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=

FRU T A=3,6-EX[(2-k RaF i m b)) WAR= A REB U Rk — h & Tk (50%
PlE) T2, 2R DL=3,-EA (A MKV HNAR= )RV B U RALKRP— e F L=
U a— v DRJEARA EFR 0 SIPE) @ 0GR, RFRLK) | 100, 300 35 & T8 1000 mg/kg/day % |
1 FEMERESS 12 PRoD Cr1:CD(SD) 7 v BT, BET » M U Cidacidal, RREHIfM b L Ol % &
BEdedt 42 HIM, #EZ » Mo U CIEAEAT, ZALH L CUEIREIH]. b NStk 5 HE TD
M (12~563 RN R O#G L, £ OGS, 22R1TE), ZHhd X OV % D AR RT3 3%
ZRET L. BT OREE /R,

1. RE#&KGEE

(1) —AREETIE, EBRWEKGOLBIIRD b2,

(2) RER L UEMAR TR, R ERSOEEIIRD L RhoT,

(3) FFRFT R CIX, 1000 mg/kg BEDOMECTEIRIZI A, B, ZHMEOMNIS NGB, B Rk
RNRD bIT,

(4) S EE T, R ER G ORBIIRD SR oT,

(5) FHBMA FHIRTT T, OB T 300 mg/kg LA ORI IRHEEENCBE RWICH &Y.
R XOBEORMEIE, RE0Y v KiRE, 1000 mg/keg BECHIHMOERE LED
BA, BIERB LA O U KR, BMEORMEL, BiImEOBP RS, I 5T, K
BB I OWEORME EROBEICEBELHIEOEMNE L7 L — FOMENFRD b,

(6) BEDIFED Stage DA TIL, EHBYEKGOREIIRD LR o7,

2. AGfFEA TN

(D) A, AFEERA, AR, S, WEREBS LUHAER AR, FAELO fREE,
HE, BMETROWTIZ OV TS, FREGHORTY 2 b CITH A R IR E 512
B L7 ZARITRE D b Lo Tz,

LD Z &35, SIPE OARBRSM Mok 2 EEERE (NOEL) X, KEHEGEMHICEL T
300 mg/kg LA OO CERICER LS OB ENRD Sy, M TS REIEEED &
NWphoTe Z Eh, BET 100 mg/kg, MET 1000 mg/kg & B x Hivi=, BB OAETHRER HTNZ
FAEROREZEL TE, WTitd 1000 mg/kg £ THRBMEREDEBIRD bR, o>72Z
Eb, 1000 mg/kg EFEZ BV,
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SIPE @ 0 GRPHE, ¥58U7K) . 100, 300 33 L TN 1000 mg/ke/day %, 1 BEMERESS 12 PLOO Crl1:CD(SD)
Z v M, BEZ > MOk U TTIEERECHT, RS LORR %L ETedt 42 B, M7 > Mokt
LU CIEARBLAT, RBLE L OUHIRMIM, 76 NI H Mt 5 A £ COMM (42~53 A &EAHS L.
ZOMERHE, ZKRITE. TRl L ORREOERICRITTEE LR LT,

MEr L OJ7iE
1. HERYE

B2 T RY U LSS, - ALQ2- FaFk o hF) W AR VIR
B ANERT— M EpGr (0% 1) L3972 R U U A=8,5-
ERA(A MR ANVRZ )R B AR — e xF L=
73— D RS R

LA : (1, 3-Benzenedicarboxylic acid, 5-sulfo—, mixed 2-hydroxy
ethyl and Me esters, monosodium salts)

HE 4 : SIPE ¥

CAS No. 1 149289-50-9

{LEIEE A RIEEE S ¢ (3)-4587
%4y (Appendix 1-1F L TN-2) : K%y ;0. 14%
¥ (APHA) ; 10
VEGT A5 UK ; 50.3% (HPLC area%)
% JEGT A5 UK ; 34.6% (HPLC area%)

WAL AR P V2 NI EIN
=) R
Ry DTICRFER
pll ; K5 (5% AABI)

Wl 5 198°C (EG)

BEFE R OCLAR

Dk 5 112°C (coc)

O 398°C  (EG)
BFIBSR ; 3.2~15.3% (FG)
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TRAF oA
filt HHAIR
Bif EDER

SR0O8214

il ;#1011 (200)
A3 B EamRE  AKIZATE
fHE =L

01 kg (BEAER & HRlZ—Hh2 A)
DUE OB WKW T, JE. B BRI L TEER

(=40
\ZRE, HEREA & IEbOE U TERR,

A

D RE BRI, WIERRAT LT,

AR E R TFEOMRE CGERIFEA 2~10°C)

: 2010F4 A 30H (52 A) ~201145 A 27 H (A

(IR BB L OARICEN NI DI, EYIREER RS L

77

DR YL LT, b g ARIBR R OB EHE I RAF

L,

C BERER O3 0T R TOMBRBER T’ BEALST 57D

PEEREREM L L TR LTz,

CARRUOK (O AEFITRREA)
1 008038, 012048

DY N B RGSL

D ER

12013458 H, 20134£12 H
CRRC R L,

. BEROARE S TEESH

T IE

AL R
{RIFSAT
RIFGT
R E TR

BB EZRIE L PTEDRE L 722 X O IR EZMARE L,

W—ThsdZ L amlk, BE®KE L,

s 11 BIENT 1L,
DR EAEBICAN, BRI

PR ERAFE DU R

CEEERMIETIE RS T NN TTHERV Y. SERLOBIZ I S AFRRB L
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A7 EERL, MNAATEY (IR, KEB ZOKREICHNZ
Wolc Lz,

BREGHRONLE D FERAROFTGIRIL, BER T D000, EEREEY E L TElY
L7z,

B H 0&EMER L O —E 1 138 X0V 200 mg/nl. DIEARIZOW T, sk 11 B £ 6 1
MGARHZ 0 H & L TERR) OREMPHEINTND
(Appendix 2-1),

P B DY e : PIlEl 3 K OVEEh Y D B (B DB B 12 O T R B O iR L AR
BURIZ DT, BRI E DR & 2 L 7= (Appendix 2-28 KO
2-3),

V=35 R IWIRIN : Appendix 3 2R,

. HBRAE

(1) B %

i« Rt : 7w k. Crl:CD(SD)

PR : SPF

HEFERH CAARF =R DA EAETFE S —

WA E=2 Y T CEWAEEEE IV T X EAF LI,

B ige R DTy MIEBERBRETETAVON T LEMMRETH Y | B

NLELTND Z & L YPERTICEIT D1 st BT — & VI
TELHI &ML, ZORMEEE LT,

FEIEEN L : WERES 50 T

= NEVE : MEREAS 52 T

HEVE BN W D MERE - B 8 FE

FE 7 AR {4 B AL HE : HENX 240~330 g, MEIE 160~230 g

= NI A T : HEVE 261~300 g, MEIX 190~223 g

B 15 B LA 0 D MERE S % 10 M

T : MERESS 4 T

EEB LY/ : WERES 12 L

(2) BB LUk

Mg H ik C—RREEEZ 1R 1 EBIE L, (KEEZZ AR @IE 1 B) B LU

EHIMRE T B (R EBRAART 2 H) 250/ 1 IRIC 1 EOHE L7
2 & DIZE 3 EIHIE LTz,

B 0 A : BEENZ DT R GBRLART 10 AR OMEE IR AL B A AT
BHIEICL VT T2,
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HAR CMEEE B, BIME 1 B GZEAR) BB 13 BE To 12 A,
R 5 L OWIME B st & b BREITEED b o7,
(3) BESS

MR Z OB A = L 72— iR ieEIEs X OYRERIE 22 & NSO M JE B
BEORREZEICLT, BPOEHOBMTEZRT L, MRS 48 T2 R L. 10
R TERERIHE LT, BERS LOBHEHIRE T B OEEICE ST, &5 2 AR
B A HIEIZ L 0 SO THERERE—0 5 X 5 ST 21T o7, st
SN OREFMIL, HET 360~100 g, MET 231~272 ¢ TH Y, FHRFRITHET
375.1 g, WET 248.9 g TH N B FEEHDL20% LN TH -7z, D HANTZIIIT
AR BRI U ERIEFIEE I/ - THEUICER - 7o, BRI -8ICHWT, #
GPRAAHET A IC —RIBICRE N2 L 2R L7z,

(4 B ds L OV — ¥ Dk

) BB T RNEZARRICHME T = b b CREEICEI 2T, Rk
kA E AT o 72,
BT RIIEMNCEWESE AR L, EEBNETT o7,
BrERIZOWTE, BRI TR o7z,

fAEr—v DS T HNEMERIARIC T LT T ~WICERIRE 5 3 LUV AR
OEHYEBSERT L, &7 — Y ORTHEIER LT,
BEP T IR BT LT T VRS 5, RIS &
D T R oBE S Z A5 L. B I AT I3 2
RN BEO 7 NV—T 2B L0 T E R, WE SR g
THEO V=748 LT,

G) Bt E
1) B1ERE
FRE=EES 1202 B
RIE - IR[E 1 2243°C, 50£20% (EMIFIFH 20~23°C, 456~52%)
B EEK : 10~ 18 [|],/ R
FR B R c NTHRBA 12 R (8:00~20:00)
2) fABEMB L OME Ik
Ir— 3 DTESE C 7Ty FREeBREMK T — (260W X< 380D X 180H, mm)

e L ARSI OV CIIHR 17T B D E 4 HET
ARSI & SR ERBIHRBE(R U A 7 V—7 BRF v —
A SRRt AR L,

L 7=V ol 0 OIUEEIE : s JOBHEEIR IR 2 163>, BT %I
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1PCd*o, RECHIR T IIMEMES 1 Ped o, AEARBIR T id 1 PT,
SR LB 2 IR Lz,

br— VA DB RIS L EIESE U, E 0% 2 812 1 BIOSFE TR L,
7o72 U, RRESTHEEN I DV CIAEIR 0 HEB LTV 14 AIC S
L7,

Z M A H D 2 FITEERER DL O L LT,

AN LD AT R : UEHR 20 HIZ 3 hE L7z,

e B AR A A D BEOPVTRELZ T EIFEM U, # OF%IE 2 8IC 1 BB TR LT,
772 L RIS DWW CIEIR 0 BB L OV 14 BIZE
L7,

AEMfE/REBOKKE 81 FIFER L7,
FEAROETB L OVERT#E
D1 H 1RSSR L7z, EREECERL TR, BREREEES LU
I URRHEREL VAR REA CRAECEMA L,

3) Akl

¥ - A5 : ERUEE R, CRF-1

oy hEE : 101005, 101207

B DA ) T A OVEERE TR S

KB A S BRKERERS ATV THBICERS T,

BRE B L O AE YR

CRBICERELRIITRNOSDIERME S D VIEIHMEDOF
WA ALK Dy MEOWTHN Lz, 508 DS
Eurofins Analytics ft (3 r& =& « AR-10-JP-001107-01,
AR-10-JP-001322-01) 73, FMAEWRR & 1 BTRFRLE 3 (TR
EE : No. 10603-153, 10G03-186) BNFNFNAT 7=, SHTIA
B & FAMEERAS L LS RV TE T OEERIETFINE
WML LT, AT ORER. WTNOERIZLIIREE B2 DM

RO LT,
4) kK
FE¥H : FLR 7K 7K
Fa7K iR C AEAAKEE LS AV CHmICERS ¥,
1G9 E A D RIRICEREELS RITTRNOH DI RMEOR S 2011 F 1

H4RBITC20114E4 71 RICHEETE L RRRE ORR
5 (205 52) 0 HAUBHEZ BRI L ot L, a#mid 0 ARE ARk
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Rt ORE AR 3¢ - No. A224279, A230003) 23T 7=, 4y
i B & FA I ail (bE e MU O ERET
JEZZHER L7, T OfER, WTNOERICLHTEL#E L
HIEITFED HavieinoTz,

(6) #BRMEORE

1) BEEORE

wE& 2 0. 100, 300 33 L X 1000 mg/kg/day
SREFH :SIPE T v MZBIT 55 AR O Tk & LT, 100,

300 33 LTV 1000 mg/kg & 14 HEIERO®RE LICRIER, &%
B REDOMERE & b (TR E I 5T B L 7= 2B IER O H e ds
DT, DT E b AR T TRRER &R E AR 1000
mg/kg/day Za% T L. LLFAHHK 3 TR L7z 300 35 L O 100
mg/kg/day Z F BB L OMEHREICRE LT,

AR O D ABRTEOMERL & A TEOEMWTE I T oO®Y L L,
Br5E V=353 BE5EE ik (BT 1)

SRERET (mg/kg)  (mg/mL) (mg/mL) Jiid i3
pagictiss 0 0 10 12 (101~112) 12 (151~162)
K& 100 10 10 12 (201~212) 12 (251~262)
b HERE 300 30 10 12 (301~312) 12 (351~362)
A ERE 1000 100 10 12 (401~412) 12 (451~462)
S BRI OFE & RUER D FIE TR D 2% ¥ 5 L=,

2) &4

KETEBLOKGRE : T A AR—FTNVEY U TFTRBIOT 4 AR—F T Y v
W THRHIFIZ RIS ARE L,

# 5[ 1 H1IE, EHARELE,

#2515 4 19 :00~12: 00
7L, BREE GRS o i O REEVR IR, R T IR
5L7,

BB WM M REAPARAET 14 AR L O 0% o 28 AR, #H42 B/

e ZZB0AT 14 H 3B L O RARSLE TORBHIM, X 512K )2
AT ENTAT IR 3 X OVWEE 3 A £ TOMME, 53 R ILp)
IR AL 256 A E TOHIM (B 53 AR . R RAAL
BB T 14 23 B & TOHM,

D BRI DTG EITR G A ISR S IEWEIE A OREICE-SWT

BH L,

e
Ty
%
Eo
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571k, BeHRE, &5 REE L O SR OZEEHH
(RERETA KT ] 2BEIC L,

5. B, AESLUBREER
MERERN D IC DT
BEGRERAHRE TR EEREL, S50, HEIRRBACIAAIEIRO A, & T H 4
BEOHERE L,
1) —iIRaeElER

BilEx : A
A G L O SEROET,
Thbb, IR S 12 B0O% A, HIME1BET,
B DR BT CFAD B L0 E% CF%) © 1 A gdK 2 [,
7oL, R EXARTFIZ 1B
BIZZ 1% MEl e OB OESE, SMEL ATTEVFIZOWTEIZER LT,

B NID LN AEEIEL. FORR L NTIER O R %2
FoER L7m, FEEEWIEIIE AR H R LT,

2) REAE

Bl : A0

HIE A RGBSR ARG 1 AEEE L, DITORICHIE LT,
M, &5 12, 5. 7, 10, 14, TOHKITT DEOK A,
BeHRT BB L OHIKRA,

M, #51, 20 5. 7. 10, 14 HO® G, IR0, 1, 3, 5,
7. 10, 14, 17 B L 20 BOFEH, WEOBIO L ADHE
G-EL, 2B ONIHE 4 RO A,
o712 L, SETHIIET 3 RIEOMEE G EE LT,
BIETTE : B LEMRFE(GX-2000, sk tt=— - T F - 7FA) & v
THIZEL., 1 ¢ B TR LT,
PREIINE R X ORISR
RAUCEVEH L,

-
REEINE (9)= #5492 HEE () — 51 BHIKE (9
) oy IREIEINE (¢)
(K E BN (%) B 1 A (o) X 100
i
AR 5-HAR
IRFEBMIE (o) = é%%MEﬁ@y@f&QIEW%@)
EE R (%) — REHINE () % 100

b5 1 HIKE ()
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AR EAR
RERNE () = IR 20 BRE (g) —FIF 0 AR (g)
RERME ()
A %) =
RE N INER (%) B0 0 0 A (2) X100
B HIR
REHEINE (g) = WHE 4 HIRE (g) —"HE 0 ARE (g)
i (0 ) INEIEINE ()
REINIZE (%) %% 0 A (9 X 100
3) FEEER
Ik =1l
HiE H CHEEAIR B L OREHIM A RE . RERTE LR BICEHBL
7o WL, TR 20 BIZFRE,. WE 0 BIRE20 A% HIE LT,
HIE &% : B B RFE (GX-2000, it —« 7o K« FA) 20

THE L, 1 g WAL Tridk Uiz, #5-BRAA00 A IC Y &2 T
B —U@BICHRE L, TOBRITHIE RICEER LGS E2H
EL, HEL. REEOHEIIFREOAIIEL 2,
BEEEORH CRAUZE VR L,
fafH & (g) — 7% 2 ()

PR (o/day) = i PR BB (day)
4) TR
i . 2]
I T BT R AT AT B SR LT
bbb, IS 42 BOBEA, MiTEE 4
e 71 AR BB L, T LR O UL & D R S

B OIRT - Ak EAREIZBIE L, £ LFOME - Al
% 10% THAEE AL~ ) CEE - (2 LT, BB, HOEER
BLOWBELERITIT 7 AR TEE. 0% 4 ) —/VIRIFE LT,
X OB LA & B IRAE LT MEIC DV TR E R L O
R A R L T2,

EE « fRAF L8 7k - AR, ITHE. B MRS, RSB, RSEL LR, BUSZAR.
2R (BEE RS 2e) . RE. &, FLRIS L CRIRR RS AL (1K
AR & OB A BT,

5) FREEEHNE

131)%5 - R ] : HIRREEIZHED 2B DWW T EM LT,

IE 77 B AL ILRFE (BR-180A, MAE = — - T F - FA) A
TUTOHREOERZHE L, EAOHDIZFE IOV TUL, £
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F AR CHIE L=,
RAEE DR, R L&, BiNIIR. BE (BEIREZ ST
MM EEOEH AT LV EH LA,
(0] Hoxct B E (g)
X EE (%) HB A T (0 X 100

6) JREHAR IR A
Bl D RN OV TEARMER 2 F26E U, xHRRERS L O A EREO 261
DUVTER L7z,
BROFER RV EREORELEZ ONDIELNRD LT
gt Z DV CHERE R B D Bidk 24T > T2,

MEIEL D XT T BB EYI L~ b ER Y v U VR EAR S
TERLL TR L7,

HE 3 4 (No. 104, 204, 301) DBFFRIZ DN THL a7/ BT U UL
PRIC X D S A g (8 & JE i L7z,

VS ik 2 DFERL (KT TERLD Stage WA &) . I RS X UHIKRIRC
BEAOKZRONT-RE - Mk,

MEREEN ) D ATER L O AR OFAEIZ DN T

1) 8 A

Btk : D221

A DS UTHT 10 B L ORI H 2 b AZRRSLH £ T,
RRAEANL BN DWW THEHR A £ ¢,

Tk DX LPRAIC S DEBRBHREAR TR L, OB T A
HBRE 2 HE L7,

HE  PEE I O45 Bk CGEFRTH, ZEFH], JIBRAIE L ORIF IR IES)

Z4AN06 HOMMBTHRYIRT HOEZIER & L, HIEMMR
R Uz, BIEHS D VIERERIESIN 7 A LR L TA
LD b OhERIIEE @R RE & L, BE LT Lk,

2) /EFERERR AL

1% . WERE D 42151

REH, Hik c 5 11 BAZCECRRLE R . RREBRMAA OBAAZRLI AL L, &
FLBR A B 004 27 & F3BRTE O RIFRBRTEN OMEHE 1 % 253 R 7
AN D E CHEBRE &,
7, W BIORZEEIEIE 14 R2REE LTz,
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RS DRl =R OB E S REBE - E 1 4L Lz,
ik o [FIFABRREN OMERE 156 2 22 BBAAA B DY RN L0 KR HERR S D
£ THBRESED,

RIEMSEOMERE - BNEEZM EICE T LIER, D VIEER A A TIERY O
FfafE Lz, WInr»s@Eo oA ZlR0 B E L,
WA LRBICZRELZREN Lz,

s s . . ory — 732 U T MERE DKL

L (Copulation index, %) R S O X 100
= REHE IR OWER 2 Dt OA BES LOSIRRFIZ TERNOEBRIEDR %

1ToT, WADOERBICZHFEREM L,
sk o . 0/ — = RR BN EL
Z 2 (Fertility index., %) AR L X 100
3) Wk L OB IREE S

il C =G U 2
4y il e C ARRHERR ST RN XA B SR e ST,

ICIREE A IR 21 H O 25 HOIE T . EH D2 L 3E (9 :
00, 13:00FB L TN17: 00) @2 7=,

SYBRRET DFETS L9 00ICHBM B R EROHIZED TEO FITRIAATND D
B SNBAITHRETE L 2O ZME 0 0 (ZE# 0 1)
&l

1Rl EoAFRAHE L b DR IEFRHEL L,
HPERAETHT LTV DHEE GEE) IFRFHEL L,

AR ZINELTZb D TH o Th, HPER EDMBFE R A LN
LB T OMRNA TERWGOICOREHEL L,
WA BRI ERZ RN LT,

A . . 0/ A VLR PEREEK
INPEZR (Gestation index, %) IR X 100
HiPE R o 22 RO BICIEFEICHE LEAICARERE AT IR E 255

L, ThbooaitaHERKE Lz,
KA LEFRICHEREER L,

B A R
HA%R (Live birth index. %)= g f.%(f’“%z X 100
Hi e R

HENOMLEORE A% 0BL04 BICEx OWEHOMEE AL & AR OB O
E&THELR,

_21_



SR0O8214

CIRGZOERK O AOEHER, EUHIZEHRVERO
AOAFRZZL A% 4 BOATFER 2% L LTUTEREDY

L7,
. HEHEE R
= AN | i =
IHE 0 A DEHEIR DM (Sex ratio) R | IR
HEATE IR %

W& 0 B DEFREOMEL (Sex ratio) = TR T+ M R

) . AR
IHE 4 A OEEROMER (Sex ratio) = T R+ M T
IERHAM O FH H CAFHEOHMABEE O HETCOEMO HEZFHE LT,
IR OREH CBIRERIZA MO rENOEKRE X AR LT,
KANBEEICTIREERL L,
) ) Hi 22 IR 2
A5t 2% %) =
SR (Delivery index, %) R X 100
HEREORM CHIRER B MED N R ORI A LT,
RANGERICERFBLEREB LT,
- . ) o7y — FARE
EHIKE (Implantation index., %) oy xX 100

WE 4 AOHEROENY : KL LREBICEH L,
THE 4 HICAEFEREZ ROl

& 2R (Nursing index, %)= R
4) FERO—RIRER LR
A . 2
HE ;11|78
HI ABOBENPLARAB BB ETE L,
BlE L CAFETITA T OMER, —RINBB IO RIC OV THEIE L,
2B, FIEENLEE L. Whole body % 10% FEEE KL~ U
W CEE -RF L.
TEREEFEROETY A% ABOHERAERLZRANSE T L,
N e A4 B OEFEREK
ye 1= = P> 00 g
HrAERAFER Viability index. %) R A X 100
5) BHEROFEIERIE
itk - FRs ] CAEFREFENCOWT, E%0, 1BLU RICERKRLT,
REHE D B _EM KR (GX-2000, R Sttm— - T2 K« FA) AN
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THERERNC 1JEF LD THIE L, 0.1 g FTRogk L7,
MEMERRIC 1 HE G720 OSSR ELZE I LT,
6) FrAEIROE K

FH - B8k DB A4 RICEFICOWTER LT,
AT 5 AR (NERNZ G ) 2814 L, TRMERFBWATRIC LD LI

St 2FORE A2 AIRMICESR L=, BRIV TL,
Whole body % 10% "B E R /L~ Y VIRICEE < IR1E LT,

6. #EtFEMAE

{RE, REHRINERS LOWNE, Sis, FTOHIERS JUMGER, BIFHRE.
FAE, ARES L OERE, HERY, HERFOEF R LU C R, sk, Wi
AR MR, IR, A% 4 0 OARFERES LOHAERATFEORRIZOWTTEYHER
FOMEHRZELZFE M L, Bartlett OREEZITTOESEMEZ AT LT, E08OHEIE—
TEELE BRI L. A% 5B OYA 13 Kruskal-Wallis OMEE TR L7, —ic
FRE o BT OFE R, AEENRHLNT-HA L Dunnett ORREE & W TREBEEE & O Rl
#{T o7z, Kruskal-Wallis {IEOATORER, AEFENH DI HE 1L Mann—Whitney 0 U-
WREEE VS REE & DB A T o7z, 288, BrAEROMBERNREIL, 1 EE2EARRALE L
7

JRBEIA AR AE D 5 B 2 BEELL ED 7 L— RO LT R DWW CiL, B OfH
M% Kruskal-Wallis ORELTH]IT L. AEENALNTZ5E 13 Mann-Whitney @ U-#E
HE2 IV TXRREE & D2 T - 7=,

PWEBOREOFKEE, REEL, ThE, HEE, WE 4 DOWESE, 725 WL
BEMRED S S 1 BREO 7 L — RRRH ORI I 0TI, ZREE DA ZFRES
TV, ZORBABTENRD LI EAITIE 2 RE A FiE O BRE L Ol E2 1T -
Too 727200 2B A ZRBEICAHES OB AT Fisher DRHEEMERMEE L V-,

SRR & OHBREIC W T, AEKEIL 5% E Lz, 2B, MatEM EICET D &
R F¥E% INDIVIDUAL DATA @ HEHIC T,

\
/

=g,
e

B
HEEEBIC >\ T

1. —figikae
—HRREE D RS % Table 1 3 0V2, TNDTVIDUAL DATA 1-1-1~1-4-4 {259,
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(1) %

STHREE (0 mg/kg BE). 300 35 LU0 1000 mg/kg BETIE, REIIRD LRI T,

100 mg/kg FECIE, B 1 B S 31 BIZ4ETE L7z, BHRICHETOK FRRD b8, K
BRI OWIBAT RIC R TR ERERET D 2 L ITHERRD o 72,

(2) Mt

AZRERTHIA

SPRETE. 100 BTN 300 mg/kg FETIE, BEEFFREO N -7z,

1000 mg/kg #ETIE, 1 B TABEAMIAFIC 2 BBV B IZ B Xy S NIZ MR DR AR
Ll ZOHNIRRSIHPIC B ERLR T, o, REHEE TROREHMPICE 2
BRI O MKIRADTRD BTz, oflicid, BEERO ool
PEARIIRT

STRETE, 100 B L TN300 mg/kg FETIX, BEEFBO Lo T2,

1000 mg/kg BETIL, 1 BIOMEABIT K TR bz, oflzix, BT L
nigh-oiz,

HHEYM ;

XIHREE, 100 B8 L TN300 mg/kg RETIL, BRFERO DR,

1000 mg/kg FETIE, ALURIAM 2> 5 kS U C 1 Bl REA N FIEBAFED b/, o
Bllzix, BHIERD LR T,

2. KEH#EB

REWER % Figure 1 L1V 2, Table 3~6, INDIVIDUAL DATA 2-1-1~2-4-4 |27,
() %

100, 300 ¥5 X T 1000 mg/kg BE & BT, XFHHEE & Mol U CTHEGH A2 BRSO H e h
<77,
(2) M

AT, AEEREIRTRS L O E IR O T RICE N T H & GRE L b IS EM A BEEITR
LR T,

3. {BEH
EEE 4 Figure 3 B LU, Table 7~10, INDIVIDUAL DATA 3-1-1~3-1-1[ZR7,
(1)

100, 300 33 L TX 1000 mg/kg B & ©IT, MR L BB U TRBHARM A EZEITRE D b h

B

DT,
(2) W . E=RERFE
AZRERET, IRHEB T OBV TN W T HEERGEE L QIO AN EEEITGR
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B hr o7,

4. BIEmR

HMRET R % Table 113X (812, INDIVIDUAL DATA 4-1-1~4-2-4 {2787,
(1) %

XHEETIL, 1 BITHERBRED/NRNRD Lz,

100 3 LTV 300 me/kg FETIE, EETNTREFRD MR h o7,

1000 mg/kg BE TiX, BIROBERBSEMMET 6 RO Hiv, Fio, BIROBB AL EHE
T3, B> 2 B OB | B WM T L, RO B PR A I T 1 AR
Bivic, filc, FRER LEORRHEBMIEN L HITRD b,

(2) M

gl

XTRREETIL, 12 B9 1 B CRIGOEENTRE O LTz,

100 mg/kg BETIL. 10 BlRHICREF RIZEED b ) o iz,

300 mg/kg #ETIX, 12 B 1 B TEIBOHEIZ D L,

1000 mg/kg FETIE, 11 B 1 B THIBARNZ K B &EZ NIERBNRD bz,

AT

100 mg/kg BED 1 PIZEF IR D N2 h o T,

YR NS AVA LTI

100 mg/kg #ED 1 FlIC BEITFRD Do T,

1000 mg/kg BED 1 B TiX, EIREOIK QAR ED L iLl,

5. BEEE

HEDKER, R LA, IR L OREOMS EERS L UHNEEOME L Table 13,
INDIVIDUAL DATA 5-1~6-4 (237,

100, 300 35 X TF 1000 mg/kg BEE ©IT, MFHFE L i U THIBHERI R T BZATR O e h

-7,

6. BEMBFHRE

TREEAHER LA O A& & Table 14 B LT 15, INDIVIDUAL DATA 6-1-1~6-2-1, ¥ -k
7 Stage S HEDRAE S Table 16, INDIVIDUAL DATA 7-1~7-8, (27,
(1)

(Bl

PRANE B HEN DAL A 1000 mg/kg Ff THREE 5 4, S 3 (ilds JOVEE | #illc, B &Pfs
B3 300 mg/kg BF CHEEE 1 6], 1000 mg/kg BE TR A GBI OPEE 1§, KEBLOBE
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IKHEYLIRAS 300 mg/kg BECTHEAE 161, 1000 mg/keg #F TR 8 Pl L OEAE 1, HEB X
UBEE OFRAE LR O AR HREE TR 2 4], 100 mg/kg FE TEEL 3 5], 300 mg/kg Ff CH
B 4 ], 1000 mg/kg #F CTHRE 3 filds L OV 9 ], FHLEEHOEEGE FEOHAED 1000 mg/kg
BECEEE 6 I, U v SERIRITMDSBEIC 20T 300 mg/kg BETEEEE 1 4], 1000 mg/kg B CHELFET 8
B3 & OV 4 5], BEEIZ OV T 1000 mg/kg B CEELEE 5 1, FLEEERIZ-OUVNT 1000 mg/kg T
R 1, R OMMEILAS 1000 mg/kg BE TR 4 6, B oSO A 1000 mg/kg #E TH
B3 BNCRRD BTz, £z, IEAIRAE LR O FEMEINMED T I S B TR RREET 2 4], 100
mg/kg BET 1 . 300 mg/kg BT 7 HUZRD AL, RFEFI3FITEME L I2fla,, 2727 ) 4
B & D P B & TRV B BHERUS 2GR b e, iz, BE R OFE LA
75 300 mg/kg BET 1 B, MREL/RFERLAS S RERERS L UF 100 mg/kg FETH 1 BNZFRD b/,
RN

1000 mg/kg FED | B CHRE 728F T-RZEFENZRD D LIAMCIE, St ICEFE T R
Lol

UK o Stage 5348

1000 mg/kg BETIX, Stage VIT-VIII T/ L L7 7 IR RIS HONT L b Y #la
BHic v OEMRE, TV VT T O EE RIS KOV S T B R AU ek B & He
B L TR PHICWT R b AEREREENRD biliz, £7-. Stage IX-XI T/ 3% 7 WG [
Rk OGN A B R RIS ST, Lo Stage ITIXHEH AR ABEZETRRD S e
-7,

(2) M

iz

PRRAY R EEAL & L C, SBIER L300 mg/kg BEDS 1 HIIC>WTER L, W bk
FE7RBENTED LI,

(B

R 72 BB RS OSBRSS 100 mg/kg T 1 5], 300 mg/kg BET 2 4, REED
B EROBRAEN 10035 Z U300 mg/kg BE T 1 1 BEFE 722 B Tk 0> KRAEMEABITIZE 25 100 mg/kg
TIHNCERO b,

1000 mg/kg £ L OCHRRHETIZ, EFFTALIIED bR o7,

[IRE]

1000 mg/kg BEDOTIMEFZIK A EIEE O & 7z | F (GZRARSIAE]) TR AR IR 70
Nn, oIz REATRIERD bhenol, MREIGIEEA RSO bhnol,
[LAR]

1000 mg/kg B O R BRI IR A4 CIK B AR TR O A DAz 15 THRIREE 235588 b7z,
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0. EERESH
(1) P8 Bk A

PERMAMRAT OBAE % Table 17, INDIVIDUAL DATA 8-1~8-4 T/,

KHRHEFRS LUV 300 mg/kg BETIR, ERMAHZTTHIIRD bRLhoT,

100 mg/kg BETIE, KERTOFG MM PIC | fICEFBIERFENRD b, KEHIMO 4
A HICZRRAA LIV, HIRER L O R ST, iz, 2 FI TR sk R E 2
R BI, 1 FHIATEHAR O Bt HIZ AR D580 LAV S IEEIRE], o> 1 B3 ASELHIR 2
RRBRO ol

1000 mg/kg FCid, ZECHIFIO 2 A B URRICEGHARE RO b, R ITHER LR e h -
7o 2B, ZOHTIERRM M REEDORS 36 B UBICHEEIROEIF RO Hivlz,

(2) EFHRER A

AFEREMIA DG & Table 17, INDIVIDUAL DATA 9-1~9-4 (2R,

100, 300 35 X TR 1000 mg/kg BE & HIZRBHE, ZMFE, MER, MEHHBIOWE 1RO
M7 < L oot BB & LB U CHREEHE R T BB bk o Tz,

AR S 100 mg/kg BET 1 FIZRB O STz,

() HEfR, srffh, WEIREER KON AE AR

AEMR. Arif. TEEINAEIS KOS AE RAEFERORAES Table 18, INDIVIDUAL DATA 10-1~10-4
W,

100, 300 3 X TF 1000 mg/kg BE & HITHAEE, FHRIRK, FRE, o, HERE, £E
B, HERBLOEFER(HE 08K B) Ootith, HARZLCNCHE 4 A OAFE RS
L O VAR RAE & ol U CHGRH IR A B AR Lo iz,

(@) FARO—RRRE
AR O—IRIREEDORIE 4 Table 19, INDIVIDUAL DATA 11-1~11-4 27”797,
Ay IR T HERRIF DFETE L, 300 mg/kg BECHE 2 2338 HivT,

HE 4 BETORTIRDDWEAIARIE, b BB CHE 3 filds JOWE 4 61, 100 mg/kg BE Tl
15, 300 mg/kg BECTHE 1 BIDFED HALTAY, 1000 mg/kg BEIZIEZ 1 FIHRRD S ehno 7,

iz, SBBELEOEARERTRTRBLIUOERR L L I VT 0 FOFED bRV
B S,

G)FAERDOIRE

HAEWRDOKEHER 4 Figure 5, Table 20, INDIVIDUAL DATA 12-1~12-4 {2/~

100 35 T8 300 mg/kg FETIE, MERE & & ICHF BRI HREE & LRl U CRERHFIICATE 72
ZIIFRD N o7,

1000 mg/kg BETIX, MiT 0 AICHECHFZMICER R EENND LN, ME 1 BLU4

IEAEEEIRD bR o, BT FRREERITED LARNo T,
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(6) 374 R OFIRR AT L

B VLW B % Table 21, INDIVIDUAL DATA 13~14-4 (TR,

At 4 BREIOAT IR T, SRBEOMECRIOBE RO 1 FIIFRD Hivz, iz, B CRiff
RO RAFID A STz,

A% 4 BIOATR TIE, SMREOME CATIRO MU SE OB A 1 FICED b,
Wik, BEEATAEEEO S hveholz,

STPE > 0 (RFHR, KEHIA) . 100, 300 35 X T8 1000 mg/kg/day %, 1 BEMERES 12 PCoD Cr1:CD(SD)
Fw MZ, BT MR U TIERRELRT, REEHIEE L ORREBIR & G et 42 O, M7 v ~oxt
LTI BORT. Z0R0ds L ORI, Ze HONT % 5 H £ ToRIR (12~53 DR AZE L.
Z O IREERE, ZRITE., BB L OISO AT KIETEEZ BRET Lz,

1. RIEBREEL

—RRBETIX, 100 mg/kg FETH S 31 AICHE L FlOSALTHIATED bivic, ZOFITRAETHID
HEBOBHMEIZETORTHARD LN OOMITIIRFIIRO LT, KREZR/FETHZ &
TR o N, £ 0 B EOBIIIEEFIN 222 & SR E B 5 B L 7258 Tk
RV EHIEr ST,

1000 mg/kg BEDZREADGED LAV D o To e 1 B THESREEEURF O B S INIZIE OIR A 4 A
BBz, ZOWITHE, WERALZEAZL CRIVIC TR IR0 Hiv, KRR
JRA & HEER X Te, 70 [FBEDILIRF] 0 1 Fl CHERI H 2> O WA RN R NSRS L,
WA TR A CIRE SR BT, Wb 1 HIOLOFEBETHY | ORI L Tk
MBS & OBEM IV LR ST,

RER L OEEE TR, BRMERGORBITRD N7,

TR pT R Cld. 1000 mg/kg BEDRECHEMBICIER, Hifalk, ZREMORMME A, B Ltk
WO LR ERGICEE LB ke B2 ol BEUMBETIE, EkooffiiceF L=
Y a—NE %Y ER L, = F L= a—L0 16 WERER SRR YT, 2 VBERS
BREENSREL L MRS R SN TRV EEREERELRBD SN TV D, AR E
TF L=l A=) VEEA S TRV, AR T O AR AR A T HEO RIS SR
BRERNE WG DOFBLR 300 mg/kg L EDBETERO B, =F L =7 a— L CTHiE
ENTWAEEEY LRFEOEIEZ LN,

HEDOR N TIE, i 300 mg/kg LA EDOFET, REI LOREE DRMEILR, RED Y /KR

v

_28_



SR0O8214

HATRD B, 1000 mg/kg RETHIRMOREGE L OEL, SHHEB LOSLELT O U o/ B2,
M OBAEAL., B ERBEOBBRS. & 510, RER L OHTE O RME LROBAEICEEGIHEO
MBI L — FOBENRBD b7z, 2o OE ik, BER L7-ERMIC X DRI EIRER
T AHAREENE 2 b,

iz, AERURMECIX 300 mg/kg BEOME | FICERIBEOFE, 1000 mg/kg BEOME 1 51 CTHIEHA HIZIK
HEE TER, RENRD LR THETIE 1000 mg/kg BED 1 B TIVEROIK A IERE R
BN, WS LBEIOHZDFERTH ) RBRIERE & OBEM S0 &l L7z, £72, 1000
mg/kg BEDHE 1 FICHRER EFEORMEE IR0 Hiv, FEMABANRE CTRERE rA%
JENRD BTN, ZOHITIERRBITER L O OMOFRERNAERENTND Z 20 b, 1 Flo

BETH ) WBRWER S & OBEME LA &HI L7z,

HEOETHIRE ORBFEETIE, SRGHE LICRFENRFEREELHED LR Tz,
RHALRR TR E CiE, R OBIRO L L AN IR E % 5 B U7 2 RITER ) b ivde
Mmootz

HEDAEHLD Stage DA TIE, Stage VII-VIII T L L7 M7 IR 5 UL R Y
Milud 7= v oM, 7V L7 N UM K OV T o R R R T R E

@, Stage IX-XI T/3F 7 CHIERAIEEORFARREMENRBO ONZ, T b ozl
BIED Stage ICOABD BN TWD Z &, Stage VII-VIII TidEfE, Stage IX-XI TIHEME—
BLTWWZ b, ZHUODAEAICE L TEETIRERITRWV & HM L,

2. kHEREEM

TEE IR A THE, 100 mg/kg BED 3 Bk LU 1000 mg/kg #ED 1 I CHElRIERENRD HIL, =
NOOBIINT NSRRI & 5 VITEERE Th - 72, REMAH OB L T, it
FHRAEATRD NN & Ez, ARKENLEI TIIRNZ Lo, #BYWEREO
BT b Lt LT,

EFEREMRTL, ATHR, . WHEINRER LU AR RAGFRR L ICH IR O—RINE, (FE, §
BATRAZOWTE, WIS EBMER TORBITRBD b Lho T,

Pbokoic, REHEGEFMEICEL T, 300 ng/kg BLEOREOHE TEIRICHBRME R G D
BRED SN, MR S EEERD bk oTz, £z, HEWOATERER b ONCH AR
DFEAEIZBEL TIE, Wi d 1000 mg/kg £ TEBRWE RGO BITHED bRl

L7273 > T, SIPE OARMBREMFTIZH ) 2 M8 & (NOEL) 13, REHRGFMEICE L TIERET
100 mg/kg, HET 1000 mg/kg, HEMWIOEHIREZ R H N/ E RO AT LTI 1000 mg/kg &5
BT,
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Figure 2 Body weight of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)
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Figure 4 Food consumption of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)
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Figure 5  Body weight of pups in the reproduction/developmental toxicity screening test of SIPE (SR08214)



Table 1 General appearance of male rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

_98_

Administration period (day) Autopsy
Group Findings 1-30 31 32-42 day
0 mg/kg Number of animals examined 12 12 12 12
No abnormal findings 12 12 12 12
100 mg/kg  Number of animals examined 12 12 11 11
No abnormal findings 12 11 11 11
Dead 0 1 0 0
300 mg/kg  Number of animals examined 12 12 12 12
No abnormal findings 12 12 12 12
1000 mg/kg Number of animals examined 12 12 12 12
No abnormal findings 12 12 12 12

Values are number of animals with findings.
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Table 2 General appearance of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Pre-mating period (day) Mating period (day)
Group Findings 1-14 15 16 17 18 19-21 22 23-27 28
0 mg/kg Number of animals examined 12 9 6 4 - - - - -
No abnormal findings 12 9 6 4 - - - - -
100 mg/kg  Number of animals examined 12 10 9 7 2 2 2 2 1
No abnormal findings 12 10 9 7 2 2 2 2 1
300 mg/kg  Number of animals examined 12 7 5 5 - - - - -
No abnormal findings 12 7 5 5 - - - - -
1000 mg/kg  Number of animals examined 12 10 6 4 1 1 1 1 1
No abnormal findings 12 10 6 4 0 1 0 1 1
Bleeding in the liquid of vaginal smear. 0 0 0 0 1 0 1 0 0

Values are number of animal with findings.
- : Blank.

(to be continued)



Table 2 General appearance of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214) (continued-1)

_88_

Administration period (day) Autopsy

Group Findings 29 30 31 32-35 36-51 day
0 mg/kg Number of animals examined - - - - - -

No abnormal findings - - - - - -
100 mg/kg  Number of animals examined 1 | 1 1 1 1

No abnormal findings 1 1 1 1 1 1
300 mg/kg  Number of animals examined - - - - - -

No abnormal findings - - - - - -
1000 mg/kg  Number of animals examined 1 L 1 1 1 1

No abnormal findings ] 0 1 0 1 1

Bleeding in the liquid of vaginal smear. 0 1 0 1 0 0
Values are number of animal with findings. (to be continued)

- : Blank.
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Table 2 General appearance of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214) (continued-2)

Gestation period (day) Lactation period (day)
Group Findings 0-19 20,21 22 23 24-26 0-4
0 mg/kg Number of animals examined 12 12 2 - - 12
No abnormal findings 12 12 2 - - 12
100 mg/kg  Number of animals examined 11 11 1 1 1 10
No abnormal findings 11 11 1 1 1 10
300 mg/kg  Number of animals examined 12 12 1 - 12
No abnormal findings 12 12 1 - 12
1000 mg/kg Number of animals examined 11 11 4 - - 11
No abnormal findings 11 10 4 - - 10
Subcutaneous mass, right side of chest region 0 1 0 - - 1

Values are number of animal with findings.
- : Blank.
Day 26 of gestation and Day 4 of lactation : Autopsy day.



Table 3 Body weight of male rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)
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Number Body weight gain
of Body weight (g) on administration period (day) Day 1-42
Group animals 1 2 5 7 10 14 21 28 35 42 g %
0 mg/kg 12 Mean 381.8 3854 397.6 403.9 410.9 421.3 4423 465.3 487.8 503.3 1214 31.731
S.D. 12.3 13.5 16.5 17.4 21.1 25.2 27.2 25.9 27.1 30.5 21.7 5.199

(1 (11 (1) (1

100 mg/kg 12 Mean 3857 388.5 400.5 406.6 414.4 428.6 451.1 473.3 489.7 509.2 123.7  32.095
S.D. 13.2 14.5 15.8 17.4 17.5 20.1 215 22.9 21.2 24.5 16.8 4.205
300 mg/kg 12 Mean 3853 388.3 401.1 408.0 417.3 432.8 456.6 479.6 503.2 519.1 133.8  34.659
S.D. 14.8 15.2 16.3 16.6 18.7 20.3 21.2 23.7 243 31.8 223 5.291
1000 mg/kg 12 Mean 384.6 386.3 400.7 406.5 416.1 429.7 445.6 466.4 488.6 501.3 116.7  30.308
S.D. 14.3 14.1 15.8 16.5 19.2 227 234 26.3 30.7 29.8 21.5 5.221

Body weight gain (%) = (body weight gain / body weight on day 1) x 100.
Values in parentheses are the number of animals examined.



Table 4 Body weight on pre-mating period of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)
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Number Body weight gain
of Body weight (g) on pre-mating period (day) Day 1-14
Group animals 1 2 5 7 10 14 g %
0 mg/kg 12 Mean 250.3 249.8 258.3 260.2 266.1 272.3 21.9 8.747
S.D. 10.7 11.3 12.0 13.2 14.5 15.1 8.8 3.408
100 mg/kg 12 Mean 2522 249.1 258.5 261.3 265.5 272.4 20.3 8.063
S.D. 10.8 10.3 11.1 10.6 11.3 12.6 7.9 3.248
300 mg/kg 12 Mean 254.5 251.8 263.8 261.9 267.8 274.3 19.8 7.716
S.D. 10.5 12.2 11.1 11.2 14.1 17.2 10.3 3.937
1000 mg/kg 12 Mean 252.0 250.4 257.7 258.1 264.5 271.1 19.1 7.563
S.D. 10.5 14.2 9.8 10.3 13.1 13.1 5.6 2.193

Body weight gain (%) = (body weight gain / body weight on day 1) x 100.



Table 5 Body weight during gestation period of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)
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Number Body weight gain
of Body weight (g) on gestation period (day) Day 0-20
Group animals 0 1 3 5 7 10 14 17 20 g %
0 mg/kg 12 Mean 2793 287.2 300.3 311.2 319.9 336.4 360.2 393.0 442.6 163.3 58.584
S.D. 16.3 14.6 13.7 144 14.6 16.7 20.2 20.7 26.4 17.6 6.321

100 mg/kg 10 Mean 2826 288.9 303.4 312.6 323.7 338.1 363.4 396.7 445.6 163.0 57.686
S.D. 7.0 9.1 12.1 13.3 13.6 13.3 15.9 16.9 17.5 14.7 5.095

300 mg/kg 12 Mean 286.8 290.3 304.4 315.2 324.6 339.4 363.8 394.6 445.2 158.3 55316
S.D. 16.0 14.4 14.6 16.7 16.9 19.2 22.0 25.0 30.2 242 8.676

1000 mg/kg 11 Mean 280.5 287.6 300.5 310.7 320.5 338.7 360.2 395.5 448.9 168.4  60.103
S.D. 11.8 11.1 11.3 10.1 10.9 10.6 14.9 16.2 17.8 13.0 5.248

Body weight gain (%) = (body weight gain / body weight on day 0) x 100.
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Table 6 Body weight during lactation period of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Number Body weight (g) on lactation =~ Body weight gain
of period (day) Day 0-4
Group animals 0 1 4 g %
0 mg/kg 12 Mean 3333 334.8 354.4 21.1 6.457
S.D. 22.8 24.2 20.9 13.7 4.232
100 mg/kg 10 Mean 3363 339.1 3553 19.0 5.671
S.D. 15.8 16.9 19.8 12.8 3.945
300 mg/kg 12 Mean 3319 331.1 350.9 19.0 5.818
S.D. 249 222 23.0 7.6 2513
1000 mg/kg 11 Mean 327.7 334.7 354.9 27.2 8.296
S.D. 9.9 12.8 14.8 10.9 3.352

Body weight gain (%) = (body weight gain / body weight on day 0) x 100.
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Table 7 Food consumption of male rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Number Food consumption (g/rat/day)

of Administration period (day)
Group animals 1 2 5 7 10 14 28 35 42
0 mg/kg 12 Mean 26.75 26.42 26.09 25.63 25.17 25.04 26.77 27.39 26.78

S.D. 1.96 2.81 1.63 1.99 2.06 292 1.45 1.81 222

(10) (11) (1)
100 mg/kg 12 Mean 27.17 25.67 25.79 25.67 25.85 25.80 26.35 26.77 27.07
S.D. 1.80 2.06 1.40 1.74 1.33 1.54 1.34 1.56 1.47

300 mg/kg 12 Mean 2842 26.75 26.81 26.42 26.79 2648 27.37 27.98 27.06
S.D. 2.15 1.60 1.72 1.70 1.81 1.80 1.88 1.86 2.61

(11)
1000 mg/kg 12 Mean 27.92 26.00 26.66 2633 26.88 26.00 26.55 26.37 26.05
S.D. 2.11 2.26 1.87 1.98 2.07 2.05 2.04 2.62 2.98

Values in parentheses are the number of animals examined.
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Table 8 Food consumption on pre-mating period of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Number Food consumption (g/rat/day)

of Pre-mating period (day)
Group animals 1 2 5 7 10 14
0 mg/kg 12 Mean 19.42 17.33 19.05 19.13 20.17 20.18

S.D. 1.98 2.19 249 2.18 2.61 1.95

100 mg/kg 12 Mean 19.83 17.00 19.49 18.29 20.40 2048
S.D. 2.79 222 1.44 1.90 1.71 1.24

300 mg/kg 12 Mean 20.58 17.92 20.33 18.67 20.69 20.70
S.D. 1.93 3.00 1.75 2.18 1.73 1.96

1000 mg/kg 12 Mean 20.50 18.00 19.50 19.83 20.58 20.66
S.D. 2.50 3.28 1.58 1.99 1.50 1.30
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Table 9 Food consumption during gestation period of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Number Food consumption (g/rat/day)

of Gestation period (day)
Group animals 1 3 5 7 10 14 17 20
0 mg/kg 12 Mean 20.17 25.08 26.08 26.13 27.08 26.82 26.98 24.99

S.D. 233 1.70 2.12 2.29 2.11 2.29 1.82 2.94

100 mg/kg 10  Mean 19.90 25.25 25.50 26.70 27.00 27.05 27.36 25.38
S.D. 3.18 271 2.22 2.59 1.91 1.87 1.69 1.30

300 mg/kg 12 Mean 18.67 25.17 26.92 27.17 27.64 28.26 27.59 26.03
S.D. 2.64 1.97 2.78 2.59 3.03 293 291 241

1000 mg/kg 11 Mean 20.36 25.68 26.77 27.23 27.96 2745 27.65 26.33
S.D. 2.46 1.40 1.81 1.84 2.06 227 1.69 2.11




Table 10 Food consumption during lactation period of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Food consumption
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(g/rat/day)
Number Lactation period
of (day)
Group animals 1 4
0 mg/kg 12 Mean 20.08 39.16

S.D. 6.40 4.86

100 mg/kg 10 Mean 21.20  37.48
SD. 368 341

300 mg/kg 12 Mean 17.42 39.05
S.D. 6.17 5.90

1000 mg/kg 11 Mean 24.64 41.92
S.D. 443 4.71
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Table 11 Gross findings of male rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Group 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Number of animals examined 12 12 12 12
No abnormal findings 11 12 12 5
Organ : Findings

Kidney : Swelling, bilateral 0 0 0 6

Fine yellowish white patch, multifocal, bilateral 0 0 0 |

Yellowish brown discoloration, bilateral 0 0 0 3

Dilatation, renal pelvis, unilateral 0 0 0 1

Epididymis : Yellowish white patch, cauda, unilateral 0 0 0 1
Seminal vesicle : Small size 1 0 0 0

Values are number of animals with findings.
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Table 12 Gross findings of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

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

Number of animals examined 12 12 12 12

Number of pregnant animals 12 10 12 11

No abnormal findings 11 10 11 10
Organ : Findings

Ileum : Diverticulum 1 0 1 0

Skin of right thoracic region : Subcutaneous grayish white mass 0 0 0 1

Number of non-pregnant animals 0 1 0 0

No abnormal findings - | - -

Number of not copulated animals 0 1 0 1

No abnormal findings - l - 0
Organ : Findings

Ovary : Grayish white mass - 0 - 1

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



Table 13 Absolute and relative organ weights of male rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)
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Number Body
of weight Testis Epididymis Prostate Seminal vesicle
Group animals g g % g % mg 1072 g %
0 mg/kg 12 Mean 506.3 3.238 0.640 1.345 0.264 810.9 159.173 2318 0.458
S.D. 29.8 0.325 0.056 0.097 0.016 2223 39.752 0.322 0.056
100 mg/kg Il Mean 514.1 3.206 0.624 1.333 0.258 641.3 125.949 2313 0.449
S.D. 25.2 0.347 0.055 0.088 0.017 169.0 37.535 0.293 0.055
300 mg/kg 12 Mean 524.3 3.263 0.625 1.328 0.253 700.7 133.763 2.461 0.471
S.D. 28.6 0.208 0.051 0.058 0.016 111.0 20.800 0.250 0.053

1000 mg/kg 12 Mean 506.2 3.255 0.645 1.388 0.275 817.5 162.005 2.391 0.474
S.D. 29.2 0.233 0.037 0.105 0.018 179.1 36.257 0.207 0.050
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Table 14  Histopathological findings of male rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Item 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Number of animals examined 12 11 12 12
Organ: Findings Grade
Kidney: Crystal, tubular lumen + 0 0 0 [~ 57
++ 0 0 0 3 |+t
+++ 0 0 0 1
Crystal, renal pelvis + 0 0 1 - 4"
++ 0 0 0 1
Dilatation, tubule, cortex and medulla + 0 0 1 B 8] -
++ 0 0 0 | 4 ]
Regeneration, renal tubular epithelium, cortex and medulla + 2 3 4 [~ 37 -
++ 0 0 0 9
Regeneration, collecting tubular epithelium, papilla + 0 0 0 : 6: 3
Cellular infiltration, lymphocyte, cortex + 0 0 1 8 -
++ 0 0 0 4
Cellular infiltration, lymphocyte, medulla + 0 0 0 - 578
Cellular infiltration, lymphocyte, papilla + 0 0 0 1
Fibrosis, interstitial + 0 0 0 4
Hyperplasia, renal pelvic mucosa + 0 0 0 3
Eosinophilic body, proximal tubular epithelium + 2 4 7 0
Mineralization, cortex + 0 0 1 0
Cyst + | | 0 0
Testis: Abnormal findings 0 - - 0
Epididymis: Granuloma, spermatic + 0 - - 1
Seminal vesicle: Abnormal findings 0 (1) -

Values are number of animals with findings.

Values in parentheses are 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).
$ : Significantly different from the 0 mg/kg group at p < 0.05 (Fisher's Exact Test).
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Table 15 Histopathological findings of female rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Item 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Number of animals examined 12 12 12 12
Organ: Findings Grade
Ileum: Diverticulum + L (1) - 1 (1) -
Kidney: Mineralization, cortico-medullary junction + 0 1 2 0
Regeneration, renal tubular epithelium, cortex + 0 1 1 0
Cellular infiltration, inflammatory cell, renal pelvic mucosa + 0 1 0 0
Ovary: Granulosa cell tumor <t> 0 - - 1
Mammary gland: Adenocarcinoma <> - - 1 (1)

Values are number of animals with findings.

Values in parentheses are number of animals examined.

-: Blank.

Grade; +: slight change, <+>: presence in "presence or not" basis.
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Table 16

Stages of spermatogenesis of male rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

Stage [-VI
Number of cells
Number Sertoli cell Spermatogonia Pachytene Round
of crtofL cells pe 080 spermatocytes spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 21.95 19.57 0.903 48.88 2.238 134.03 6.153
S.D. 2.14 2.68 0.162 4.80 0.220 10.13 0.685
1000 mg/kg 12 Mean 21.43 21.85 1.021 48.48 2.266 130.48 6.104
S.D. 1.36 3.53 0.170 3.72 0.179 6.53 0.403
Stage VII-VIII
Number of cells
Number : . Preleptotene Pachytene Round
Sertoli cells Spermatogonia .
of spermatocytes spermatocytes spermatids
Group animals /ST /ST /SC /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 21.20 1.47 0.070 36.30 1.723 54.25 2.569 125.43 5.973
S.D. 2.09 0.50 0.025 2.08 0.150 4.39 0.189 5.56 0.700
1000 mg/kg 12 Mean 20.43 2.03 0.100* 39.90+ 1.963%* 55.87 2.741%* 122.08 5.998
S.D. 1.52 0.81 0.042 4.14 0.253 3.81 0.196 4.60 0.409

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 different from the 0 mg/kg group at p < 0.05 (Mann-Whitney's U-test).

(to be continued)
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Table 16  Stages of spermatogenesis of male rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214) (continued)

Stage [X-XI
Number of cells
Number Sertoli cells Spermatogonia Leptotene Pachytene
of spermatocytes spermatocytes
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 21.85 2.80 0.128 44.08 2.023 59.57 2.734
S.D. 1.17 0.54 0.026 4.80 0.235 3.34 0.209
1000 mg/kg 12 Mean 22.17 298 0.136 43.40 1.963 56.20* 2.545
S.D. 1.16 0.82 0.041 2.38 0.159 3.39 0.248

Stage XII-XIV
Number of cells

N .
R ,[}] mber Sertoli cells Spermatogonia Spermatocytes 1 Spermatocytes 2
Group animals /ST /ST /SC /ST /SC /ST /SC
0 mg/kg 12 Mean 23.22 3.42 0.150 49.25 2.139 64.70 2.808
S.D. 2.76 0.94 0.042 5.19 0.266 5.41 0.271
1000 mg/kyg 12 Mean 22.42 3.92 0.176 47.87 2.148 62.72 2.813
S.D. 2.57 1.24 0.061 5.50 0.258 6.90 0.310
ST : Seminiferous tubule. Spermatocytes 1 : Zygotene / Pachytene spermatocytes.
SC : Sertoli cell per seminiferous tubule. Spermatocytes 2 : Pachytene / Diplotene spermatocytes.

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



_99_

Table 17

Reproduction performance in parental rats dosed orally with SIPE in the reproduction/developmental toxicity screening test (SR08214)

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 Mean  4.06 12/12 12/12 12/12 12/12 Mean 222 12/12
(0.0) S.D. 0.20 (100.0) (100.0) (100.0) (100.0) S.D. 0.4 (100.0)
100 mg/kg 3/12 Mean 4.19 11/12 11/12 10/11 10/10 Mean 22.0 10/10
(25.0) S.D. 0.38 (91.7) (91.7) (90.9) (100.0)  S.D. 0.0 (100.0)
300 mg/kg 0/12 Mean  4.00 12/12 12/12 12/12 12/12 Mean 22.3 12/12
(0.0) S.D. 0.00 (100.0) (100.0) (100.0) (100.0) S.D. 0.7 (100.0)
1000 mg/kg 1/12 Mean  4.12 11/12 11/12 11/11 11/11 Mean 224 11/11
(8.3) S.D. 0.23 (91.7) (91.7) (100.0) (100.0)  S.D. 0.5 (100.0)

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

Copulation index = (number of males/females copulated / number of males/females placed in a cage) 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 lactation day 4 / number of females with live pups delivery) x 100.
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Table 18  Pregnancy and litter data of rats in SIPE in the reproduction/developmental toxicity screening test (SR08214)

Day 0 of lactation period

Number of Number of Number of Number of Day 4 of lactation period
Pregnant corpora implantation Implantation Delivery pups  Number of Sex ratio Live birth Number of Sex ratio Viability
Group animals lutea sites index (%) index (%) delivered live pups All pups Live pups index (%) live pups Live pups index (%)
Pup data
0 mg/kg 12 Mean 17.3 17.3 99.444 91.646 15.8 15.8 0.525 0.525  100.000 15.2 0.526 96.433
S.D. 1.4 1.5 1.925 7.338 1.3 1.3 0.122 0.122 0.000 1.3 0.123 5.375
100 mg/kg 10 Mean 16.8 16.7 99.474 93.500 15.6 15.6 0.471 0.471  100.000 15.5 0.475 99.333
S.D. 1.8 1.6 1.663 5.110 1.6 1.6 0.082 0.082 0.000 1.6 0.086 2.109
300 mg/kg 12 Mean 16.3 15.8 96.138 96.929 153 15.2 0.463 0.457 98915 15.1 0.460 99.479
S.D. 23 3.1 9.617 4.197 33 33 0.121 0.119 2.548 33 0.123 1.804
1000 11 Mean 174 17.0 98.134 94.067 16.0 16.0 0.513 0.513  100.000 16.0 0.513 100.000
mg/kg S.D. 1.4 1.0 4.154 5.370 1.4 1.4 0.194 0.194 0.000 1.4 0.194 0.000

Implantation index = (Number of implantations / number of corpora lutea) x 100.

Delivery index = (Number of pups delivered / number of implantations) x 100.

Sex ratio = Number of male pups / number of male and female pups.

Live birth index = (Number of live pups at delivery / number of pups delivered) x 100.

Viability index = (Number of live pups on day 4 after birth / number of live pups at parturition) x 100.
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Tablc 19 Gencral appecarance changces of pups in the reproduction/developmental toxicity screening test of SIPE (SR08214)

Male Female
Day after birth Day after birth

Group Findings 0 1 2 3 4 0 1 2 3 4
0 mg/kg Number of pups examined 99 99 99 98 98 90 90 89 89 88
No abnormal findings 99 99 98 97 96 90 89 89 88 86

Milk-band negative 0 0 0 1 0 0 0 0 0 0

Death 0 0 1 0 2 0 1 0 1 2

Milk-band ncgative 0 0 1 0 1 0 0 0 1 1

Milk-band unknown 0 0 0 0 0 0 0 0 0 1

Lost 0 0 0 0 1 0 1 0 0 0

100 mg/kg Number of pups examined 73 73 73 73 73 83 83 82 82 82
No abnormal findings 72 73 73 73 73 83 81 82 82 81

Milk-band negative 1 0 0 0 0 0 1 0 0 1

Dcath 0 0 0 0 0 0 1 0 0 0

Milk-band negative 0 0 0 0 0 0 0 0 0 0

Lost 0 0 0 0 0 0 1 0 0 0
300 mg/kg Number of pups examined 85 83 83 83 83 99 99 99 99 99
No abnormal findings 83 83 83 83 83 99 99 99 99 98

Milk-band negative 0 0 0 0 0 0 0 0 0 0

Death 2 0 0 0 0 0 0 0 0 1

Milk-band negative 1 0 0 0 0 0 0 0 0 0

Milk-band unknown 1 0 0 0 0 0 0 0 0 0

Lost 0 0 0 0 0 0 0 0 0 1
1000 mg/kg Number of pups examined 90 90 90 90 90 86 86 86 86 86
No abnormal findings 90 90 90 90 90 86 86 86 86 85

Milk-band negative 0 0 0 0 0 0 0 0 0 1

Valucs arc number of animals with findings.



Table 20  Body weight of pups in the reproduction/developmental toxicity screening test of SIPE (SR08214)
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Male Female
Number Body weight (g) Body weight (g)
of on day after birth on days after birth
Group litters 0 1 4 0 1 4
0 mg/kg 12 Mean 6.44 6.98 10.30 6.02 6.56 9.69
S.D. 0.40 0.51 0.69 0.35 0.47 0.80
100 mg/kg 10 Mean 6.31 7.01 10.12 5.97 6.50 9.51
S.D. 0.43 0.41 0.84 0.27 0.25 0.71
300 mg/kg 12 Mean 6.75 7.31 10.69 6.38 6.99 10.23
S.D. 0.62 0.88 1.63 0.75 1.05 1.80
1000 mg/kg 11 Mean 6.80 7.35 10.52 6.48+ 7.02 10.06
S.D. 0.62 0.77 1.00 0.59 0.73 1.09

Values in parentheses are number of pups examined.
+ : Significantly different from the 0 mg/kg group at p =0.05 (Mann-Whitney's U-test).
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Table 21  Gross findings of pups in the reproduction/developmental toxicity screening test of SIPE (SR08214)

Male Female
Item Group O mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg 0 mg/kg 100 mg/kg 300 mg/kg 1000 mg/kg
Findings of dead pups during days 0-4 after birth
Number of pups examined 3 0 2 0 4 1 1 0
No abnormal findings 2 - 1 - 1 0 0 -
Lung : Dark red discoloration 0 - 0 - 1 0 0 -
Intraperitoneum : Autolysis 0 - 1 - 1 0 0 -
Lost 1 - 0 - 1 1 1 -
Findings of pups euthanized on day 4 after birth
Number of pups examined 96 73 83 90 86 82 98 86
No abnormal findings 96 73 83 90 85 82 98 86
Liver : Yellowish white patch, lateral lobe 0 0 0 0 1 0 0 0

Values are number of pups with findings.
- : Blank.
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