE. 125 mg/kg BED
MECRIEBEDZEREN A AL, 2D H 5 125 mg/kg BEOMEZI T 5 BBBOEMHEIZ S L — FORE
IREERN A LTz, T HEIE R X OMIROZ(LITHBRMER G OB L Z 2 bl MROZE
MaA% 50 mg/kg FEDMEF LN 125 mg/kg BEDOHEMEIZZE D b, KFIZ 125 mg/kg FEDME CH AR
< 12 Bt 10 Bz A ST, MRORIHE FHIRA Tid, WIROREOFEMREN A LT,
MR O ZERFIZHFEMEOFT R TH Y . TIIIHEBRHER 5L 528 REOEIZHE S b E 2
bivlz, 7236, 125 mg/kg BEDIELT L7-MEICIRE OREROBEN 4 HALZA, RS IR
WBWTHZR@EN A LN TEY | SEREEEZ LN, £ 125 mg/kg B TITFEER RIRZES
DOEMBES LT HUCHHE T DR PRI R & U CRFRZEEAR O b /iE3n, M LK
DEENMINEB R L OREROBE OFEMRES 1~2 flicibniz, LiL, ZivhOprhlidxt
BIEICHLALNAZLTHY . HHREERE & IEEEO R NVE(LEE 2 B/, 125 mg/kg O
MECERILIED 1 FlloH L 72h HBUHEMEWZ LB ENERO R WVELEE Z bR
7

AT EBRE IR RE JURSE LRI A LA bl o T,

FROETIEY A 7 VD Stage 533AIZ L DMA TiX, 125 mg/kg BT, Stage T-VI OFFHLM
FOBOCKTHBIE L B U CH B 2 fl. Stage IX-XI DO¥SHLMIRE: HONS VT b5 o Sk R
I LN Stage XII-XIV o AF T /7 4 7' 7 VEPERBREIZA BERIRMER A L7z, L
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L. BIEDRT — VBN B LN 2N R —EMENRA LW &, v b U MEE
WAL NIRRT LB R ER G & ITBEO VBRI EE X B,

LlED & 9o, #BRm e 5 CBE U225k & LT, 50 mg/kg BECITMEICIREER 2 B A, #IHR
TIEIMELZ AT ORSEADE, BB OER, Mg L OMROZFENE L, £ 7 RERER SRR Tt
ME R E O R LR RS L O AL, MEICBIR OFCREFICHT 5 REMEOER, ISR
K OWIRR D B D FEHE, Rl H OVEEFE DFT R vz, 125 mg/kg B CIIBEME IS TMED 7 B,
M A FSEEN O T, $RER, MIRIERESE, ERRER X CEEH O CEOELARD B,
Nz C, MR AR EIE INME, BB T A LI, B TR Al S O RS IEER R
AT OKREIRNEE ., fIE OIEKE L OMIIROZEREAS ., £ 72 BRSNS TR ME L Bl o0 3R

BT 5 REMBOERS J OB BB OFNM ., MEIZEE OFRE OEFRE DR RN A i
Too 7285, 20 mg/kg BETIL, HEME 2 FIOHTH ITRE DRI FEIBEAI X ORAEA I L7253,
ZOMDONTIOBRENE I LB LILA LI T,

I MESMOERSLUHERORKEIIDONT
HEW OETERE, DB L OB IREE T, MOMERMRE ORBER, HIEHRE, oz
C MEOSZIEA BB, AR AR, ofeR. HERECS KUER 0 H OMERIT IR
WERGICEE LT B i3 oo e, FHIRMIFEICIE, 50 mg/ke BEIZIWTH B 722 5HE (0F
BRIART 22.2 A) DA O, MEMRICBIT 2 RT —F (22.1~23.0 A, ¥ 22.6 A) O
BTHHZ EITNZ, 125 mg/kg BETIIABERLMBH LN &0 LRy E 52 BE 1
HEALEITEZ DR oT,

HERIIWT I OWRHE R RIS DA EREE R o725, 50 mg/kg B 1 B THUKET
BRCATEIR RS IR -T2, Z O kX, 125 mg/ke B CAFEREE L OH AR O KA
RO EREOREMEABA LN TND ZEMD, WHRDEETORETH DR S 2
Hiio, 7o 125 mg/kg FED 2 FICHENRD HNTHY . b ki, WRAMIZIEET
H3FHOINTND Z ENOWBRMBERGORELEZ LT,

WE 4 HOWER, £1% 4 B OATFREE KO ROAFRTIE, 20 mg/kg BETIIEMIZA
Bedolo, —JH . 50 mg/kg BETIIRIEE L LB L CHERZEIRD bR ho 223, 1HIIC

BWTHB P2 TOFERNIELE Uiz, F72, 125 mg/kg BETIIMH MM HPIZFET LT 4
Bl EBR< SHIRFEICBN T, A% 4 DETICETOHFARMNLT Lz, HERO - fRRERE T
#, 50 mg/kg BETHE 22 1. 20 B, 125 mg/kg BETiXiE 65 B, M 59 FIOIE L F 7T R I D
. EEBYEREORELEZ LN, S6IT, 125 ng/kg B TIIDBOK TR I 7 4
DHITEED | MAENRDOLNT, 2095 L 3BITITEMFRIZRENRRD NS LY, BEY
DFEITICRE N A LI, ZhonZ Lt WRYEE HIC X5 REBMOREREN T4
WBOETHEMO—RTHD EEZ DN, B, #% 4 HDOEFROMEIZ 50 mg/kg BHETHE
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REED B DT RO —BREBIZ B W TR O T REDNITRETH DL Z b, &
DOEACITMEZ R ALV O T 27T 6 O Tl <, A% 0 BT DMk o sEflia) % X
BL7ZHDEEZ SN, A% 0 HOMEIZ DWW TIX, 125 mg/keg AT DRI MEEL D
BVMETH D Z LD, 50 mg/kg RETOEAGITHERM B R G L ZEED RV D LEZ DT,
FAERO —OIREEBE TIIET, HER L OCHMEDITANTIE 20 mg/kg TET | HlIiCMRE R LT
PFILAZ LN, TVEOCHBEETIXA LN TN I L DR E RS & 3Bk WA
RIEAEMDOZELEE X BTe, IAENOEKETIE, 20 mg/kg BETHEDOAERL 1 B LOKEMEO £ 4
A. 50 mg/kg B CHEMED AR 0~4 A, 125 mg/kg HETHEMEDO A 0 BICABRRIKENRA LN T
By, RHERGICEETAEEZ 2 ONI, £ 4 AOEFROFRTA T, 20 BI W
50 mg/kg BEDOHEME CTATIR OGBStk HAME, EWMEORNSER I, WThd L Hlo
HOMBTHY | INBBEEMRNZ & O EBRWE RS L IXBEEORWEEE X bz, L
BlOFIRR T, 50 BL V125 mg/kg BECREMWIZREN T2 Z LIZ L DMER A B LM TN
THOWRYEEGEIC O ELIXAR LR o7, 728, 50 mg/kg #E TIXMBIIBES e h -
TeZ b, IMEITHIENROFEEREMDBRATEZ LIZL Db D EHERI N,

PlED X Hic, W EHRSICBEEL-EhE LT, 20mg/kg YA EORETIEEH A IROEKREDK
fE., 50 mg/kg L OB TII DD ET B LI OFHEITOIET OBEMMA L LI, 1256 mg/kg BETIE X
SICREOREITEIORENRD BT,

L7 T, ARBEETIZBITS 2-v=A v D oBEWwIcsiT B2 E (NOEL) 72 5 O
(R B O ETERER L ORI O F A - REF T A BEEEE (NOEL) (Vv 20 mg/kg/day A
WChDEHMEINT,
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Figure 1 Body weight of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental
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toxicity screening test (SR08223)

* ; Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Body weight of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental
toxicity screening test (SR08223)

* : Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Figure 3 Food consumption of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental

toxicity screening test (SR08223)
** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++ : Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Figure 4 Food consumption of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental
toxicity screening test (SR08223)

* : Significantly different from the 0 mg/kg group at p =0.05 (Dunnett's test).
** : Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
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Figure S Body weight of pups in the reproduction/developmental toxicity screening test of 2-vinylpyridine
in rats (SR08223)

** . Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
+ : Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).



_[V-

Table 1 General appearance of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Administration day Autopsy
Group Findings 1-15 16 17-19 20 2124 25-26 27 28 29-30 31 32 33-42 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12
20 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12
50 mg/kg  Number of animals examined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12 12 12 12 12 12 12
125 mg/kg  Number of animals cxamined 12 12 12 12 12 12 12 12 12 12 12 12 12
No abnormal findings 12 11 12 10 11 12 11 12 11 12 10 12 12
Salivation 0 1 0 2 1 0 1 0 1 0 2 0 0

Values are the number of animals with findings.
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Table 2 General appearance of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Group Findings Before gestation period Gestation period Lactation period"
0 mg/kg Number of animals examined 12 12 12
No abnormal findings 12 12 12
20 mg/kg  Number of animals examined 12 12 12
No abnormal findings 12 12 12
50 mg/kg  Number of animals examined 12 12° 1€
No abnormal findings 11 11 11
Salivation 1 1 0
125 mg/kg  Number of animals examined 12 124 7°
No abnormal findings 3 3 1
Salivation 9 8 3
Soil of perigenital fur 0 1 0
Soil of perianal fur 0 1 0
Soil of perioral fur 0 1 0
Soft feces 0 1 0
Tachypnea 0 0 1
Decrease in locomotor activity 0 2 1
Tremor 0 1 5
Clonic convulsion 0 0 1
Found dead 0 3 4

Values are the number of animals with findings.

a: Including autopsy day.

b: One animal was euthanized because of abnormal delivery.
¢: One animal was euthanized because of total litter loss.

d: Two animals were euthanized because of abnormal delivery.
e: Three animals were euthanized because of total litter loss.
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Table 3 Body weight of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number Body weight gain
of Body weight (g) on administration day Days 1-42
Group animals 1 2 5 7 10 14 21 28 35 42 (g) (%)
0 mg/kg 12 Mean 366.3 368.1 381.6 386.7 398.8 415.6 437.1 466.3 491.7 512.3 145.9 39.866
S.D. 18.6 19.2 213 21.6 232 25.6 26.4 26.5 30.6 31.7 21.2 5.807
20 mg/kg 12 Mean 369.6 371.0 386.8 392.8 406.0 422.6 439.5 466.7 492.3 514.9 145.3 39.189
S.D. 17.0 16.5 20.5 223 21.6 24.4 28.6 33.1 37.6 38.6 243 5.392
50 mg/kg 12 Mean 367.1 369.5 384.9 389.5 401.9 414.1 4333 458.8 482.8 498.3 131.2 35777
S.D. 19.4 19.9 22.0 23.5 229 279 226 25.8 252 27.2 14.8 4.029
125 mg/kg 12 Mean 366.2 358.6 365.5 369.7 380.8 393.7 407.3 * 429.8 * 446.8 ** 464.8 ** 98.6 **  26.837 **
S.D. 17.9 23.6 251 254 28.0 28.8 30.1 30.6 33.6 332 19.0 4.528

Body weight gain (%) = (body weight gain / body weight on administration day 1) x 100.
*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnelt's test).
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Table 4 Body weight before gestation period of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number Body weight gain
of Body weight (g) on administration day Days 1-14
Group animals 1 2 5 7 10 14 (2 (%)
0 mg/kg 12 Mean 260.1 260.0 266.3 271.9 2773 284.2 24.1 9.288
S.D. 16.3 14.3 17.5 17.2 17.4 20.0 11.2 4.407
20 mg/kg 12 Mean 261.4 260.3 2653 269.8 272.6 279.1 17.7 6.742
S.D. 10.9 14.1 11.1 14.1 14.7 17.1 11.2 4314
50 mg/kg 12 Mean 258.8 259.2 265.2 270.6 273.6 282.5 237 9.156
S.D. 15.2 14.5 15.8 17.1 16.8 18.5 9.7 3.712
125 mg/kg 12 Mean 260.9 254.8 2614 263.2 268.9 276.4 15.5 6.073
S.D. 11.3 8.8 10.9 11.5 12.4 15.1 16.7 6.647

Body weight gain (%) = (body weight gain / body weight on administration day 1) x 100.
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Table 5 Body weight during gestation period of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number Body weight gain
of Body weight (g) on gestation day Days 0-20
Group animals 0 1 3 5 7 10 14 17 20 (€3] (%)
0 mg/kg 12 Mean 300.2 301.8 315.5 3279 339.0 355.6 380.4 411.6 461.7 161.5 54.043
S.D. 25.6 23.1 24.1 26.2 28.6 28.3 31.5 33.2 38.3 25.0 8.460
20 mg/kg 12 Mean 289.3 298.3 311.7 323.5 333.1 349.9 376.8 412.2 462.4 173.1 60.024
S.D. 231 18.3 213 22.7 25.8 272 313 345 392 26.2 9.385
50 mg/kg 12 Mean 289.8 2979 309.8 3189 327.6 344.1 369.3 405.8 450.1 160.3 55.873
S.D. 242 17.1 18.8 19.9 21.8 23.6 24.5 242 25.0 20.1 10.590
125 mg/kg 12 Mean 279.9 285.3 204.8 * 304.3 * 3114 * 3274 * 351.1 * 382.0 * 408.6 ** 128.7 ¥*  46.239
S.D. 14.2 11.9 10.7 12.6 12.1 13.2 15.4 20.1 25.7 27.2 10.821

Body weight gain (%) = (body weight gain / body weight on gestation day 0) x 100.
*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 6 Body weight during lactation period of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number Body weight gain
of Body weight (g) on lactation day Days 0-4

Group animals 0 1 4 (g) (%)
0 mg/kg 12 Mean 361.1 363.9 371.9 10.8 3.118
S.D. 312 304 27.7 7.2 2272
20 mg/kg 12 Mean 348.6 347.5 354.5 59 1.761
S.D. 26.8 26.6 28.4 14.4 4.429
(10) (10) (10) (10)
50 mg/kg 11 Mcan 340.5 343.0 347.9 5.5 1.606
S.D. 19.8 17.6 21.6 7.9 2.356
2) (© (0) (V]
125 mg/kg 7 Mean 299.1 ** 296.5 # # #
S.D. 225 14.8 # # #

Body weight gain (%) = (body weight gain / body weight on lactation day 0) x 100.

Values in parentheses are the number of animals examined.

Values in curly brackets are excluded from statistcal evaluation because of insufficient sample numbers.
#: Blank.

*#: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 7 Food consumption of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number
of Food consumption (g/rat/day) on administration day
Group animals 1 2 5 7 10 14 28 35 42
0 mg/kg 12 Mean 26.08 21.08 21.72 19.92 19.58 20.03 20.90 2191 21.38
S.D. 1.73 2.81 1.69 1.65 222 1.91 1.61 1.90 1.86
20 mg/kg 12 Mean 26.75 20.58 21.87 20.46 20.13 20.35 20.44 21.78 21.65
S.D. 2.56 2.64 2.05 1.90 1.71 1.95 2.55 2.78 2.83
(1
50 mg/kg 12 Mcan 25.25 20.67 20.93 19.58 19.79 19.54 19.07 20.49 19.98
S.D. 2.67 1.72 1.61 1.74 1.37 1.45 1.44 1.69 1.77
125 mg/kg 12 Mean 24.75 14.92 ++ 17.55 ** 18.83 19.33 19.43 20.04 21.63 21.80
S.D. 2.56 4.74 3.30 3.43 2.15 2.01 1.77 2.12 2.36

Values in parentheses are the number of animals examined.

*%; Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
++: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 8 Food consumption before gestation period of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number
of Food consumption (g/rat/day) on administration day
Group animals 1 2 5 7 10 14
0 mg/kg 12 Mean 17.75 14.42 16.58 15.88 1591 16.79
S.D. 372 3.65 1.75 2.66 1.69 2.05
20 mg/kg 12 Mean 18.00 14.00 15.81 15.17 14.80 15.93
S.D. 2.56 2.95 1.73 2.12 1.34 1.82
50 mg/kg 12 Mean 18.50 15.17 16.80 16.17 16.22 17.38
S.D. 4.60 2.66 221 2.11 1.62 1.81
125 mg/kg 12 Mean 18.50 11.75 13.28 ** 14.67 15.32 16.38
S.D. 2.50 3.17 2.09 2.44 2.09 2.25

##: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 9 Food consumption during gestation period of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number
of Food consumption (g/rat/day) on gestation day
Group animals 1 3 5 7 10 14 17 20
0 mg/kg 12 Mean 14.83 20.75 22.04 22.83 23.56 23.95 23.53 21.67
S.D. 2.39 2.13 342 3.63 3.50 3.00 2.30 2.06
20 mg/kg 12 Mean 14.67 20.54 21.83 22.04 22.59 23.13 23.46 19.87
S.D. 2.39 1.74 2.28 2.32 2.84 345 3.15 2.04
50 mg/kg 12 Mean 14.83 19.92 21.21 20.67 22.69 23.51 24.81 20.81
S.D. 221 2.02 2.12 2.77 2.05 1.86 2.15 1.99
125 mg/kg 12 Mean 13.92 17.54 ** 19.54 + 19.67 * 21.06 22.39 25.14 18.41 **
S.D. 1.08 1.60 1.27 1.53 1.55 1.37 1.28 3.68

*: Significantly different from the 0 mg/kg group at p=<0.05 (Dunnett's test).
*%: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
+: Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
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Table 10 Food consumption during lactation period of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number Food consumption (g/rat/day)
of on lactation day
Group animals 1 4
0 mg/kg 12 Mean 18.92 31.63
S.D. 4.06 435
20 mg/kg 12 Mean 16.08 29.26
S.D. 3.32 4.51
50 mg/kg 10 Mean 16.10 28.72
S.D. 3.84 4.83
(W)
125 mg/kg 2 Mean 9.00 #
S.D. 2.83 #

Values in parentheses are the number of animals examined.
Values in the 125 mg/kg group are excluded from statistcal evaluation because of insufficient sample numbers.
#: Blank.
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Table 11 Gross findings of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Item Group 0 mg/kg 20 mg/kg 50 mg/kg 125 mg/kg
Number of animals examined 12 12 12 12
Number of dead animals 0 0 0 0

No abnormal findings - - - -

Number of surviving animals 12 12 12 12

No abnormal findings 12 12 12 5
Organ: Findings

Thymus: Atrophy 0 0 0 1

Forestomach: Thickening, mucosa 0 0 0 6

Granular surface, mucosa 0 0 0 1

Adrenal: Hypertrophy 0 0 0 1

Epididymis: Yellow patch, cauda 0 0 0 2

Values are the number of animals with findings.
-: Blank.
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Table 12 Gross findings of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Item Group 0 mg/kg 20 mg/kg 50 mg/kg 125 mg/kg
Number of animals examined 12 12 12 12
Number of pregnant animals 12 12 12 12

Number of dead or cuthanized animals during the study 0 0 2 12°
No abnormal findings - - 0 0
Organ: Findings
Thymus: Atrophy - - 2 10
Spleen: Atrophy - - | 9
Forestomach: Thickening, mucosa - - 0 4
Granular surface, mucosa - - 0 4
Glandular stomach: Black patch, mucosa - - 0 2
Adrenal: Hypertrophy - - 2 4
Kidney: Dilatation, renal pelvis - - 0 1
Number of surviving animals at lactation day 4 12 12 10 0
No abnormal findings 12 12 8 -
Organ: Findings
Thymus: Atrophy 0 0 1 -
Forestomach: Thickening, mucosa 0 0 1 -

Values are the number of animals with findings.
a: Including 1 animal that showed total litter loss on lactation day 4.
-: Blank.
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Table 13 Absolute and relative organ weights of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number Body
of weight Testis Epididymis
Group animals g g % g %
0 mg/kg 12 Mean 514.7 3.364 0.657 1.339 0.261
S.D. 319 0.228 0.066 0.082 0.025
20 mg/kg 12 Mean 517.3 3.270 0.633 1.331 0.259
S.D. 40.1 0.257 0.040 0.065 0.023
50 mg/kg 12 Mean 501.6 3.233 0.646 1.307 0.262
S.D. 26.6 0.227 0.043 0.086 0.015
125 mg/kg 12 Mean 469.5 ** 3.268 0.697 1.311 0.280
S.D. 34.5 0.255 0.054 0.131 0.034

*#: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Tablel4 Histopathological findings of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Item

0 mg/kg 20 mg/kg 50 mg/kg 125 mg/kg
Number of animals examined 12 12 12 12
Organ: Findings Grade
Forestomach: Hyperplasia, squamous cell + 0 2 8 ** 3
++ 0 0 0 ] { 7 ]
+++ 0 0 0 2
Hyperkeratosis + 0 2 3 [ 7 ]**
++ 0 0 0 4
Testis: Atrophy, scminifcrous tubule + 1 - - 2
Epididymis: Cell debris, lumen + 1 - - 1
Spermatic granuloma + 1 - - 2
Thymus: Atrophy, cortex + - - - 1(1)
Adrenal: Hypertrophy, cortical cell, zona fasciculata + 0 0 0 1

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.

-: Blank.

Grade: +, slight change; ++, moderate change; +++, severe change.

**: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).
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Tablel5 Histopathological findings of female rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Item 0 mg/kg 20 mg/kg 50 mg/kg 125 mg/kg
Number of animals examined 12 12 12 12
Organ: Findings Grade
Forestomach: Hyperplasia, squamous cell + 0 2 [ 67* [ 7 e
++ 0 0 1 ] 5 ]
Hyperkeratosis + 0 2 [ 8 ]** [ 7 ]**
++ 0 0 0 5
Ulcer + 0 0 1 4
Cecllular infiltration, inflammatory ccll, submucosa + 0 0 1 3
Fibrosis, submucosa + 0 0 1 2
Kidney: Dilatation, renal pelvis + - - - 1(DH
Splcen: Atrophy, whitc pulp + 0 0 1 [ 7 ] ok
++ 0 0 0 2
Atrophy, red pulp + 0 0 0 2
Increasc, cxtra-medullary hematopoicsis + 1 0 0 0
Thymus: Atrophy, cortex ++ - - 3(3) 10 (10)
Adrcnal: Hypertrophy, cortical ccll, zona fasciculata + 0 0 2 g
Necrosis, zona fasciculata + 0 0 0 1
Mineralization, zona fasciculata + 0 0 0 1

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.
-: Blank.

Grade: +, slight change; ++, moderate change.

*: Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
*#*: Significantly different from the 0 mg/kg group at p =0.01 (Mann-Whitney's U-test).

. Significantly different from the 0 mg/kg group at p =0.01 (Fisher's exact probability test).
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Table 16 Stages of spermatogenesis of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Stage 1- VI
Number Number of Number of Number of
of sertoli cells Number of spermatogonia pachytene spermatocytes round spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 22.87 20.12 0.879 54.07 2.371 139.43 6.111
S.D. 1.76 3.29 0.125 4.21 0.202 8.72 0.366
125 mg/kg 12 Mean 22.93 23.08 * 1.021 * 53.03 2.329 133.05 5.851
S.D. 2.68 2.73 0.181 4.93 0.230 15.65 0.832
Stage VI-VII
Number Number of Number of Number of Number of
of sertoli cells Number of spermatogonia preleptotene spermatocytes pachytene spermatocytes round spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 22.02 1.78 0.080 44.38 2.040 61.27 2.818 133.25 6.098
S.D. 2.61 0.54 0.023 4.30 0.287 5.01 0.384 11.63 0.588
125 mg/kg 12 Mean 22.72 1.80 0.079 45.63 2.023 59.77 2.638 137.43 6.069
S.D. 1.86 0.36 0.018 3.73 0.241 3.95 0.142 11.09 0.499

ST: Seminiferous tubule.
SC: Sertoli cell per seminiferous tubule.
*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test). (to be continued)
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Table 16 Stages of spermatogenesis of male rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223) (continued)

Stage IX-XI
Number Number of Number of Number of
of sertoli cells Number of spermatogonia leptotene spermatocytes pachytene spermatocytes
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 24.08 4.75 0.200 52.35 2.188 65.53 2.734
S.D. 2.29 1.29 0.060 3.77 0.225 5.07 0.240
125 mg/kg 12 Mean 23.73 3.52 % 0.148 * 48.37 * 2.050 61.25 2.594
S.D. 2.20 0.85 0.033 4.70 0.238 6.91 0.298

Stage XII-XIV

Number Number of Number of Number of
of sertoli cells Number of spermatogonia spermatocytes 1 spermatocytes 2
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 23.90 422 0.177 54.58 2.288 70.10 2.938
S.D. 1.62 0.85 0.037 3.23 0.137 4.83 0.192
125 mg/kg 12 Mean 23.30 3.92 0.168 51.53 2217 64.35 * 2.770
S.D. 1.70 0.49 0.025 5.23 0.229 5.46 0.258

ST: Seminiferous tubule.

SC: Sertoli cell per seminiferous tubule.

Spermatocytes 1: Zygotene or pachytene spermatocytes.

Spermatocytes 2: Pachytene or diplotene spermatocytes.

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 17  Reproduction performance of parental rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Estrous cycle Copulation index Fertility Gestation Nursing
Abnormality Male Female index index Gestation index
Incidence Length Incidence Incidence Incidence Incidence length Incidence
Group (%) (days)* (%) (%) (%) (%) (days)® (%0)
0 mg/kg 0/12 4.11 12/12 12/12 12/12 12/12 22.8 12/12
(0.0) 0.22 (100.0) (100.0) (100.0) (100.0) 0.5 (100.0)
20 mg/kg 0/12 4.05 12/12 12/12 12/12 12/12 223 12/12
(0.0) 0.12 (100.0) (100.0) (100.0) (100.0) 0.5 (100.0)
50 mg/kg 0/12 4.03 12/12 12/12 12/12 11/12 22.2% 10/11
(0.0) 0.09  (100.0) (100.0) (100.0) (91.7) 0.4 (90.9)
(10]
125 mg/kg 3/12 4.08 12/12 12/12 12/12 7/9 22.6 0/3
(25.0) 0.33 (100.0) (100.0) (100.0) (77.8) 0.8 (0.0)

Abnormal estrous cycle = (number of female with abnormal estrous cycle / number of females examined) x 100.

Copulation index = (number of animals with successful copulation / number of animals mated) x 100.

Fertility index = (number of pregnant females / number of pairs with successful copulation) x 100.

Gestation index = (number of females with live pups / number of pregnant females) x 100.

Nursing index = (number of females nursing live pups on lactation day 4 / number of females with live pups delivered) x 100.
Values in square brackets are the number of animals examined.

Values in curly brackets are excluded from statistcal evaluation because of insufficient sample numbers.

a: Values are means and S.D.

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 18 Pregnancy and litter data of rats dosed orally with 2-vinylpyridine in the reproduction/developmental toxicity screening test (SR08223)

Number

of Number of Number of Implanta- Lactation day 0 Lactation day 4
pregnant corpora  implanta- tion Delivery Number of pups delivered Sex ratio Live birth Number of  Sexratio  Viability
Group animals lutea  tionsites index (%) index (%) Total Male Female Alive Dead Allpups Livepups index (%) live pups All pups  index (%)
0 mg/kg 12 Mean 15.3 15.1 97.989 94.926 143 6.6 7.7 143 0.0 0454 0.454 100.000 14.1 0.449 99.028
S.D. 3.0 32 3819 5.964 3.0 2.7 22 3.0 0.0 0.155 0.155 0.000 2.8 0.154 2.299
20 mg/kg 12 Mean 17.9 17.4 97.336 93.089 16.2 8.0 8.2 16.1 0.1 0.492 0.490 99.510 16.0 0.492 99.479
S.D. 2.4 22 4.238 7.056 2.1 2.6 1.9 2.1 0.3 0.123 0.121 1.697 2.1 0.120 1.804
(1) (11) (10) (11)
50 mg/kg 12 Mean 17.1 17.0 99.537 93.209 15.8 9.2 6.7 13.8 2.1 0.580 0.602 88.235 13.5 0.591 *  87.166
S.D. 1.7 1.7 1.605 6.193 1.8 2.4 2.3 4.9 5.4 0.136 0.130 30.204 4.8 0.137 30.318
(7 (7 ) @] 7 ) (7) ) (N ©)] 0 3
125 mg/kg 12 Mean 17.2 15.8 87.725 94.120 13.6 5.7 7.6 10.0 3.6 0.379 0.403 79.389 0.0 # 0.000
S.D. 43 53 22.282 6.922 6.0 2.9 3.8 6.2 6.2 0.194 0.258 33.521 0.0 # 0.000

Implantation index = (number of implantation sites / number of corpora lutea) x 100.

Delivery index = (number of pups born / number of implantation sites) x 100.

Sex ratio on lactation day 0 = (number of male pups born / number of pups born) or (number of live male pups / number of live pups).
Sex ratio on lactation day 4 = number of live male pups / number of live pups.

Live birth index = (number of live pups on lactation day 0 / number of pups born) x 100.

Viability index on lactation day 4 = (number of live pups on lactation day 4 / number of live pups on lactation day 0) x 100.

Values in parentheses are the number of animals examined.

Values in curly brackets are excluded from statistcal evaluation because of insufficient sample numbers.

#: Blank.

*: Significantly different from the 0 mg/kg group at p=0.05 (Dunnett's test).
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Table 19

General appearance of pups in the reproduction/developmental toxicity screening test of 2-vinylpyridine in rats (SR08223)

Male Female
Day of lactation Day of lactation
Group Findings 0 1 2 3 4 0 1 2 3 4
0mg/kg  Number of pups cxamined 79 79 79 79 78 92 92 92 92 92
No abnormal findings 79 79 78 78 77 92 92 92 92 92
Milk-band negative 0 0 1 0 0 0 0 0 0 0
Death 0 0 0 1 1 0 0 0 0 0
20 mg/kg  Number of pups examined 96 95 95 95 95 98 98 97 97 97
No abnormal findings 95 95 95 95 95 97 96 96 96 96
Anury and anal atresia 0 0 0 0 0 1 1 1 1 1
Death or missing 1 0 0 0 0 0 1 0 0 0
50 mg/kg  Number of pups examined 110° 99 89 38 88 80P 66 61 60 60
No abnormal findings 91 88 87 87 86 63 61 60 60 60
Milk-band ncgative 7 0 0 0 1 3 0 0 0 0
Swelling of hindlimb 1 1 1 1 1 0 0 0 0 0
Death or missing 11 10 1 0 0 14 5 1 0 0
125 mg/kg Number of pups examined 664 31 6 6 1 62t 35 10 8 3
No abnormal findings 6 6 6 0 0 8 8 8 0 0
Milk-band negative 26 0 0 1 0 30 2 0 3 0
Trauma 3 0 0 0 0 3 0 0 1 0
Death or missing 34 25 0 5 1 24 25 2 5 3

Valucs arc the number of pups with findings.
a: Including 7 pups from dams that showed abnormal delivery.

b: Including 11 pups from dams that showed abnormal delivery.

¢: Including 3 pups that were not distinguished their sex because of maternal cannibalism.

d: Including 24 pups from dams that showed abnormal delivery.

e: Including | pup that was euthanized on lactation day 0 because of maternal death.

f: Including 9 pups from dams that showed abnormal delivery.
g: Including 3 pups that were euthanized on lactation day 0 because of maternal death.
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Table 20 Body weight of pups in the reproduction/developmental toxicity screening test of 2-vinylpyridine in rats (SR08223)

Number Male Female
of Body weight (g) on lactation day Body weight (g) on lactation day
Group animals 0 1 4 0 1 4
0 mg/kg 12 Mean 7.32 8.21 12.22 6.86 7.63 11.23
S.D. 0.86 0.95 1.73 0.72 0.91 1.58
20 mg/kg 12 Mean 6.55 7.24 ++ 1041 ++ 6.27 6.93 9.95 ++
S.D. 0.43 0.47 0.78 0.43 0.50 0.72
(10) (10) (10) (10)
50 mg/kg 11 Mean 6.14 ** 6.83 ++ 9.95 ++ 5.85 ** 6.52 ** 9.43 +
S.D. 0.96 1.12 1.68 0.93 1.06 1.64
(6) O] (0) 2 (0)
125 mg/kg 7 Mean 5.15 ** 6.20 # 5.17 ** 5.05 #
S.D. 0.78 # # 0.94 0.92 #

Values in parentheses are the number of animals examined.
Values in curly brackets are excluded from statistcal evaluation because of insufficient sample numbers.

#: Blank.

*#: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).

+: Significantly different from the 0 mg/kg group at p=0.05 (Mann-Whitney's U-test).
++; Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 21  Gross findings of pups in the reproduction/developmental toxicity screening test of 2-vinylpyridine in rats (SR08223)

Male Female
Item Group Omgkg 20mgkg 50mgkg 125mgkg Omgkg 20mgkg 50 mgkg 125 mgkg
Findings of dead pups during lactation days 0-4
Number of pups examined 2 1 19° 6104 0 0 17° 5458
No abnormal findings 2 1 19 61 - - 17 54
Findings of pups cuthanized on lactation day 4
Number of pups examined 71 95 88 0 92 97 60 0
No abnormal findings 77 94 87 - 92 96 59 -
Organ: Findings
Liver: Dark brown discoloration 0 1 0 - 0 0 0 -
Yellowish white patch 0 0 0 - 0 0 1 -
Atrophy 0 1 0 - 0 0 0 -
Hindlimb: Swelling 0 0 1 - 0 0 0 -
External: Anal atresia 0 0 0 - 0 1 0 -
Anury 0 0 0 - 0 1 0 -

Values are the number of pups with findings.

a: Including 7 pups from dams that showed abnormal delivery.

b: Including 3 pups that were not distinguished their sex because of maternal cannibalism.
¢: Including 24 pups from dams that showed abnormal delivery.

d: Including 1 pup that was cuthanized on lactation day O becausc of maternal death.,

e: Including 11 pups from dams that showed abnormal delivery.

f: Including 9 pups from dams that showed abnormal delivery.

g: Including 3 pups that were euthanized on lactation day 0 because of maternal death.

-: Blank.
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