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=R

3T YT 0 (R ERNHIAK) (5,30 B L UN180 mg/kg & 1 BEMERES 12 PTo> Cr1:CD(SD)
T v M, BECx U CIIAECBEART 14 BB L F0ko 28 HME ETedt 42 B, Mot L
TIEAZEERT 14 B d L OZRMSLE TOAZBHIM, ZRRSZAN AR B L OHE 3 A E T I
H 1|, EHEHRE LT, HIREgeE, 2178, hs L0 SE0EIC T HEES LU
KR DR - REBICRIETTEECOWTHRE L, UTFORELE-.,

I. #EPYIcoT

—REETIE, 180 mg/kg REIZIVTHEDMEARMIMIC B MRAR A I L ORI Hitlz, B
IO DB 2 FNIFELE L, 2 BT LEI S 72, £z, MM TE, BICHRERA LR,

IREHER I L OMEAT R TlE. 180 mg/kg BEIZBW T, HETHE 5~11 HDIKER L U5 2~7
H OB B, M TG 5~10 B3 L UUERE 5~20 A OKE, MEHHOEEENE, AEENER,
7R B TNZHEE- 5~10 BB L UMIHRE 5~10 B OB EICE R R{REN A LI,

HIRRAT R Tl FFIROIERZS 30 mg/kg REDHET 2 FlIZ, 180 mg/kg REDHETEFNZHA LN T,

WEEENT CIE, 5 mg/kg BOME CTIRO M S EEICHE 2 EE, 30 mg/kg BEOREEMER L Ot
180 mg/kg HEDOKE TR KO BERICAR RWEN Lz, £/, 180 mg/kg #ED
HE TR BT L OB Oft 35 K OH e B BT B R S AL RSP _E AR O B B DA B AR ARAE A3 T
o,

J B AR A CIE, ITIEUC 30 me/kg LA EORF OMEMET/NZETLOMEATAIRAER, 180 mg/keg
BEOREC/NEROMREIE, MECRESME MDA A Hivlz, £z, 30 mg/kg LA EORE TR EIEDKE
TR L OEENMIER A& L, & 512180 mg/kg BETHEO L M U Milao 2k
L OMEFHIRE O . 30 mg/kg L EDOFECHFHIBR OB N A BTz,

RO (TR A 7 VD Stage 5378EIC X DA TIX, 30 mg/kg A THELMZER DI
mg/kg BETREMLMAREL, T MAEE s L ORERRIAAEL O 0358 BTz,

I. HMSIMOEESIUFEROREEIZONT

HEMERN D AR FEE L O ARIR D3I DWW T, 180 mg/kg BRICHB W THIEHIRMIRE DA B IE
BMRH LI, M2 I TRENBD bR 0Tz, EEREL AREE IOHEROA ZREHE
DO b, WIRMBICITER T SR DL, SURIZITERE, FEEFORA BT
BT, FAERO—RBIRETIX, A% 0 BOAGFHIZ A PEREN A GV, Bk 1 BETIZAET
BT LT, SECROSB CII2sEERIEIC M2 T, —fZ K E -2 3EANRD S,
7235, 180 mg/kg HTIIAFERAZLE LTCEMI 2 HlOALTH-T-Z Enb, HAERIZET S
HH OB AIBRELFER L2207,
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LEMN-T, ARBREETICBITA3-V7 /2 EU OB BT 5 MEEE (NOEL) (3T
1% 5 mg/kg/day, METIE 5 mg/kg/day AR, BEWOAMERER X OWRIEAADREA - BB T 5T
2EE (NOEL) i1 b 30 mg/kg/day & BT L7z,
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T

3=V T Y o0 (kR EFHA) (5,30 35 X TN 180 mg/kg & 1 BEMEMES 12 TT0D Cr1:CD(SD)
T M, BECKR L CIEARBLBALART 14 A B L TE D% O 28 A& Ededt 42 AE, MElZxTL

TIEAZEERT 14 B d L OZRMSLE TOAZBHIM, ZRRSZAN AR B L OHE 3 A E T I
H 1\, EHEHRE LT, HIREgeE, 2178, R L 000 EHIC T HEES LU
WAAR DR A - FEF IR TR OV TR LTz,

kb LUV A
1. HERYE
44 R 1 3-37 J B°Y 2 3-Cyanopyridine
e :==2F /= kU ; Nicotinonitrile "
CAS No. : 100-54-9 U
BN RNEEE S  LFE (5)-142 2
=
M
47 13 t CeH, N,V
DT E :104.11 Y

7B de s U] DML B RSRTER R~ B ABITRR Y | RRY
@il 5 51.3°C (Appendix 1-1)
s 201C Y
LogPow ; 0.23
VRN 5 AKIZ AT, ) — T B

ol : 99.9% (Appendix 1-1)

ERE TR, A LB E OMEIZRET 2 ol E AT L, &

BB OMEZ /ML, ZETHDZ & 2R LT (Appendix 1-2),

AR D BRI L O OREE - R L

AF= £ 500 g
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Bl
RAFRAM
Btk EOER

L OB FAEIC

D RS LT R
: RSt AL B LR IEN TR ORI B R AT =

2009 4E 4 A 28 A (52 A) ~2010 ££6 A 10 B (REEHEEY & L TEIO
PR, A BIOMREA TR EERN L, 7 )X FATERD Ho
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BOTIIRE, BILA &L OBEfMICER LY,

WS L7 (JEEEE 2~9°C).,

77

G TN LT, K5 g EREL ., RBRIERR OB RHRFE I
7Lz,

 BERIR S GO T R T ORBRBIER TH%, BALST I,
FEWLE LTI LT,

2MEMN T b & LDy 1, 185 mg/kg ' ¥

PEZEPE

<R %O LDy 1,065 mg/kg V
FBIE. BR. RS U CRNEE N B 5 2,

D VES K

: 9K73

D RS REEBRUE T
==t/

i A

3. REBDARE K ILESH

(1) #GIRDOFIR

AT Ik

RAFRAT
PRSP
TRAT-H] ]

WL FooEE

PR RIE O MLE

BB AR L, TEDRE L 725 X5 IR IRIN%, A¥—7F
— WS YT,

D8 BT 1 BILA OB TR L7z, 5K
B,

» =R (GERIEER 22~257C)

D RS (LGRS MERF TR O BB B AR A

12010 £ 2 A 1 A (RGO ~2010 4 3 B 28 A (RGO
Hi : ok [ED)

D EOBRICIT TR
FRNTE]Y FoTz,
DR OFRWIT, BRI

ARS8 B ANIC e

U BLOREA T FEEAL, 7Y —e

T D70, FEERERME L THIL 72,

_15_



SR08222

(2) BEHIROALZEDHT

Be5iR D& EME DIRECTEERT, BB D 1B X UN36 ng/ml OFRERIZ OV TR E
PECBET 2 00T 24T 0 R IC s T A7 8 A GHEAZ 0 A &
L CHRLE) DT fs8 L7- (Appendix 2-1),

BB ORERR - PR L ORI OB G AV 2 2R IE OB E R RIR IV T,
WA DOREZ L. BARPRERED 98.1~101. 4% TH 5
Z L ERERR L7 (Appendix 2-2 38 KT8 2-3),

IRERER ik . Appendix 2-4 127,

4. HEBRAE

(1) #HEA

REBRIZIE, HRF ¥ — R« U=t BEAREE ¥ —4FED SPF Cr1:CD(SD) 7
W, BEMT=F Y VT2 TEMAEEEP O AT L, Ty MEIEERRET
WHAWLONTWL2EMETH Y . YL COMARBNREE THDH I & D ZDORMEE
E L7,

HEMEZ 52 VT (G87E% MEMEA- 50 UC) & 2010 42 1 A 20 DI 8 @M CREA L 72, S ARFDOBY
OIREFIPHIL, T 241~274 g, MET 184~219 g TH -7,
(2) W L UWIHL

SZA%, Bx OEMIZOWTHEEE B8k 14 BETO 13 A (EZABR%XBIE1 B & L TIE
B, fIRREA 1 H 1 EZE L REEZARE @I 1 R) B ZOWHEBIRE T B (BE-BR4hHl %
H) %28 0% 1EIC 1 BoOMEE & 3 BT Lz, £, MEihic >\ TR SEI4ART 10 AN O
PEE IR A A R A A T BHIEIC K0T o7, BE I L OBIMEEIR A3t 1 gIIAMEIC LD b
D& BN DEMPBEE 3 FERMREN NI, TOMOEMIZIT, —MKIRE, FEHSL X
OMEJE AR A DFE RICERITIIGED b o 7,
(3) BT

o2 36 K OBIMEIAR 2 560t U 7= —ROIRRE B &2 L OMEREAIE., S 5 ICHEC 2>V TIEPEE
BEDHEREZZEIZ LT, BHORD SRR 2 HEHES 48 THEE LT, 10 8T
ARERICHE Lz, a8, BIMEEIR I 1 BICEREOTEIR 2 b7zl Z OB I8
R L7 T-, BERERT4 B OREICESO TRBLENELIIHIEIC L 0 SEEO B ER Y
DL OB T ET o7, B TRFOEIMOREGFIX, KT 336~391 g, HfT 233~
275 g TH V| TR (K 367. bg, M 253.3 g) DF20%LANTH 7=, BN LA NT-E
R S BRI L TRRSES B, ds, B SN2 BIC oW TH B AART A - BRI
BENRRNT L AR L,
(4) #Es X O — T o5

EWid. BESITANEZ ARRCIPE Y 2L RS TRENCEI 2 1. B TR IZENICEE
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TR AERL, FEERENEZIT o7, TAERIC OV T, BRI 2T o T,

FAE 7 — Uk, BT RTIIMEREIC @ L2 T _VICHRBRE BB L OZ AR OB E 5 %
BFE L. &7 — VORISR Uiz, BT BTN SRS T L 7 VL RBE 5, AR
BB LOBES T RO ES 2L L, MEWICIERAM P R3ZRRM A EOINV—T4
FOGBTER, WEHM TS ME T EEO 7 V—7R G LT,

(5) EVfRH

1) FHERER
BT 22+ 3°C (EMIFI 18~24°C « FIROBILITARA T —DIFIRIC X D) | B 50
+20% (EHIFEPH 23~57% : FEROBHIINA 7 —DIEILIZ L D), #KEEL 10~15 B/
Frfi, MRBHIERRT 12 BFRT(8 © 00~20 : 00, A THRER) OBEMAITT = (304 52) THRTT L7,

2) fAB R I L OEE Tk
Ty P& BREMEK 7 — - (260W X 380D X 180H, mm) Z i L. 2R ST HEEI I
DWTIEEHR 17 A2 HME 4 B E C/MIZ L& IICEREMARK RV A b7 L—7
BARF v — R U S—fRsAh) 248 U7z, #BFds JOWHEIIE X 2 T, BT %I
10E, AZFCHEIRT A L REESS 1 DT, ARREI I L I, B HIMFIX 1 IEREIAE L, &
— VR I ORREHEHITE S TR L FAZHA L, 2013 2 BIZ | IO TR L7z, /2
L. RESSTHED OV TR0 BB LU 14 BICA U7z, 203 2 4, /Nl
MLIEAEIE 20 BICTREIREE Db O L 23 Lz, BEREKER QKK E I3 1 MIEE L
7o, BT ENOFERIS IOBEIETEE. 1R 1REEEL -, EREZCEL X, &
ZAMBER LU vER R 1 WREL CRAEICMEN L,

3) fakh
A0 = Z VIR T MRS E R ETEF CRF-1 2, &R ETes 42 VT BRIz
X7,

oo

B ICERE L RITTANO S DIEYEME O H 2D W IMEDRESY, A LZa v
K (091104, 091203) DEIEHI DWNTEH LTz, HEME D 53H71E Eurofins Analytics L
D, PAEMREFEBEEEE N TN ENT o7z, SWTHEE SR EESRSE (LS
LRMEFTERT DR ERMEFINFCHEIL L 7=, A OfER. WTHOER 2 BUE Sh -3
BAE A 2 HEIERS Hen - 7= (Appendix 3-1-1~3-2-2),

1) BREK

FLIR AR Z . BEfAALEE 2 VW CH MRS,

ARRICER B L KT TENOH HIERME DT 4. 201041 A 4 BI LT 2010 4 4
H 1 RICYEERE = & A RIS ORI (301 52) 2 LRk B 28 L CEM Uiz, o
T H AR SHT 7, SWTER LTI EIIRAS T (LE M MR DR Y
BERIBZ I CHI L7, DFOFE., WThOEBICHHE S FEEE B2 5 HEEE
BN (Appendix 4-1, 4-2),
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(7) WBRHE OB

1) EEDORE

SR0O8222

ERFEDHERK
REBREE DR,
B5E B B} (EEE)

ABREE (mg/kg) (mg/mL) e lifi
Xt HR A 0 0 12 (101~112) 12 (151~162)
1SH &R 5 1 12 (201~212) 12 (251~262)
R 30 6 12 (301~312) 12 (351~362)
= B 180 36 12 (401~412) 12 (451~462)

KB IX, OB & RO L THEDO A EZ L LT,

&
EFM

!

n
2

X

2) ®&5

10, 5, 30 BKLVN180 mg/ke/day

CERICERSNE 13- 7 /) Pr0T y b EHANS 28 AIFXE
ROREEERR Y OFRICESWTHEELE, ZOoRBRTIE,
1 REY 72 0 HEHES 6 IR SD R T » B [Crj:CD(SD) 11T, R HIAKICE
RS- WBRME % 0GeHiB) . 5, 30 3110 180 mg/keg D FHET 28
A, BfEAEE LTz, TOME, —MRIKRETIL, 180 mg/kg #F
DOUWERECIRMEN 7 B, RE T, 180 mg/kg BED KECHE IIHNHI

BEFE T, 180 mg/kg BEDMERE TR £ 7-1XBUMER, FEEHEE
Tid. 30 mg/kg FEOMETHTIE, BISEREOHEIM, 180 mg/kg #FOME
HECHTIR, BlgE L ORIBOEEMINA L b, B AL
& LT, 180 mg/kg REDHE TR OIFRHMIZE LUK F-Mld 08
€ Q) AETHRRORL QB 2 bONTEL Y Mk oZEkak (1
F) MEALNT, LD Enbh, SRIOMS AR T, 1t
HEDOBEM T BFEEFNEENRLND Z RTINS 180

mg/kg ZEmHEL L, BLIFAK 6 TBRL T30 L 5mng/ke ZiRE
L7z, ZOENT, HROHRZ [ERO HIE TR G T D3 BEE L5
77

BEHEBLUORGRE 74 AR—FITVH YV TFRBIOT A AR T o Pn

#G3EEK
LGt

551

MW TIRHIC BRI RE LT,

1 H 1B, EHES L

9 :00~11:30

IRBL ITET OREMIIIIRR TR S Lz, 180 mg/kg #FOMHE 2
i (B3 5 454 B KLV 4BR) IRFNF NI 24 B LUV 25 HiIC, &
MO FEER IDBHER SN o772, BEIX TR 2T,
L ZRECBAGART 14 PRB X CFE 0% 28 AR, 342 A
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e 5 ZTECRT 14 B E £ OV RALSL £ CORRMIE, & 512 BAAE
BRI S L OVEE 3 B £ COMM. AR ARSI 2F
BRI T % 23 A £ TOHM GE 53 A/M)

15 mL/kg & L7z, AEEOBRGIREIHRE A2 HIWRITE R O%

HIZESWTHEI LT,

Beh 5k, BRI, FA R LU S EI o RERS
1. RBRETA RIA L EBZIT LT,
(8) BZE, WIER LU ATR
[. HBWIZONT

2

B 5%

1) —BRREEER

(k=1 et

A RGP ARG 1 RELTREREL, 5 1 BA0HRE 12 HO#
HOBA x T,

HRE  Be BT CFRD B LU CRRB L OFR) © 1 B 3ELL k.
iz Ly R A EARTRIC

BT B X DEMOESE, MR, TEIFICOWTEE L, BEPEDDL

N5 EE. ZDER S NTER ORReHIM Z 508k LTz,
2) WEE

Bil% 2l

HE R cRERmAERE I REERL, &5 1, 2, 5, 7, 10, 14, TOE
X7 AEORGH REKT HBLUHER RIS L,

BET5 ik : BN LR (GX-2000, s thm— T2 F - FA) 2MAWT

HMEL, | g BAL TR L7,
RERIER X OMRESNZER  PLFoRIizk v R H LT,

HHIFME (g) = 542 FRE () — %5 1 AfKE (9

itz (o — _ REIEINE (g)
PREEHINNER (%) Bh 1 (o) X 100

3) B ENT

%k =Xl
HIE H D BB KO H 2 &, RERE LR CHICHIE LR,
HEF ik & TR IR R (6X-2000, fXe&tto— T K- FA)EHANT

HEL, 1 g BALTRES L, REFBATAICEY &42HEL T
—UHICHE L, TORTAEACEERBLOWSEEHE LT,
7L, FRETR IR EO A RE LT,

BEEEOHEH Tk EH LA,
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WehE (g —FE (g
HIE B Mo B # (day)

EER & (g/day) =

;25
5 42 HOEHIZHE L7,
RN K EBER LT, =T VBT TR £ D RS, £

YO - Mk E WIRICBIE LT, 270 LT ORFE - Mk 10%
THEREE R L~ U AZEE - RME LT, ¥, KBRS IR LK
X7 7 VW TCTEE, 10% 4 ) — VIR LT, dOEER s
PR LTz,

BIE - FRAFT D& £ 2T

5) smEEEHE
B Fr i
AE Tk

Mg s
FHxt E & DR H

6) pEALAR IR A
Bil%x

WA 771k

Pl DR, MREL U, OREEL. R B, AT, E#E (BEEMR
FT) BLORIRRRERNL (IEFHLE & OB 2 ST,

D BIRRER IS RIS W T E R LT,
cUUTFORE - i o T, &R LMK (ER-180A, BHERESt=T

— e TR T ) EHOCTHIER X UGS U, RO el E A
TRl Lz,

C BPen, N, PR, BN, SR, FBELNK
U T L ER LU,

oy MR LR (g)
fxrEa (%) S R () X100

P EFNCOWTEARZER L, MBS L OsABRO2FIZ >N T

Bt Uiz, TORE, HEBS IO RIS E R G ORE L
EZLNHEABBDO LN, TOMOEE GOV T bR
BT o7, AR, K2R, BEEIRICOW TSR ER S OEE L
EBZ OO RO N1, FOMORGEIZDONT
R Lotz £, FIRICB W TREAEORE TR K
MNEFNZ A DT Z LIZMA, PR IOCEHEROIFEERICA
TREES I BT 2 & B 2B DU T AT O JR B F iR AL %
1To7,

E Bz, ZOMOTIREEORIRF R EELIZ DN THER L,

NI T 4 EBBEOIL, N bRV 2 AU R OER LR

FLUCHEMR L, £, BF S 403 3B L0408 DOFFEICOWTA
A VIR O Yt AR A (ER LSk L 7=,
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SR0O8222
I B ATAZIR, ¥
FOBERT ) AT, TR BT RLOL LNZ2RE - i
ERPIEN @ES 406), BIEOR=E (EiE S 410),

e

R ERMANOEAET

T HEEHEFRT

1 B EEIL, B, AT L-BBIIRAEBEDHIC, BIRO

FLVEMWDIE T — T VBT T U TRRIE S B BREIR LT,

k= 215
HlE A R EBBAERS 1B, KRMSIBEEREOR, DMETHEWE
OB EERL, BLNOBIZHIE LT,
$ehH1, 2, 5. 7. 10, 14 H ¥ 580,
FEER 0. L, 3, 5, 7, 10, 14, 17 B LV 20 O 0 LAi,
HE 0B LN BOEEGHT, 26 NIFE 4 A OHIMKA
772U, iR FITESR 26 A GRlR R ) |
RRASIHNZ DWTIE, F4 28, 35, 42, 493 X561 AD
BeHRTR2 5 NCHRS 51 OB RAOHIRA,
LB R IR GREFEH OO, FAFHEOREH & FE U R ICRIE
L7,
FET 3 L OVLEEIEHNZ DN TIE, FETH AR E T ST
A ORE LTS LT,
B E 5 ik I HEmERT
PRI &S L OMBEBEME : A FroRIc X EB L,
Gy IE =S Ul i
REBENE ()= #4514 QFEEE —HE5 1 DEE(E
RE SR () = éiﬁf%;ziz) X 100
faR i
{REMEME(g) = R 20 A{RE (g) — IR0 HIKE ()
e 5 11 P
REHINE (g) = W5 4 AKE (9 —HE 0 AAE ()
FRIHAIE (3) = REIRME ()

T 0 HARH (@)
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1 20
C AEHIM A B E . O, 2)MERIEORIER LR L, 7272 L. 7R 20

i3 E, WE O Nk ED A,

T M ERET

2 25
CME 4 H

L, HEHIEERGERHIC, BHMAFREESE-AIE, &
BRI BRI T# 24 B (%5 51 AOFTA) T, #HE 25
H E Cor iz BRI R R BT 26 H D8z, £ 7 BE
HPERIE X OB AN TR TS U 7= i3 S 3o s 220 L 7,

T B RIERICEIR L, LT ogy - MikE 109 e s v

<V CEE - RFELTL, HOWEIIER & bREFELT

B - R D& E F 720

5) B EHEHE
Bl - By 10

HETT ik
e

X HEEOHEH
6) B ER R A
BilE

REITE

JFPRe, B, e, BURF. ORI, FE. FLIRE K OWRRAY R E ERAL (1B
TR & DR A TEe) .

BRI Z BN T L7z,
T 4 AIZHR LI2BEIC DUV CIRGGT A A EZ B L7z, xto
SE AL TIT L,

1 HE &R U
PR, Erhe. R, EIE. DRIR
I BB ERT

BB OWTEARZERL . BB LUSHEFEO2FIZ SV T

B LTz, TORER, INRIIIEBDERGORELEZONDE
EDFBO NIRRT l2d . DO GO TR L2
oz, E2, FIRICBWTES IO ABHOMNIBERICAERR
AR BNTZ Ens, 2OV THFIEO W B AR A 21T
77,

S5, HRIRFORIBREEIWMIC OV T L8R LT,

NG T g A E%EYIL N~ bRV Y s AU U REER R

BLUTEBR L, £/, BEE 451 B L V452 OFEIC>WTA
A VIR O e fEiR A BiE S 452 OIRBIZOW T~ o HFRE
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EARZERLLBIM LTz,

COPER. RFNE, SURRFICEFETIROAR LILIZARE - Mk e (@

F5 154 5 XUV 454) | BIGOHE (Ei &5 359) | [IRG O BEHE)E (H)
Y& 458) ., NRIEOZEME. BiH B L ORYH OXER A (& 5
452)

. HEMEEN O ATER L O ERDIEEIZ ST

1) YA IR
Bk
TR

Tk

2) HIERERE
BiI%k
P4

AR DHERITIE

xﬁn FJL

: o>
B HBAME H O ARRRSIH £ T,

RRANLFZ DWW TR B F T,

DR LPRAIC LD BIREREA TR L UM T TR B

W& 2 I E L7z

DR O BT GEFRTH], FEEH], BIFRAE L ORFIKRIEL) 2

48256 BOMBTHVIET LOEZERE L, BEMMREZEN
Uiz, E72, #5098 A OFAFHIRMIELRD S 7B ns 1 57
b (B S 458) . Z OB OMEE BN AFRAN & HIE L CIE
MMREEN LU=, BERIEEA 7 AL ERE L TAHAHID b O
feAETEE & L. R LHE L, . EERFIC oW TR
WRRRIZEIE Lo 7z,

: HEMED 215

HEGMALVEE 4R (REMBAOBRELZREIA L L),
ek, ZCEIHIN 14 HICRE RS b e o e o T, K
£ 7 A OBMAZE AN 4 5%E LT,

(A HOSMESTLKRAR -CHIEME | XTE L, BINKHE
ZOWTIE, F—BEOBEICRRBHER STV DI & Rl S8z,

: [AIRRBRBEN O HEME 1 50 & REIBIA A O S K 0 REAHER SN D F
THEGFAE ST,

CERNETIIZIL RIS N LZER. &5 VIR A A TIERPOR
LR L, B, WXl bn/-AZEE0 HE LT,
WA BRI REEZE N L,

2 U7z e o0 %k

AR i i 9 =
R (Copulation index, %) R & R O B X 100

AR OHERR & 3 e DA HEFs JLOFIRR IR I T 5 OO B IRIR DS

NAT o7,
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KANCHEBIIRBRERE L,

s B s . . 0/ — = KGR
ZERE (Fertility index. %) AR % 100
3) i KON B IREEE
il D ZhE U7 o 445
iR 2 C RN ST B e F A AR S E T,

SWIRREZATIR 21 D75 256 Do ¢, &1 3[E(9: 00, 13 : 00
BROIT : 00)BZE LT,

53 BT O RERR 190 00 ICHEMAREZROPIZED TIHO TIZIBZIAA TN D O0E
BAINTHACHGEK re L, FOREZWE OB (ER0R) & Lz,
LR EOERFREMELZbOREEHES L,
HERBETHT L TWDHEA GEE) . #kE EoniE e nAbhn
HEER L ORI T OMREN TE R WGEEIIRFENEE L,
KA BHEICHERERN L,

| .
Hi 3K (Gestation index, %)= ij&%ﬁﬁék X 100
HEE R OB % AR O BICERICHE LUAEEIZAERE LT NEE 2 EHEL, #

nNHOEREHERSLE Lz,
KA ERICHEREREIN LT,

e =S
H4 5 (Live birth index, %)= Hj“;?ifﬁf;;aéﬁ X100
59w
WEEROMROEL - £ 0B I O04 BIZ@Ex OREMWOMEENIFE & AEEEOROE &

THIE L7z,
B SR 0 AORHER, SECFZEDRVER 0 RO
TRV B TNT Atk 4 ROATFIR A RS E LT F 2B L,

] M P R K
44 A 7 | , . —
H1% 0 AORHEIROMER (Sex ratio) T P+ I A
. AL IR
L 24 I 2= 18 o) —
1% 0 0 DATEIROPEE (Sex ratio) T — M T ok
HEAE IR

. o N
A% 1 HOEFEROMELE (Sex ratio) e T T R

EYRHAM O H RO ASWHE 0 HETCOHMO BEEHE L 7=,
RO FH DRSO T ENOEFRIE & WIEMICEH R L7,
WS IERFFIC MR EEH LT,
. . H R R
AN 22 0/ — _HPE=JLEN
L3438 (Delivery index, %) E X 100
BIREDOEH C RIS MO IR R OFIERE A A L T,

KA JEBIZEREREZEIL LT,
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- L 0/ — &R
EIRZE (Implantation index, %) g X 100

HWE 4 HOWBEFROEH : kX OREEICEH L,
T 4 BT %2 R oL

HE % Nursing index, %) = AR R X100
4) HAEN O — R TEE 2R
= |
Vs : 1=l H
H1H RO MNOEKRABETE L,
ik A ETIT T OMER,. —RRIKEER K OSRIZ O W THE L=,

2, HEHNTAR L, Whole body % 10% FHAEE AL~ U K
THET-FRE L.
FAERAGAROREN A% 4 BOFHAEREFELZRADNLREINL,
Atk 4 HDAEGFRK

e R (Viani i 00) —
HAEIRAETFFR (Viability index. %) T X 100

5) #FAROKREMBE

{5112 - s A CAETFERAEFZOWT, %0, 1R BIZHEM L,

HIE 7k ;B A RMLRFE (GX-2000, #EAE&tte— - T R - 5T A1) HEHNT

HEHERNIC T JEFE E DO THIE L, 0.1 g FTREsk LT,
HEMERIIZ | B AABARBST S L COERREA R L,
6) #FAEROHK

REH] - (511255 CEB A BIZRFC oW TER LT,
A CRAER (OEERNAE ST 28R L, ZBLRFERAEIZ LD LRI S

W EHFORE ke AIRAICBIZR LTz, BEFNZOWVWTiE Whole
body & 10% HHAEE R/~ 1 ACEE « RTELTZ,

5. MAtPRIA X

PR, IWEINES K UWIE, B8, REOMSHEER LU ERE, RO ¥
R, FEIEHIRRE, ATRG AR, BRI LUK, MRS, HPER A7 IIEE KL U%E
CIRE, oiaR, AR, Mt R, "HE 4 A OEFREES L O E RAFRO AU
COWTREEOEEF JONRERZELZEIL U, Bartlett OREIELITV, ForHUE % fEAT
L7z, F0WBOBEIE— B E MO ITE THNT L. AFESBO%BE1E Kruskal-Wallis DR
TEVETHINT Uiz, —TELE BT ORES, AEEN S HILI23551E Dunnett ORE LA
WOKTHR & Dl % 4T -~ 72, Kruskal-Wallis (RO OFER, AEENALNTZHBEIZ
Mann-Whitney @ U-fREEZ AV L OB AT -7z, 7ok, FAETOREMIERTIL, 1
W8 ZAEAENL & 5,
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FREAFERED 2 b 2 B L0 7 L — FARD SREFTRIZ OV TE, BEoM
% Kruskal-Wallis O fEE THIAT L. AEEPH HITEE X Mann—Whitney O U-FiE k%
HOTHEEEE O A2 T > 7,

YRR WoF o3 BE . KRR, ShEE, HER, WE 4 BOWESE, 7o b OISR
FHIRRAD O H 1ROV L — R3O LT I DWW T ERB D A R e 21TV,
FDORKREBEBEDPRD NG OIIL 2388 0 4 T RIRE TR L DA T2, 7272
L. 2Bt 1 ZRBEICRES OB AL Fisher OEEREREEREE AV,

SHHBRE & DEERREIZ OV, AEAEZ % E Lz, 2B, Mt FRcE+Ts %
JRJ7iE % Appendix 5 ICaRT,

B, MHAEHROM TIIOGROKT AR INTEMIL 3 F. £FERE2 5% L -8 2
BITHY DNTHOBHICEBNTEME | O ETIZETOEFERNET L/ IHRARE,
S, WEHIR OB - WIE - mAED, SEERR X OWIEBRAIRAI B L Tk
HRRE & O LU E & F2hE L e o 7,

. BEMIZONT
. —HRIKRE
— IR BEBLZR O AE A Table 133 X082, INDIVIDUAL DATA 1-1-1~1-2-4 |29,
e TPREE. 5 mg/kg BE. B XN 30 mg/kg BETIIR LA HIC BE TR b o T,
180 mg/kg FETIX &G 7 FIZERGEAS 2 5 #1535 A 2> 6EM A £ CAEZRENRS 1 41,
B 536 HICHHEDS 1 BHIZFRD BTz,
G PREECIIBLE N AR S L OB T 1 Blic A bz,
5 mg/kg 3B XUV 30 mg/keg BETIEBGHIMPICEFT TR Sed o7,
180 mg/kg BECIX, MLEAREATE L OREIAMIC 1 6, (TR 2 FlA btz £
7o, VRIEDS 1 BNCAEIRMIRI T 6 AR, RGBSR bz, MR R S 7o 10 5
T EOFIHE OB x DBERL LT, L HDWVIEEFO ORI ST
DIFRD AP T o7z, BES 161 (XAEHR 20 BIZEHARO b, @4k 21 H O
BHAARTIZZEL L CW D ORR R I N7z, BIMES 452 134EIR 23 B O IC =530
Do, BEATCLTHWDLORRRA SN, BIYES 458 I3 LT 461 [X4THR 256 H D5y
eI IR ERD b, HE L L TERIE I, BiE S 168 ClIdE MFERA L A 6
Nie, 2L 0EYTIL, R CHFENICZRENPHR SN (EWF G 461 FETH
214, f6lE 14 B &S 462 RERARIE 7. 06 7 &S 458 IRERARIE 3. BAHE 3 ;
BT s 461 IREKNGE 5. IREE 7). m9BILIA DB TIE, 1 F (B T 454) TIEIR
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25 P DK TR INTZA, R TOHERBEE LT\, REIESET,
2. 3 Bl (EWES 453, 459, 462) TIIMBIEK /B £ THIlEARO LN -7
ZEND AR 26 HICEHRIE S iR THFENICZIEED 0 s Sz (B E 5 453
BRARIR 1. e 4 ; S5 459 RWKARIR 2. JR 2 ; B = 462 JRARIETE 1),
T, ATERELEE Uiz 2 BT B BRI o — keI WO LN ST, HE
0BLV L HIZETOFAERPFET Licied, WTNbRHEEEE, 2055 1T

HIRT FENICZRER SR S L. (@E S 165 SEER L, B2, 2B, K
FBISRRAL L 72> 72 2 Bl (B E S 456 35 L OY 460) Tik, FIfa H £ COMICEEILA S
Nipinoiz,

2. KEHD
REHEDRKEA Figure 1 38 L2, Table 3~6, INDIVIDUAL DATA 2-1-1~2-1-1 {277,
HE 5 mg/kg BECITAE L OYRESEIN IS0 BEE & el U THEARZIZERD Hhia)s

STe, FEHNEICAEELRFHENED b,

30 mg/kg RETIFIR G- 42 HORE, (KEBNER X OEEEIIRICA ER&EHEARED 5
iz,

180 mg/kg HETIEHKE G- 5~14 A T TORREICAERINEN A LIz, &5 21 ALAEDOR
EIIFEREZALNAT, REMINES LOEEHINRICOTE R LI bk
ol

M ;5 mg/kg BETIE, ZECATIIRG, AREIRIE JOWHERIM & bICEE, REHNEB IV
REENMEOWT NI A BEREITERED b ko Tz,
30 mg/kg BETIEL, AZREATHIM b X OURIRBIF DR E, (KEHNES K OEEBMELR S

A I O R EICH B AT beno o, WE B ORERINER L Ok
R IIE BB ER R ST,
180 mg/kg BETIZ, LEIATHIMOE S 5~10 A F TOREICHERMEMEN SN, #
5 14 HOKE, RELAHFEOEREE NSRS L OEEEINSFEICIEA EEITERD bR
o7z, MIRBIM T, IR 5~20 A £ TOREIZH BRI HIZ O Hiv, IEIR
R OEEBINER L OMEEBINRICS BB RIENRD bz,
3. EffE

HEEENEDORAE% Figure 333X 104, Table 7~10, INDIVIDUAL DATA 3-1-1~3-4-4 |Z5R

TO

HE 25 mg/kg BETIIXRBEE L L L CTARERBILITZRED SN ho Tz,

30 mg/kg FECIIEE 7T DICABZEENPRO L,
180 mg/kg #f T 5 2~7 RICH B R IER RO D iz,

M 5 BILUN30 mg/kg FHECIIFBEATLIZERD b o iz,
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180 mg/kg BECIL. ZREATHIF OB S 5~10 H I8 L CUERIERIRI O EIE 5~10 HIZH Z 7
BAE 23 ZR BT,

4. FIBATR
HIME DO AE % Table 11 XN 12, TNDTVIDUAL DATA 4-1-1~4-2-4 |Z5-3,

HE -

IHE -

xtBRRERS LUV E me/kg BECIXEFET IR bhianoT,

30 mg/kg BETIX, MIROICKZ 2 fl, KB LARELME - IZBRHOR A AN 3 FliliRD)
b,

180 mg/kg FETIL, IO KRAEHIC, EFORE, BERBIOEER LEOFEH,
B AR O®EAGERER X OBEOEENS 16, R ERBTOFEAGEN 2 Flic
WO BT,

XPERRETIE, BLEN 1 AICRD D,

5 mg/kg HETHAFALITRD N2 o7,

30 mg/kg BETIX. ERFOMEN 1 HHIIFRD BTz,

180 mg/kg RETIL, EMNHIL L, 2 DIEIRD IR S 4172 10 Bl 5 BTl 24 HICET
LTWDORBRENT LFINZ, BIROZHM 72 b OICHTE 3 L O H ORI B A A
DO, ZOED, HBOBERE, WENE 1HIIFED bz, KRS Lo
7o 2 B CIRBFEITRITEED o7z,

5. REEE
B REAITE ORAE% Table 13~14, INDIVIDUAL DATA 5-1-1~5-2-4 |27,

HE -

5 mg/kg BETIEIXIIREE & bl L THERZIIRD iz o7,

30 mg/kg T, HIMEFDEEICH B2 &M, JFIEOME3 L O EE&ICH B2 &
Fr DI,

180 mg/kg BETIE. ATIE. HlEds L OEIB OIS L O BRI B2 &, HELE

RO ERIZA B RIEREN A BT,

6 mg/kg BT, AHROMBMERICAERBERA LN,

30 mg/kg T, MTIEOMEx I X O EEICHEREMEN A DT,

6. REEMTFIRE
IR BRAH AR S A AT FL A Table 15 3 21016, INDIVIDUAL DATA 6-1-1~6-4-4 1239,

HE -

SERBETIL, RIS CT/NRZEIE (BEFE) 28 2 Bl A~ DAV, BISZIR Tk, RIEM:AM A
RIS 6 B (IR 4 4], PR 2 D ISR DTz, FEH. HEH LR, RBRER L OVEE IR
IR LIEA LR T,

5 mg/kg FETIL. TSIV C/NRSFIE (BRE) 28 2 Blic - biviz, FBHREE T, BF
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PIFFENE (BRED) 25 | BNZERD LTz, FRIITREFTRIIA b o T,

30 mg/kg HETIX, AFIBIC ISV T/NERDV AT R R (IR EE) 23 7 5], /N 2R AE (R )
W LENC BT, R TIE, BFMaoEsL B 28 1 6, IS o2 (B 75 4
BT, KR BRI IR (B A3 1 B, B REPNMARZR IS (BREE) #% 4 1, K5 A 3R
(HRJT) 23 3 BN BT,

180 mg/kg FECTIE. JIFHRIZ B C/NEHLOVEFARAAR R (P EEED) 23 12 Fl, /NER.OPERE
Wb (REE) 73 2 B, /NRFRRE (RRED) 23 1 Bllc A G 7o, FER Tk, B b U Mo 2l
b3 11 451 (BREE 10 51, HP25EE 1 ) S FRIAR OO BERE (BREE) 203 11 3, K& Tl o> Jsirb (4%
FE) A 9 B, AR ECHRRL O HBR (R ) 3 3 3, FEARY o0 25 (EE ) s L UMM o 7k e (g
FE) S 1 I, KB R TIOR8 o 5 (BEPE 7 ), HsfE 1 {5, AT 1)),
PRI S 1L ] (IR % O 48] 58 )& 2 44)) RS PO 2FIEDS 3 1) (IR 2 4] Hh &8 )% 1 f4)) |
BB O RAE PRI (REE) . [V oo /KNE (R ED) & X OV B L IRE L B oD il (TR D) 03
1 BlZAH BTz, BISZIRCIE, SEMEMRRESE GRED) 23 1 flichbhiz, BER LU
BRI IXEE AT XA Do 7e,

INHORFATRD D B30 3 L TV180 mg/kg HEO FFIRIZ 31T B/ NEEFULEFREIRIE R,
180 mg/kg FEDRFRIC KT 5L b U MO ZE b, R T-MBOBIE S T D |
FEHR BRI BT 28 7R B K OB ENMIRRRE ORAMEOREREMEZ L7 v—
N OHEEFEO bTz,

g DA IRIOZE T LA DUV TRk, 180 mg/kg BETEIBORMEE (IRE) A 1 filA b7
EH, FIRCTHREDBIRN A Bl BB W CTEREOIRER A (H5E) | 5 RN OTR
B AL () . BB ORI ZEIER (BRED) | [ FHLRR O SIFEMEARARIZ M (R %) 3
KOV Tk o> K NE (B A338 D BT,

ORI T, TS K ORI R E T R A LR o T,

5 mg/kg FETIX, HIRIC IS W THREMEEESE (D) A% 1 Fllc A b7z,

30 mg/kg BETIL, FFIBUC 3V CNIEROMEFFREREARA (BRHE) 23 5 {7, /)P 2E0E (87 E)
AR Tl NPT Y g el

180 mg/kg BTl RISV CT/REEHLDHERHBATAR A2 11 71 (BEFE 5 1], HP RS 6 1) |

BESME M (R 23 2 4], /NEERDDMERR AL (B 50 23 2 4], PRJFPEIESE (8R)%) A3 1 il 2
iz, INBICIZERT T IIA LI o7,

M EEER L7 5 BLO 30 mg/kg BEORFEFTR TIE, 30 mg/ke BT BN
NEFDPERFRIRRAL R D 7 L — RICH BRI T80 bilTz,

HIRREF O RERAI R FE AT RAC DWW TE, S IRE TR OZHE (B 25 1 ). 30 mg/kg BEIZ
BWTEIGOAE RE) 23 | pilicH bz, 180 mg/kg B TIXEGOMEPEAER LT
FERR TR o0 JE MM IRIZ T (TR ) 23 1 31, B O ZEME (BRE) 23 1 BT 2 B AL 1T A

FECH] 1 BBV TR OOS A (BRED) | KM FHARK O ST MR IR (BRED) | REIE T

_29_



SR0O8222

MR DK (PR | RE OIS A (BRE) 38 L OENERD 1T S D ZEHE (R &) A b
776

1. BROBFERK

FEHE DR TR A 7 VO % Table 17, INDIVIDUAL DATA 7-1~T7-4 27",

5 mg/keg BETIE, WMBHEM DY O Stage 1X-X1 O /3% 5 o HRE RAIARES S FARE & Lo
LTHERKETH 722, £ UGS T- 0 TIXEIZA b Rd > 7o, Stage IX-XI
OMOFE . Stage 1-VI, VII-VIIT 3B X O XII-XIV TIIE LA LR 5T,

30 mg/kg FETIE, FME AL O MY MESHALH 72 Y @ Stage VII-VIII 7 L LT
N o B RIS B B R R A S 130, AL H -0 O Stage T-VI O 3% F
IR AR, Stage IX-XI D L 7 b7 G REMIEECS LUV T IS RIS, Stage
XII-XIV DY A 57 /3567 SRS KOV 7 U #/ 7 « 7'e 7 o B R AL
ICHE RN A Bz, Stage 1-VI | VII-VIII, IX-XI X O XII-XIV OFOoEE IC
EETH DR o T,

180 mg/kg FETIL, MMIEBEM I LU/ Y MRBEALH 7Y O Stage [-VI O35 7 HIKE
FHHBAE S L O%S TR %L (round) . Stage VII-VIII O L L7 b7 B RERAE, /%7
AR RRHIIRACE £ O T MlR4 (round) . Stage XTT-XTIV O¥SHANIALL, 1 I7 U H/ /3%
7 B RIS & OV 7 B/ T 1 7 T o R R AT B A AR R
b, £7-, BMERM STV TiE, Stage VIT-VIIT OFFHANNEL, Stage IX-XT DO¥5HAN
R, L7 b7 BRI KOV T U R R F N E A B IMENTED Hh
776

I. HHSHVOLERES S UVHERDFEEIZDNT

1. HEAH

MEHRE DRSS Table 18, INDIVIDUAL DATA 8-1~8-4 35 1 N 9-1~9-4 |[Z57F,

5B LU 30mg/kg BEDOA 1 fil7e & ONT 180 mg/kg BED 2 FIICEFEIERIE A AL, 180 mg/kg
FED 1 FNFTR NI 8 A ORG-S 3u, MEEHIOARERA] & HE Lz, MEEERE 0%
W3R I -1 & St IR & ik U CH B 2721358 0 b o 7z, R 08 B F % Cid 180 mg/kg
FCBWTHERIERAA L L,

2. 4HERE

ATHREMRE DO RAE % Table 18, INDIVIDUAL DATA 9-1~9-4 (27",

KTRETE, 5 4 LTV 30 mg/kg BETIE 12 Bl RHNIZ ARSI L UM HIRD sl S vz,

180 mg/kg #ETiE, REBFIZIIARREN D 27203, KB FEM L=l 12 # 2 AR
AR THY . 26 DHEHZ DWW TBRIC AR D MBS S Vo e & B INAZEL & 5 L7228, Wi
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b ZZRIIRAL La o T, ZZRARAL L 7ol iR IR iERE S . e =R 3o R
B L TARERATRD R oT,

3. ABBIUHEKAE

Sk X OV B IREED K E Table 18 I3 LT 19, TNDTVIDUAL DATA 9-1~9-4 & L OV 10-1
~10-4 2R T,

5365 LU 30 mg/kg BETIE, BIREL ARE AIRE, HpER IR, ok, HERE
HEERED AT E S L OBE T gk, AR, Mk, WE 4 BOWER, 4% 4 B AR
LU AEROEFEROWTIUC L M HEEL B L THEREZTRD b o T,

180 mg/kg BETIE, BEAEI L UBEREICHIREE L ik L THEREKED RO Hitlz, HK
FINIEAIT I B2 o T, 53 Bl 2 I TBIE BRBAIRE LA AF L TN 9IS DWW TR L7225,
ZOIBLAEFEREMELZOEX 2B OHRTHY | MERIZITASIREE L i L TR 2 EEITE
OO, B, ATFRELE LR 705 B 1 FITEIR 24 BICHEEDT-DIET L, 2
B IATER 25 B AZEERE D 7= DR S W7o, 72 LI TR AR SN AETH D,
3 BITIZALNR 25 H & THMFEO biLen ol EFICH LT 2 FICHE, R 23 H
BLO24 D ThHoT ATFREEE L 2018 58ARITAZ L DETIRTRT L,

4. FHERD—HRIKE

FERO—RIRREBZR ORI %S Table 20, INDIVIDUAL DATA 11-1~11-4{Z"7,

%0 A5 4 AORIZEC /2 ITMER UF AR IL, STHREECRE 1 B, 1 6. 5 mg/ke
BECHEA GBI, ME1 . 30 mg/kg BETHE2 (i, MEA B Th o7z, 180 mg/kg FETITAEKR 0 HND
I BOMICETOHAERBTET L, BFINEICLIDLERLED D LR FIEITME 19 5, i
1 BITH -7,

A% 0 BD 4 AOEERITIT, XIREECHE 1 FlICA% 0~1 RICRMOIMER X UMK
INHDITz, ZOFETIE, A%2 BICBPARE L, 5 B8LT30me/kg HETIIEFEIIRDH
N7hotz, 180 mg/kg BETIL, A% 0 HOEGFHI 2B TH L 4 B, #E 3 iz 2B PETEIEDS
W bIz,

5 MEROAKE
AR OIKERTEDRAE% Figure 5 Table 21, INDIVIDUAL DATA 12-1~12-4 {Z/R9,
5B LON30 mg/kg BEIZIIH AL L HHBR LU CHEBERZIIR D oo 77,

6. FMERDEIRTR

HAEROHBORIEE Table 22, INDIVIDUAL DATA 13 3 XN 14-1~14-4 {2~
A0 HD 4 HOMORELTHNIZIE, XPREE. 538 L1030 mg/kg FETITAF T RIZFED i
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7Rz, 180 mg/kg BECIXBE MR AME 16 4], WE 11 1), MEKRASHE 7 %1, M 4 61, Kok
B2 BNCHDINTe, T OWE, s~ L =7 A LB Bl K OWROFEE 72 & NI TR O I
OB L OERME 1 Flicixbhiz,

A% 4 B OETFEFITIE, o REECHTIRO BB b A3ME 1 B, ATIE 5 FEDIKFR R L OR O
RIEDSME 1B, 5 mg/kg BETEIEO/PNAE L OB R OALDHE | F, B EYESHE 1 B2 5
iz, 30 mg/kg FECITRFI AT O 2o Tz,

#

P

=27 /YD 0GR ESHK) (5,30 3 LTV 180 mg/kg A | TEREMESS 12 PLo> Cr1:CD(SD)
7 v Mo B U TIEELRAART 14 B B KO 0% o 28 A& G TeR 12 AR, HEZ
CIRAZELR 14 P & OV AL % oo U, SR BT B AEARAI S L O 3 HE T 1
A 1E, EREALE LT, MR, ZRBITE. ZIAE LU BEOAIICKETEts LT
WHER O R A - BRI T B DOV TRF LT,

I. BEMMIZONT

—MREETIE, 30 mg/kg BEE TR E R GBS 5 BFETTRIZH Bl T, 180 mg/kg
B TIIERA ORI T, TR 20 B25 25 BIZHT TAHIIZER/NRBH LN, ZDHH 2 4
DL, 2PNITHRARROLORREFES T, Fio, DI 2 floH 6 1 FICITE Mk
RONRH LN, A OFERIT S GEBEARTE 2 ORI Ao TR Y | R ERS L
ORIFEPEDS RIS ST, F7o, TS HEES 1 i, AT 2Bl LR, ZnbidnT
NHMBHETEAONRWITRTH Y | #EMERGICEHE L2 kB b, ZDEh,
FERBREIRDSHE 1 G- A DTS RBEAR AR E DR R OB H 2 WIFE NS EE TH Y |
W E G L IXEE DR WL &R L, EOMIIIERDER G ICEET S EZOND
PRI H N7,

INEHES I L OMEEER T, 180 mg/kg BEICR W T, METHRG 5~14 AOREB LG 2~7
O OB R W THG 5~10 03 K OUHE 5~20 0 O E, fHRIF OFERE)NE, AHEEINE,
72BN G 5~10 B I XL OUEIR 5~10 H OFEHAREICA BREMENRD S, T b fmE
BEICEE LB EBE X BTz, 723, 5 mg/kg HEORETHRER N, 30 mg/kg HOMETHREG
42 AOFRE, REHENE, FEENEL IS 7 B OB, M ClF B OMREHNES X
OMAREIEINFRIZ EENFED LNN, TNHIEEETH D Z oW E R G L
DIRNWEEEZ LT,

FIRRET WL Cid, BFIROOIE RS 30 mg/kg #EDHET 2 BT, 180 mg/kg AEDHETERBIZ A HILT,
TR DWW THE, SEEEIZBIT S 30 mg/ke TEDLEMERS LU 180 mg/ke FEDHET DM B LW
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FEXTE RO B SNz T, FEMAMRENREICS VT 30 31T 180 mg/kg BEDMEME T/
TEPETHR R S S HE TAH LN KR ERGIC L DRELE 2 oo, A T, 180 mg/kg
HEOHETITIEROBRICA LGNSR TH D/NEFDHEE LS 2 B2, HETIIESMNETLD 2 Fi
Frohiz, 17y hERAWD 28 AEXER DB S 3MER) ¥ Tid. 180 mg/keg ® F & TR BkEL
DA RIBEO~E D7 ) o ihE, MIBOBANE LSO R MEKOBEE TLEZ R~ RERT LN
THEY, KRR THIRFARE L M L TR0, REOELE Z o T2 ATREME 23 7R
Ihiz, 7235, 5 mg/kg BEOHE THIROME N EHEIZA ERFMENRA LIV, RWER G OEET

B D FTHEMED VR 7=, WEAR AR E I Z AU BEET AT R A Lo 7o 2 &)y
b, EMEEHEREZVLO LS, ZOEMNC, 180 mg/kg BED ST L= 1 Biliz fafs
DEMER O NNCHTE R L OIRE ORBERAIENHD i, RAEERZWRA TIHATE OUS A,
KA T AR DO MR RS . KSR LR O KR, B OS5 A3 KO [ 8 0D 257 23
Lo, ZTHOIXHEMEORL TH D 2 &n bR ER 512 X 2 EER O 2RO T[T

9 TIRELERI L TV B EEZ b, ZOMIITHRDER G I BET 2 E L EE LS
DB LS D UNERATE O A2 R TR XA b iL7e o7,

B EREHIE TIEEDE OIFIEOIEA>, 180 mg/kg FEOMETHEIEF & ORI ot L ORI E
BICHBRBERAR LI, FEOEER 17 > FE WD 28 ORIKER D # 5 HERER] Y1cR
WTHHLINLTWD ZENLERMEKRGICETET IR EEL LN, £/, 180 mg/kg #FT
R B R Ot BB B A A vz, 7o, 30 mg/kg O KEDFIRIED K E AT B e
BIEDR A LI, BIETH D ZENOHEBWERLG LIXEEORWELEEZ DT,

JERARR SRR A TId, 180 mg/kg BF TR BAORSFIRD 6 K OENEN IR /G A e T
HHNTEY, I b0 IR E R G52 HHELEZ b, KB RO X
OVEENMIRAFR B 1X 30 mg/kg BEICRBWTHENZEN 1 B LA FIA LA TE Y, 180 mg/kg #ET
bHRBNTNDEETHL Z LD N D bR ETR G X D TR R S v/, K T
180 mg/kg BT/ kUMM ZE (L, K HHBIROESE, ¥ HHIROBD O EME OB B
INETAL T — ROBEEN A BT RO FRIIROEEIX 30 mg/kg FETH 1 BlZA BT,
FERORE T A 7 /LD Stage BHIC L D ITIC IV T, 30 mg/kg BE TR RAERRE OB 180
mg/kg BECRMAMIEE, KHMiEd X ORI OBD PO N THD Z Enb B RTRIC
X9 A HBE G O FBEN RSB STz, 30 8 KO0 180 mg/kg TEDREHL ERICZH & 7o T
BRXOEBENMERZERL. BRIIBTLI2EMCEI b LEZ LN, B, BROB MY
A 7 NVOWAETIE, 5 mg/kg BEIZEBWTHMEBRNAH =D O Stage IX-XI D357 - HkgREAD
BREEREETH 728, B B URREAN H72 0 TREEIZALRR NI ST, RO
AT —=VILENH LN D L O WERME R T & TEEO R BRI REE B BT,
FOMITITERERGICHET L EEBEZONDIMAD D VIR FREOEMAE R ETRITA 5
nigmnoi,

PLEd X 9z, WERmEHRGICBEE L= k& LT, 180 mg/kg HETIXMEIZ 8, HEME - FRIEE.
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MEC B MARER A B 7 E D MECEIRAHI N DA RHIZ T TO RSB L URRT R b
Too ETo. HEMEICRTEISMEE], FEEOET, RO, RO L UHAHEED
i, KN IE T O PE TR AR R T O PR O B AR L, ISR IR L URIBEROR
., iR EAREEORE, R LAEOR 7D JOEERMIRERR. FEowL ) igoz

fafb, KO, K- Miaoseb o b ONTEHMad, Brilllatik X O g o
VInH BT,

30 mg/kg BETIE, HECHHIROEAR, HEMEIZ AT O L O HE D EE, NEE LT
FIRER, HEHEER EEOREFRD I L OEBENMIRE . BROBFAINOEIL, HEROFERH
fa DA BT,

5 mg/kg BT, MEICATIBROMXT EEOEEDNZ ST,

I. HMYSIMOERSLIUFEROREIZDONT

HEW OLTERE. Sl L OWEEINEE T, 30 mg/ke BEE THEOVEEIR R ORI R, RIFHY
WIFR. HEMEDZRFR, MDA, EA, FRE. ARE, SR, LER, @R, LE

W, HERFOAERES SO TR, MR, Mk, WHE 4 DoMERE, 4% 4 DOLFR
B KO AR O EFRICHBRYE R 5 1ZBHE L2 BRI o it h oz,

180 mg/kg BETIIHELMBOABRIER., ¥EEI LOFERBIZA ERIRMEN A B v, #5R
WERSICEET 2B B2 o, £, REBRIIFEERLXL LN ho7zhd, M 2 f
TIBMZEIC IV T IR LR o7z, MUE ORI DV Tk, BRI ER G IC M L
T BRI~ D BB R S LT, BRBEORMEIC OV TR, BRELS LOZBRERIZIIEEN 5
ol Z bt BEABOKREENB L2 EE X LT, RIZEET AEE Tk, (NPEE
CHBRKMEA LN TEY, SRS EERE U7z 9 B 76 CEEFE. JERER I O e 21 ]
PR SV EORERED bTo, 29 LISkt RE 303 b By
BEGICEHELZEEZBZ DN, AEICEIVSEFIEORFE LoD LRI N, TR
HIBNC W T, BRI L7 2 Bl TR 23 B LUV 24 H THh o713 h, BEILIHT
2 BIVEAENR 25 B FCHOMRKE TSR TE R\ e PIEE 3 DA 8 2 ST,

REARDIEAE - FEH IOV TCIE, 5 B LT 30 mg/kg FECTITHAE RO —MKREICIBWTILTD 1
~A PEH LT, ARREEE 20 R R ERSIZEEO WAL EE X bivTo, IKEICIE
BACIZ A SN2 2T, FIRRETR TIE, 5 mg/kg BETHEIBO/NE JTOWR A, BIBROE SHL
RARH LN, WTNE LEIDADHETHY ., JVEVHEBTIEA LN TV &b
BYERG L IIEEORWELEE LS,

180 mg/kg TECIX, 41 0 H OAFHE TR MIFER AL, A% 1 HETICETHET
LTze BEEER S DVMIAEBRZRIZIE L L2 R A& O 725 U IR OB Tldsh & & T RS PRI ED
F B, ENIIMAK E TR B bl ORI, SRR ER L2 IR0

IR ENREZ > 7- b ORI, ZD0E, £% 0 BT IRICEE~1r =7 i
BIOBORREZ & CIZIFBO KR AEB L OEERRBD NN, 1 FIOLRDOHELTHY |
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PR E R G L BED R WBREERDOELEEZ BT,

PLED X 5ic, wERWEREICEE L -2 E LT, 180 mg/kg FETRIBMMMOEE, HK
BB L OEREDORD ., HE, WEZSONHMORT . HEROET., IBIEDL L IEEHERDE L
oM, HAERO RS MEERE, kB L OEAKRRD b,

Lo T, KRB TIZBITA 3-27 /v ProBigiicisit 488 (NOEL) 13T
5 mg/kg/day. WETIL 5 mg/kg/day Rifi. HEWOEMER L ORI OBA - KEFIC ST HE
R (NOEL) 13V 3740 h 30 mg/kg/day & HIBF L7,

245 LR

D {ERESHARR. RIS ¥ — BREE®R

2) ALPWESRET — X — b HELR T ERREH.

3) 13398 DAL M. b3 L3 F it

4) 33T eV TrDTy FERWD 28 AMKER ARG EERR. BT 7 7 —5 c TRT
FU—X ZEMERTTRRT. 1997 4F.
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=
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Figure 1 Body weight of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental
toxicity screening test (SR08222)

* : 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 2 Body weight of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental
toxicity screening test (SR08222)

* : 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 3-cyanopyridine in the reproduction/developmental
toxicity screening test (SR08222)
** : Significantly different from the 0 mg/kg group atp =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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Figure 4 Food consumption of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental

toxicity screening test (SR08222)

*#* : 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 5 Body weight of pups in the reproduction/developmental toxicity screening test of 3-cyanopyridine
in rats (SR08222)



Table 1 General appearance of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

48?4

Administration day Autopsy
Group Findings 1-6 7 834 35 36 3742 day
0 mg/kg Number of animals examined 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12
S mg/kg Number of animals examined 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12
30 mg/kg  Number of animals examined 12 12 12 12 12 12 12
No abnormal findings 12 12 12 12 12 12 12
180 mg/kg  Number of animals cxamined 12 12 12 12 12 12 12
No abnormal findings 12 10 12 11 10 11 11
Salivation 0 0 0 0 1 0 0
Swelling of left hindlimb 0 0 0 1 1 1 |
Soft feces 0 2 0 0 0 0 0

Values are the number of animals with findings.



Table 2 General appearance of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

Agvg

Group Findings Before gestation period Gestation period Lactation period®
0 mg/kg Number of animals examined 12 12 12
No abnormal findings 12 11 11
Alopecia 0 1 1
5 mg/kg Number of animals examined 12 12 12
No abnormal findings 12 12 12
30 mg/kg  Number of animals examined 12 12 12
No abnormal findings 12 12 12
180 mg/kg Number of animals examined 120 10° 2d
No abnormal findings 11 4 2
Alopecia 1 2 0
Salivation 0 1 0
Palc skin 0 1 0
Exhaustion 0 4 0
Found dead 0 2 0

Values are the number of animals with findings.

a: Including autopsy day.

b: Two unsuccessfully mated females were cuthanized on the next day of administration day 51.
c: Six animals were euthanized because of abnormal delivery.

d: Two animals were euthanized because of total litter loss.
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Table 3 Body weight of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

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 3758 378.3 3919 399.0 409.2 421.5 438.6 458.6 476.8 491.2 1153 30.653
S.D. 18.4 17.4 204 223 244 26.4 23.6 274 29.8 322 194 4.808
5 mg/kg 12 Mean 375.9 379.9 393.7 401.6 413.7 429.2 450.9 471.4 494.3 511.2 1353 35.896 +
S.D. 15.4 16.4 19.4 20.7 220 24.8 257 29.8 322 33.8 222 5.136
30 mg/kg 12 Mean 3752 377.6 394.3 402.9 417.5 4333 456.8 481.2 504.8 5247 * 149.5 ** 39874 ++
S.D. 152 14.1 15.5 16.7 17.3 19.8 204 23.8 27.6 26.8 19.2 5.020
180 mg/kg 12 Mean 374.3 369.2 328.3 ** 333.6 ** 362.9 ** 385.4 ** 414.5 438.8 462.8 477.7 103.4 27.705
S.D. 13.8 11.0 14.4 18.9 14.3 11.7 29.5 26.1 333 373 36.2 9.710

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).

+: 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 4 Body weight before gestation period of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

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 256.3 254.0 263.6 266.5 2732 282.3 259 10.131
S.D. 12.4 11.9 12.6 16.1 16.7 15.8 10.0 3912
5 mg/kg 12 Mean 252.8 2553 261.9 267.3 273.8 280.1 273 10.864
S.D. 12.5 12.7 14.3 13.4 15.9 159 11.3 4.722
30 mg/kg 12 Mean 250.5 254.8 260.1 268.0 274.6 279.6 29.1 11.574
S.D. 10.8 11.7 13.4 14.4 15.8 16.1 8.1 3.048
180 mg/kg 12 Mean 248.2 248.0 234.1 ** 233.7 ** 247.6 ** 271.3 23.1 9.494
S.D. 16.0 14.7 18.6 25.5 21.6 15.7 14.2 5.926

Body weight gain (%) = (body weight gain / body weight on administration day 1) x 100.
*#: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 5 Body weight during gestation period of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

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 289.7 296.2 311.3 320.9 331.8 348.9 371.6 402.7 448.3 158.6 55.052
S.D. 18.2 17.4 17.9 18.0 20.0 194 21.3 21.2 24.4 21.8 8.614
5 mg/kg 12 Mean 291.5 297.6 314.8 324.5 333.1 348.9 3727 402.8 4543 162.8 56.032
S.D. 18.6 16.7 18.7 19.6 20.6 21.2 239 26.1 304 23.0 7.999
30 mg/kg 12 Mean 289.3 2959 3113 3213 329.1 3457 368.2 396.7 4479 158.6 54.903
S.D. 18.9 19.3 19.7 19.9 19.7 222 24.0 242 29.1 17.0 5.716
180 mg/kg 10 Mean 275.1 280.3 293.9 300.2 * 306.2 * 316.2 ** 337.0 ** 357.0 ** 371.4 ** 96.3 ** 35135 **
S.D. 18.1 21.0 21.8 21.5 20.6 193 252 23.8 34.1 29.3 10.832

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 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

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 347.8 354.1 366.8 19.1 5.668
S.D. 26.3 25.8 21.6 12.5 3.942
5 mg/kg 12 Mean 343.8 347.8 366.7 22.8 6.724
S.D. 29.6 30.0 28.2 6.1 2012
30 mg/kg 12 Mean 3358 345.0 365.2 294 * 8.950 *
S.D. 27.9 28.9 22.7 7.6 2.859
© () V] (U]
180 mg/kg 2 Mean 297.5 # # # #
S.D. 7.8 # # # #

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 the 180 mg/kg group 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 7 Food consumption of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

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 25.50 24.17 25.46 24.38 24.86 2492 24.84 25.28 25.17
S.D. 2.81 2.12 2.20 1.67 238 2.11 1.77 1.99 2.04
5 mg/kg 12 Mean 24.83 24.08 25.37 24.92 25.13 25.33 2541 26.34 2631
S.D. 237 2.15 2.53 2.31 1.89 1.78 2.31 2.36 2.25
30 mg/kg 12 Mean 26.92 23.92 26.20 25.83 + 26.30 26.13 26.37 27.03 27.20
S.D. 2.50 2.39 1.92 1.61 1.86 1.79 1.83 2.39 1.83
® (10)
180 mg/kg 12 Mean 25.42 19.50 ** 6.28 ++ 11.38 ++ 2341 24.23 25.21 26.23 26.64
S.D. 2.35 3.26 5.03 7.09 5.78 233 1.71 3.34 3.34

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=0.05 (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 8 Food consumption before gestation period of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

Number
of Food consumption (g/rat/day) on administration day
Group animals 1 2 5 7 10 14
0 mg/kg 12 Mean 18.33 16.83 19.75 19.25 19.99 20.73
S.D. 2.74 2.76 2.12 2.50 2.11 1.68
5 mg/kg 12 Mean 16.92 18.00 19.20 19.71 19.68 20.01
S.D. 3.34 2.86 1.61 1.88 1.96 1.05
30 mg/kg 12 Mean 15.83 18.17 18.88 19.96 19.22 19.91
S.D. 292 2.12 1.18 1.75 1.33 1.11
180 mg/kg 12 Mean 15.50 15.33 9.58 ++ 9.46 ++ 14.33 ++ 19.12
S.D. 4.40 2.39 5.03 6.99 4.95 4.41

++: Significantly different from the 0 mg/kg group at p=0.01 (Mann-Whitney's U-test).
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Table 9 Food consumption during gestation period of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

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 18.75 24.63 25.46 27.25 27.53 27.63 26.61 24.19
S.D. 1.71 1.88 235 2.94 3.13 2.88 2.38 1.68
5 mg/kg 12 Mean 18.42 23.83 24.96 25.58 26.08 26.11 26.03 24.53
S.D. 2.71 2.44 272 2.70 3.16 3.08 2.45 2.88
30 mg/kg 12 Mean 18.92 24.29 24.75 25.25 25.76 25.33 25.03 24.33
S.D. 247 2.10 2.07 1.70 2.40 2.06 2.39 2.03
180 mg/kg 10 Mean 20.10 23.70 21.45 ** 21.60 ++ 21.94 ** 24 .93 26.06 20.90
S.D. 5.59 3.92 2.85 4.40 2.08 3.55 3.62 5.19

**: 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 10 Food consumption during lactation period of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

Number Food consumption (g/rat/day)
of on lactation day
Group animals 1 4
0 mg/kg 12 Mean 22.67 35.78
S.D. 4.19 5.92
5 mg/kg 12 Mean 19.08 37.34
S.D. 4.06 3.16
30 mg/kg 12 Mean 21.33 38.64
S.D. 6.96 2.82
180 mg/kg 0 Mean # #
S.D. # #

#: Blank.



Table 11 Gross findings of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

4894

Item Group 0 mgkg 5 mg/kg 30 mg/kg 180 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 8 0
Organ: Findings
Liver: Hypertrophy
Tleum: Diverticulum
Testis: Atrophy
Epididymis: Atrophy
Yellowish white patch
Yellowish white mass
Hindlimb: Swelling

co oo oo o
co oo o oo
oo wo oo
—_— R = = = N

Values are the number of animals with findings.
-: Blank.



Table 12 Gross findings of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

4894

Item Group 0 mg/kg 5 mg/kg 30 mg/kg 180 mg/kg
Number of animals examined 12 12 12 12
Number of pregnant animals 12 12 12 10

Number of dead or cuthanized animals during the study 0 0 0 10
No abnormal findings - - - 7
Organ: Findings
Spleen: Atrophy - - - 1
Forestomach: Black patch, mucosa - - - |
Glandular stomach: Black patch, mucosa - - - 1
Ileum: Thickening, wall - - - 1
Skin: Alopecia - - - 1
Number of surviving animals at lactation day 4 12 12 12 0
No abnormal findings 11 12 11 -
Organ: Findings
Ileum: Diverticulum 0 0 1 -
Skin: Alopecia 1 0 0 -
Number of non-pregnant animals 0 0 0 2
No abnormal findings - - - 2

Values are the number of animals with findings.
-: Blank.
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Table 13 Absolute and relative organ weights of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

Number Body
of weight Liver Kidney Adrenal Epididymis
Group animals g g % g % g % mg 103% g % g %
0 mg/kg 12 Mean 493.9 15.987 3.240 3.297 0.670 0.812 0.164 57.8 11.765 3.338 0.678 1.353 0.275
S.D. 328 1.453 0.248 0.240 0.049 0.115 0.018 7.7 1.800 0.183 0.062 0.087 0.024
5 mg/kg 12 Mean 514.8 16.822 3272 3.206 0.625 0.840 0.163 57.3 11.162 3.338 0.650 1.388 0.269
S.D. 324 1.354 0.223 0.240 0.043 0.154 0.026 8.5 1.750 0.243 0.060 0.089 0.025
30 mg/kg 12 Mean 527.7 * 19.979 ** 3.781 ** 3.563 0.673 0.843 0.159 57.9 10.951 3.240 0.615 1.323 0.250
S.D. 26.7 1.941 0.216 0.433 0.059 0.148 0.024 9.7 1.577 0.253 0.041 0.132 0.020
180 mg/kg 12 Mean 481.3 24.007 ** 5.002 ** 3.940 ** 0.821 ** 0.743 0.153 74.5 *¥* 15583 ** 3.068 0.642 1.228 + 0.256
S.D. 358 1.599 0.327 0.302 0.045 0.097 0.021 13.1 3.145 0.387 0.088 0.205 0.037

*: 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 14 Absolute and relative organ weights of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

Number Body
of weight Liver Kidney Spleen Adrenal Ovary
Group animals g g % g % g % mg 103% mg 1079%
0 mg/kg 12 Mean 366.8 13.374 3.650 2.118 0.578 0.787 0.215 81.3 22.202 118.0 32.183
S.D. 21.6 1.001 0.243 0.243 0.058 0.195 0.049 10.3 3.007 9.3 1.951
5 mg/kg 12 Mean 366.7 14.195 3.872 * 2.223 0.608 0.854 0.234 78.8 21.578 121.0 33.117
S.D. 28.2 1.369 0.200 0.134 0.043 0.213 0.061 6.4 2.276 8.7 2.853
30 mg/kg 12 Mean 365.2 15.220 ** 4,178 ** 2.203 0.603 0.857 0.235 71.3 21.177 121.1 33.185
S.D. 22.7 0.953 0.253 0.158 0.047 0.088 0.026 8.0 2.095 15.0 3.857
180 mg/kg 0 Mean # # # # # # # # # # #
S.D. # # # # # # # # # # #

*: 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).

#: Blank.
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Tablel5 Histopathological findings of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

Item 0 mg/kg 5 mg/kg 30 mg/kg 180 mg/kg
Number of animals examined 12 12 12 12
Organ: Findings Grade
[leum: Diverticulum + - - - 1(D)
Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 [ 7 j$ [ 0 ]“
++ 0 0 0 12
Fatty change, centrilobular + 0 0 0 2
Microgranuloma + 2 2 1 1
Testis: Vacuolation, Sertoli cell + 0 0 0 [ 10 ]“
++ 0 0 0 1
Necrosis, spermatid + 0 0 1 11 **
Decrease, spermatid + 0 0 0 9 **
Appearance, multinucleated giant cell + 0 0 0 3
Atrophy, seminiferous tubule + 0 0 4 0
-+ 0 0 0 1
Edema, interstitium + 0 0 0 1
Epididymis: Decrease, spermatozoa + 0 0 1 7 |%
++ 0 0 0 1
+++ 0 0 0 1
Cell debris, lumen + 0 0 4 [ 9 ] $8
++ 0 0 0 2
Spermatic granuloma + 0 1 3 2
++ 0 0 0 1
Cellular infiltration, inflammatory cell, interstitium + 0 0 0 1
Edema, interstitium + 0 0 0 1
Atrophy, epithelium, ductus epididymis + 0 0 0 1
Prostate: Cellular infiltration, inflammatory cell + 4 - - 1
++ 2 - - 0
Hind limb: Callus formation ++ - - - 1(D)
Proliferation, osteoclast, bone marrow + - - - 1(D)
Granulation, articular capsule + - - - 1 (D)
Cellular infiltration, inflammatory cell, subcutis ++ - - - 1(D)
Edema, subcutis +++ - - - 1(D)

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.
5, Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
5. 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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Tablel6 Histopathological findings of female rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

Item 0 mg/kg 5 mg/kg 30 mg/kg 180 mg/kg
Number of animals examined 12 12 12 12
Organ: Findings Grade
Forestomach: Erosion + - - - 1(D)
Cellular infiltration, inflammatory cell, submucosa + - - - 1 (D)
Edema, submucosa ++ - - - 1(D)
Glandular stomach: Erosion + - - - 1(D)
[leum: Diverticulum + - - 1(1) 0 ()
Cellular infiltration, inflammatory cell, lamina propria and submucosa ++ - - 0(1) 1(1)
Liver: Hypertrophy, hepatocyte, centrilobular + 0 0 5% 5
++ 0 0 |: 0 ] 6
Extramedullary hematopoiesis + 0 0 0 2
Fatty change, periportal + 0 0 0 2
Necrosis, focal + 0 1 0 1
Microgranuloma + 0 0 1 0
Spleen: Atrophy white pulp ++ - - - 1(1)
Skin: Atrophy, hair follicle + 1 (1) - - 1(1)

Values are the number of animals with findings.

Values in parentheses are the number of animals examined.

Values in the 180 mg/kg group are excluded from statistcal evaluation because no animal survived at terminal euthanasia.
- Blank.

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

*; Significantly different from the 0 mg/kg group at p =0.05 (Fisher's exact probability test).
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Table 17 Stages of spermatogenesis of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

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 22.50 19.60 0.874 53.58 2393 137.97 6.151
S.D. 1.55 3.04 0.139 3.80 0.248 8.80 0.493
5 mg/kg 12 Mean 22.15 19.27 0.874 50.85 2.299 139.43 6.309
S.D. 1.69 4.04 0.200 4.72 0.183 8.74 0.352
30 mg/kg 12 Mean 22.25 18.43 0.838 49.05 * 2214 131.97 5.958
S.D. 1.80 4.17 0.214 3.39 0.191 11.71 0.614
180 mg/kg 12 Mean 21.47 16.30 0.773 45.20 ** 2,113 ** 110.15 ** 5.173 ++
S.D. 1.83 4.26 0.253 3.16 0.176 13.83 0.840
Stage VI-VIl
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 /8C
0 mg/kg 12 Mean 21.27 1.98 0.092 43.28 2.041 59.67 2.818 130.35 6.143
S.D. 1.33 0.35 0.016 4.24 0.209 4.86 0317 8.65 0.454
5 mg/kg 12 Mean 21.30 1.78 0.083 42.60 2.007 59.33 2.794 134.85 6.344
S.D. 1.61 0.45 0.021 4.59 0.222 5.30 0.256 9.50 0.408
30 mg/kg 12 Mean 21.17 1.92 0.091 3845 * 1.819 * 56.32 2.666 124.28 5.880
S.D. 1.43 0.56 0.028 4.43 0.210 4.42 0.206 12.19 0.549
180 mg/kg 12 Mean 21.37 142 * 0.067 35.68 ** 1.668 ** 49.50 ** 2.330 ** 99.42 ** 4.693 **
S.D. 1.87 0.72 0.037 5.64 0.213 4.69 0.265 11.78 0.742

ST: Seminiferous tubule.
SC: Sertoli cell per seminiferous tubule.

*: 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 diffcrent from the 0 mg/kg group at p=0.01 (Mann-Whitncy's U-tcst).

(to be continuced)
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Table 17 Stages of spermatogenesis of male rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222) (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 23.47 3.98 0.172 50.68 2173 65.13 2.793
S.D. 1.80 1.10 0.050 3.82 0.235 2.63 0.254
5 mg/kg 12 Mean 22.18 4.57 0.207 51.85 2.342 61.42 + 27977
S.D. 1.49 1.66 0.073 5.32 0.239 443 0.234
30 mg/kg 12 Mean 22.77 3.75 0.166 44.95 * 1.987 59.32 + 2.613
S.D. 247 0.76 0.032 4.31 0.202 7.33 0.252
180 mg/kg 12 Mean 21.55 2.98 + 0.140 42.93 ** 1.994 55.62 ++ 2.587
S.D. 1.88 0.80 0.036 6.21 0.251 7.08 0.310

Stage XII-XIV

Number Number of Number of Number of
of sertoli cells Number of spermatogonia spermatocytes 1 spermatocytes 2
Group animals /ST /ST /8C /ST /SC /ST /S8C
0 mg/kg 12 Mean 22.97 4.62 0.202 55.78 2.432 68.90 3.006
S.D. 1.20 1.04 0.046 3.95 0.151 3.74 0.197
5 mg/kg 12 Mean 23.05 4.33 0.188 53.40 2.314 69.47 3.015
S.D. 1.13 1.22 0.052 4.55 0.138 4,71 0.172
30 mg/kg 12 Mean 21.83 3.90 0.180 50.28 * 2.309 64.03 + 2.940
S.D. 1.87 0.92 0.042 4.56 0.181 451 0.162
180 mg/kg 12 Mean 22.72 3,15 ** 0.141 ** 46.10 ** 2.032 ** 59.90 ++ 2.641 **
S.D. 2.04 1.02 0.047 5.76 0.213 8.57 0.332

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).

*¥: 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 18 Reproduction performance of parental rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR(08222)

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 mg/kg 0/12 4.03 12/12 12/12 12/12 12/12 22.3 12/12
(0.0) 0.09 (100.0) (100.0) (100.0) (100.0) 0.5 (100.0)
5 mg/kg 1/12 4.00 12/12 12/12 12/12 12/12 22.1 12/12
(8.3) 0.00 (100.0) (100.0) (100.0) (100.0) 03 (100.0)
30 mg/kg 1/12 4.09 12/12 12/12 12/12 12/12 224 12/12
(8.3) 022 (100.0) (100.0) (100.0) (100.0) 0.5 (100.0)
180 mg/kg 3/12 5.17++ 10/12 10/12 10/10 2/9%* 23.5 0/2
(25.0) 0.48 (83.3) (83.3) (100.0) (22.2) 0.7 (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 delivery) x 100.
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=0.01 (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 19 Pregnancy and litter data of rats dosed orally with 3-cyanopyridine in the reproduction/developmental toxicity screening test (SR08222)

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 16.2 15.3 93.638 91.077 13.9 7.0 6.9 13.8 0.2 0.495 0.494 98.838 13.8 0.494 100.000
S.D. 2.0 3.6 16.771 6.005 34 2.3 1.9 34 04 0.095 0.098 2.730 34 0.098 0.000
5 mg/kg 12 Mean 16.2 16.0 98.849 94.204 15.1 6.8 8.3 14.7 0.4 0.449 0.438 97.112 14.7 0.438 100.000
S.D. 2.0 22 2.690 7.869 2.5 2.0 2.4 2.6 0.7 0.115 0.119 4.434 2.6 0.119 0.000
30 mg/kg 12 Mcan 15.7 15.6 99.167 95.521 14.9 7.8 72 14.6 0.3 0.519 0.521 97.848 144 0.524 98.981
S.D. 2.0 2.3 2.887 5.134 24 3.1 3.0 24 0.7 0.177 0.174 4.266 2.3 0.179 2.392
3) 3 3 3) 3 3 (3) @ 3 @ 0 2
180 mg/kg 10 Mean 11.9 ** 11.4* 93417 57413 7.7 5.0 2.7 33 4.3 0.757 0.720 60.607 0.0 # 0.000
S.D. 3.8 4.0 11.708 37.770 5.8 4.0 3.1 49 5.9 0.280 0.396 53.268 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 laclation 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).

**: Significantly different from the 0 mg/kg group at p=0.01 (Dunnett's test).
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Table 20  General appearance of pups in the reproduction/developmental toxicity screening test of 3-cyanopyridine in rats (SR08222)

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 84 83 83 83 83 83 82 82 82 82
No abnormal findings 83 83 83 83 83 81 81 81 81 80
Milk-band negative 0 0 0 0 0 0 0 0 0 1
Trauma or scab on tip of tail/loss of tail 0 0 0 0 0 1 1 1 1 |
Death 1 0 0 0 0 1 0 0 0 0
Smg/kg Number of pups examined 81 77 77 77 77 100 99 99 99 99
No abnormal findings 77 77 77 77 77 99 99 99 99 99
Death 4 0 0 0 0 1 0 0 0 0
30 mg/kg Number of pups examined 93 92 92 92 92 86 83 82 82 82
No abnormal findings 92 92 92 91 91 82 82 82 82 81
Milk-band ncgative 0 0 0 1 0 0 0 0 1
Death or missing 1 0 0 0 1 1 0 0 0
180 mg/kg Number of pups examined 19 4 0 - - 11 3 0 - -
No abnormal findings 0 0 - - - 0 0 - - -
Milk-band negative 4 0 - - - 3 0 - - -
Generalized edema 4 0 - - - 3 0 - - -
Death 150 4 - - - 8¢ 3 - - -

Values are the number of pups with findings.
a: Including onc pup that was not distinguished its scx becausc of maternal cannibalism.

b: Including 13 pups from dams that showed abnormal delivery.

¢: Including 5 pups from dams that showed abnormal delivery.

-: Blank.
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Table 21 Body weight of pups in the reproduction/developmental toxicity screening test of 3-cyanopyridine in rats (SR08222)

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 6.84 7.67 11.50 6.53 7.29 10.87
S.D. 0.34 0.52 1.29 0.37 0.52 1.36
5 mg/kg 12 Mean 6.73 7.38 10.69 6.43 7.03 10.19
S.D. 0.49 0.66 1.06 0.51 0.65 0.97
30 mg/kg 12 Mean 6.89 7.54 10.98 6.47 7.12 10.30
S.D. 0.68 0.90 1.47 0.71 0.86 1.36
© 0) M © ©)
180 mg/kg 2 Mean 6.85 # # 6.70 # #
S.D. 0.21 # # # # #

Values in parentheses are the number of animals examined.
Values in the 180 mg/kg group are excluded from statistcal evaluation because of insufficient sample numbers.

#: Blank.



Table 22 Gross findings of pups in the reproduction/developmental toxicity screening test of 3-cyanopyridine in rats (SR08222)

4%94

Male Female
Item Group Omgkg Smgkg 30mgkg 180mgkg Omgkg Smgkg 30mgkg 180 mgkg
Findings of dcad pups during lactation days 0-4
Number of pups examined 1 4 2 19%b 1 1 3 11°¢
No abnormal findings 1 4 2 3 1 1 3 0
Organ: Findings
External: Generalized edema 0 0 0 16 0 0 0 11
Omphalocele 0 0 0 0 0 0 0 1
Thoracic cavity: Hydrothorax 0 0 0 2 0 0 0 0
Lung: Pale discoloration 0 0 0 1 0 0 0 0
Heart: Pale discoloration 0 0 0 1 0 0 0 0
Abdominal cavity: Ascites 0 0 0 7 0 0 0 4
Liver: Grayish green discoloration 0 0 0 1 0 0 0 0
Deformity 0 0 0 1 0 0 0 0
Findings of pups euthanized on lactation day 4
Number of pups examined &3 77 91 0 82 99 82 0
No abnormal findings 83 76 91 - 80 98 82 -
Organ: Findings
Liver: Yellowish brown discoloration 0 0 0 - 1 0 0 -
Greyish green paich, lateral left lobe 0 0 0 - 1 0 0 -
Kidney: Dilatation, renal pelvis 0 0 0 - 0 1 0 -
Small 0 1 0 - 0 0 0 -
Dark red discoloration 0 1 0 - 0 0 0 -
Tail: Lost 0 0 0 - 1 0 0 -

Values are the number of pups with findings.

a: Including one pup that was not distinguished its sex because of maternal cannibalism.
b: Including 13 pups from dams that showed abnormal delivery.

¢: Including 5 pups from dams that showed abnormal delivery.

-: Blank.
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