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2

1 BEMERE S 5 VEO) Crij:CD(SD)IGS D F v M, NN -EA @AFINTz2))) 7 =D % 0
B, 15, 30, 60 BXLU 120 mgkg DHET 1 BEOHKEG L, TOREHNOFEEERD OB D
BEEEBIZDWTHRF L. BRZLTIZRY.

1.#&&%§GDME
120 mg/kg #f TIXHE 4/5 Fild KM 5/5 i, mmygﬁfmmL6m$;U%aﬁmmﬁéé
30~45 SHIFET- L7z, F DR, LDy (95%1ZHRS) 134T 85.3 mg/kg (44.8~216.9 mg/kg),
A 56.0 mg/ke (40.2~78.0 mg/kg) TH o 7=, |

2. —HRIREBOEE

FETHITIE, MHEEDIC, B, BFEBOKT, FIRTFEK, KEBICERMIRED 5N
7’:;

HEHITI, 120 mg/kg FEOKE 1 GITHRTH & RERDOERNEZRD 5172, 60 mgkg # T,
HETHE, BREFHOKT, BRITFESICRENASN, HTREBIXUCEEESHOK TN
RO 5N, 30mg/kg BETIE, HTHREINS SN, HTHIE BSRESHOMKT, SRMERBX
CIREASRBD SNz, N5 OE LI EER ##5%1 0) KT THELTEY, 20
#IIA S BIRD SR M o 2. 15 mg/kg BB L SHIRBEOMERE TV, BHEHIMZEL T
52RO Sniaho 7. |

3. REHIE |
60 mg/kg #EDMES X T 30 mg/kg BEDOMETIIHRGH 1 BT, 60 mgkg B OMETIIBIRMM &
WLT, REOEMERZRLZ. 30 mgkg OB LU 15 me/kg BEOMME T, B
FELT, MEREARORMESZRLE. |

4, WEHERNBRE |
FEL L7 60 BE 120 mg/ks BEDOHETRIBRICIRE MR ICEEORRAR, HFICR
BRI A B OREOHIMAGED sz, EFATHE, 2FTHSRLIEERD 5N k.
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il BR M OBt BXOD T OIE

. BBYHEBIOEE

EREINENN-ERA QAFINT oIV 77 29> 15 99.6
wt%, Oy hEE ] ZHBMEE LU TERLE (REER ). AEBRWEIR, Bk
TH Y, RBUHFORRYHOLEEIT OV TIRBRFITTHHIL, RETH D Z LEHR
Uz (STER ). R, INVERFIAFIIOo—ZF ML (0y &S MIH1784,
T4 T AT H|AEE) BED Tween 80(1 v &S : MOAS651, T 1 T A7 &)
ZRE BRI L T 0.1%Tween 80 I 0.5% 71NV HRF T AF VIV O—AF R U A (CMC-
Na) BIRELTZDDZMEA L. 28, HBEWEB S OEEREBRYEZORERICER TR
FZL7=.

. EREYBIUEESRE

5 EED Crj:CDSD)IGS T v  (HEF ¥ —)LZ - UN—KREH, BEAMEL Y —) &
MERES 30 ICEAL, 7 HEIOBEIIEZTo%. ZOMIZ, 2o T—RREOERD
FORBERFEZERL, BEN W LZ2HER L2056, M 25 IL2ZEA T 6 Hik TR
HA L. B5HOKER, #27177441902 g HA11314~1527 g THo . B, R
B 24:2°C (FrE#i 21~27C), BEE 55210% (FrA#IE 35~75%), W&EA 12 B¥f (Pl 7 R~
% 7K BEIUHKEEK 13~15 B/RFICERE L ZNY 7 — T A7 5 ARBHNOFHEESE 08 FTHK
| OERTA 7=, BEFY—IVA - UN—KA2H) 2 ANZRY —FR%A b —
T (W265xH185xD425 mm) 12, 17 —Y%/z0 2.3 LI DAL THEL . 728, BEOD
EHMEIL R 24°C, BIE 22°C, BEQEAMEIIRG 65%, BIE 0% Tho 7. ABHIRER
ULV U 7= FE 3kl (CRF-1, #) LY IIVEBERTRKAET) %, ﬁkﬂ(bikﬁﬁ%%@ﬂ‘
MUDLERIN (82 ppm) LEHFKEHORICEDENENEHICERSEZ. fEHTD
WTRHEEABERBROEZ ¥ —I2T, £, KDV TIINREHEER AR
H=IZTHNEITY, WINOHEFRBIIEEL TWS I E2HA L. KEBIUEHER
MIIEERIBEE LD E2FERAL, r—YBIXEAORIGE 2 BIOEET, 57— IVFBL0
FoURE (Tv ) BB LERBL . £, AESREEERL, HEEERL
=y T THRLE.
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3. BREHEAR, R5EREOWAB X OHDT
ABREEEAR 2 FRICTRL 2.

mpp | DR | BEORSERI R g | gyrs
(mg/kg) | (mg/mL) | (mL/kg) | !

it HREE 0 0 10 il > 1~5
{ 5 51~55

ok B
ﬂiﬁﬁ%%ﬁ- 15 1.5 10 5 6~10
' ¢ 5 56~60
o RRE 1 30 3 D > 11~15
| ? 5 61~65
THER 2 60 6 10 J 5 16~20
{ 5 66~70

o .
ERER 120 12 0 > 21~25
| ? 5 71~75

RERX, v hZ2RAWZERBRETHEAR [BREFS P020010 (GLP FEEM), LK5E : 10,
30, 100 BET* 300 mg/kg, EHPE . MERES 3 DU/RE] ORRPORELZ. T7abb, =i
BRTId 100 B KU 300 mg/kg TEOMEMEEFATET L, —RIRBOBKZTHEE, BFRETHOEKT,
C BERIERB I MR ERRD SN, LD > T, BTN TT 5 ETEINS
120mg/kg ZEmAEE L, AP 2 TBRL7Z 60, 30 BKXU 15 mgkg Zi&E L7z,

RBRENT, R4 ARICEAE RS D HBREMA T S HEL, 15247 0 OB
AR EOMEESSILEL T,

o, &581HICY HORE 22 EHEREEALIETIT W, B2 TROBHYITIE
WEDHHE T 2 "RVICKBRBOFBFHFHTBRICEN FICXOEEER Lz, £z, &
r—I3RBRES, Y% S, REEBIUOHEERLEI NNV EMTITHRI L. b,
B AORSACRBRICHA T 2B ORERD N THEEO20%UNTH S T & ZHRL
. HRIROBRREWE, EEBNSERALTZ.

o RGREEE, BHHES KRG

BEREREIE, TOECD BUEBRIAT RS 1] TREESNTWEI E, £, TRINSL
FAOBBEKO —DOTHD - ENSEOEL, ¥ 18 KA BATWICIEEHNTL
GGG L. SRR 10 mLkg &L, SEYORSHBIIRGHOKRELZRICEHRL
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z. MERZIEIRSEEOEEZRG L.

5. BERYIE Sk & ORSYRMES LU
HBRYE 2 KRECEICHERTEL T 0.1%Tween 80 11 0.5%CMC-Na A THE L, 1.5,
3, 6 BLU 12 mgmL BEHEZFK L7z, ARG 2 HANZTY, AR L ZESYIRERY
BREZEELIIFATRBNOBERESBICERTRELE. 3, FAMKICLS 01 BLL
100 mg/mL #ITH—TH Y, POBBAH I ARBT THBRH 2 NWEIRERRE F T8 HRELXET
H5 (BAESR 3). £, RELEZE2TOREYOREZITL, REED10%LNIZH S
EEMRLE (BRMITEE 4.

6. BlEL, WEPB L URIEOEEN NI H
1) —EHREOEE |
BEUIRIR 5 14 AMEL, 58 @5 0 B) 1385k 6 HHE TR0, &5

#1825 13 HIZFRIBLCTFED 1 H 2H, 5% 14 AETFEiHiC 1 B, —RREOH
BB LOEFRORREIT- /-,

2) HEJHE
BEHOBESHT (5 0 H), WIHREGH1, 3, 5, 7, 008XV 14 HITHELZ. &
7=, EEHIIOWTIIREIEREZHIE L 7-.

3) REEHRE
L L EIdRRBRECNC, RBRNMETROEFIMIEIT—TIVKE: FITK
MBI V=06 L7z, FREHATHIBNICEENRD 5N/ 120 mgkg #HOHE 1
(No.25) Dfifi, 725 60 BLTF 120 mg/kg FEDHES 1 1 (No.70 BXT72) OFITDON
T, BHLT 1029 HEEERU Y DBERICEELZ. 517, BEIIR->TNT T4
SO EERIL, AT RFIU L TAT (HE) Rt i L TRk T CER L.

7. WREHERVUE
5% 14 HEORBRERTIHYERN S, BT Probit 5, METIE Van der Waerden A2 KD
LD, EZHEH L. KEE, £ 2 LTS S R R RO T, B, HEERE
DIENo Tz,

-10 -
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1. JECORARIB &R LD, E
T DRAEIRI % Table 1 IZR L.
120 me/kg B TIAH#E 4/5 BB K OWE 5/5 BIATET-L, 60 mg/kg BETId#E 1/5 B35 L UM 3/5 B
ﬁ%tht.%@%%,uhﬁx%%%ﬁmﬁ)mmﬁ&mng@cm&mﬁ9mwg,Mﬁ
56.0 mg/kg (40.2~78.0 mg/kg) TH o J/z.

2. —IREBOE

— IR OBIZZHER & Table 2 :a‘ootU Appendix 1, 2IZRLZ.

FELHITIE, B5# 157X 0HE BFEFHOMKT, BREER, R8BI CERMNSS
N, #5301 60 mg/kg BEOME 1 B, 120 mg/keg BEOHE 4 HIB LU 5 IV TL, 5
faé 45 51T 60 mg/kg BEDHE 1 FlB L OME 2 FINFET L 7=,

HEFHITIE, 120 mg/kg BEOHE 1 FITHR G512 15 7 K D ETH &I‘J%@ﬁ“ﬂkﬁw 5N, &5
#®e Rl TN, ®RE5EH &E5#® 1) KETRTHERLTHED, TORIEMS
LR D SN o 7=, 60mgkg B TIE, HTRERBR 1SaLVBREGR 2FMETHRE, H
FEHOET, FRPEBIOCRENS SN, HTIIREE 15 7 K055 1 B X Tl
BLUHREHOE FANRD 53/, 30 mgkg BT, HTR5H% 45 0L 0BE% 1 BEIC
BN D 5N, HTIIHREGHR 30K 0HBE5% 2 FME THE, BREDHOMKT, BRRMERD
K OMREEASFRO 5 NTz. 15 mgkg BEB IO RO MR TS, BIHIM Z#E L TR S 21k
RO LNRMho 7. |

3. (REHIE
HREOHER % Figure 1, Table 3 3K Appendix 3, 4 IZ/RL 7z,
60 mg/kg DHED XN 30 mg/kg DMETH 5% 1 HIZ, 60 mg/kg BEDOM TIIBLZHRZEL T,
RE DM %R L 7. 30 me/kg ﬁi@tﬁ:bJ:U 15 mg/kg RO T, BRAMMEELT,
xFHERE & FIfR OIS 2R LTz,

-11 -
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4. Hikr
ﬂﬁ®%%%T@k¢Bi@Awm®d 6 1ZRL7z.
FECHITIE, HOMMgﬁ@ﬁL%%T%®%F®Ffémﬁ @bmt ¥7z, 60 mgke
Emmhm%%&qumygﬁwwawwfﬁﬁﬁﬁk%W®Wﬁéﬁm 2D 5Nz,
AEHTE, 26T 5 ZEEEED s> Tz,

5. WEZIRE
TR ERLRL ERRE DO#E R % Table 5 ITR L 72,
FEL L7z 120 mg/kg BE O TRIEREYICIRE ORE R AN A 5 N7l THEAZERNICRED D -
MmAEEH 5Nk, £z, 60 BEY 120 mg/kg FHOMETHIRMICIRERBEORFRARNZ 5N
7= B THMRARIC IR E RIREA 8 OBE O il 23380 5Tz,

% 8

NN-EX QAFN 7z F7 >0k EHICEATA EEABRO—REL T,
Crj:CD(SD)IGS DT wv MZ 1 BERO#KEG L, 2Ot loFEEES XK OBFERIZD
WTHRH LUz, BE5RIF o), 15, 30, 60 BKU 120 mg/kg & L7z

120 mg/kg B CTIIHE 4/5 BB L OME 5/5 FIHFET L, 60 mg/kg FE TIIRE 1/5 BB K OME 3/5 B8
54 30 ~ 45 SNTIET LTz, T OREE, LDy [ (95%ISBIRSY) 1EHEDT 85.3 me/ke (44.8~216.9 me/k),
73 56.0 mg/kg (40.2~78.0 mg/kg) TH o /=,

BT, MEHEE DI, —RREOBRETEN, BREBOET, ERITER, s I
BARLDNEED SNz, FREZEHRE T, 60 BXU 120 mg/kg B OME THRIREYITHR BRI R O
B, KRR IC IR BRI A B OB O AR Sz, OO A OELT,
R L OEHEPEEE DRV OOERYEIThTHRREENS b EELENE. £
7, 120 mg/kg BEDHETIIRMICINICIREE OISR GAL, HIEEMICEED S > MAHRY 5Nz,
BENTH<, HBEBEEMENT &, HOREATLELERD ShaBTHBI N5, &
BYERGIER L2 TIIRnEEZ 5N,

HEFEHITIE, 120 mg/kg FEOHE 1 HITRTH EFBROIERD A SN, KEE 6 KH X THEIN
2, %E5EH &5 1 H) TEITXRTHELTHD, TOREMSECEED s NBho k.

-12 -
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60 mg/kg BETIL, METHE, HREBOET, SRTESLCRESS SN, HETHESLOHE
FEHOE FORDSNE. 30 mgkg BT, BTHEAS SN, HOHN, SREHOET,
BRIET B & ERATED 5N, £, 60 mekg DHEB X 30 mgke OHETEEH 1 HIC,
60 me/kg BEOUETIIEENR 2 E LT, AEASEEERERL. |
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Body weight (g)

Body weight (g)

100

400+

300-

200
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—O— Control

——&— 15 mgkg
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—8— 60 mgkg
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Days
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1 3 7 10 14
Days

Figure 1 Body weight changes



Study No. P020011

Table 1 Mortality and lethal dose
Male, Female
Group Number Time after administration LD50
: Total number
Sex and of Minute Hour Day of (95% confidence interval)
. dead animals
dose animals 0 15 30 45 2 3 6 1 2 3 5 7 8~14 (mg/kg)
Male Control 5 0 0 0 O 0 0 0 0 0 0O 0 0 0 0
15 mg/kg 5 0 0 0 O 0 0 O 0 0 0 0 0 0 0
30 mg/kg 5 0 0 0 O 0 0 0 0 0 O 0 0 0 0 853
60 mg/kg 5 0 0 0 1 0 0 O 0 0 O 0 0 0 1 (44.8~216.9)
120 mg/kg 5 0 0 40 00 0 0 0 0 0 0 0 4
Female Control 5 0 0 0 O 0 0 0 0 0 0 0 0 0 0
15 mg/kg 5 0 0 0O 0 00 0 00O 0 0 0 0
30 mg/kg 5 0 0 0O 0 0 0 0 0 O 0 0 0 0 56.0
60 mg/kg 5 0 0 1 2 0 00 0 0O 0 0 0 3 (40.2~-78.0)
120 mg/kg 5 00 5 5 |




Table

2 Clinical signs
Male, Female

Study No.P020011

Sex

Group
and
dose

Clinical signs

Days

0

PRE

1IN

1omin

30min

45min

1

—

oo

L

[

—t

(=}

—

Male

Control

- Number of examined

No abnormality

15 mg/kg

Number of examined
No abnormality

30 mg/kg

Number of examined
No abnormality
Mydriasis

— e O N [Salk-a]

—_— e S5 (SR~ a1 o en o

60 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Prone position
Dead

— o QO e e D AN

COCD D OO e e OO

OO OO LI O oo [SaKJa] [SaRuy] o

OO OO e o onen oM em [ R~by ] =

Lo R come R come ¥ comne Jooome F come 2 S o o1aen [~ uR-3a} T e =

120 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Prone position
Dead

OO OWLIAU OO OO I (e YodpNed p ] woen o en

ooSOoOCoCoOoOoOooLIca oCSCooo oo oo foae R g b g ) wan waan

OO COCUIUITIOUT | OOOOWUIEoon | oanan crien | enen

o — D = — — O N ) bt et P C51 O D O W [SaR-y N

s st s — D

ottt e S —

D D et Pt et et S

O OO — OO

PRE: before administration, JUS: just after administration.



Table 2 - continued

Clinical signs
Male, Female

(

Study No.P020011

Sex

Group
and
dose

Clinical signs

Days

=

O
=

o
=

=)
==

a=l
=

=

a=)
=

Male

Conirol

Number of examined
No abnormality

15 mg/kg

Number of examined
No abnormality

30 mg/kg

Number of examined
No abnormality
Mydriasis

60 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Prone position
Dead

0 CO O O O CO v v coen S p Reoby | [«bp Nuby

O O T O D D wi [os-Rody Nobul [Saltul I

OO OO P b o1 en [SuRdy] [SuRady ;

O OO OO (e XS Naby L cran

OO OO OO oo N [ u Y2yl ;

OO O R oo [Sal-y] cen %

ocoooOoooOoO R [smnJ=by Bobp | oo N

OO OO S w1 o c1en

OO SO O e OO onan [Safy] [ pf=inl

120 mg/kg

Number of examined

No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Prone position
Dead

OO CO D CO st

COOCOODOODCO— r—

D D OO bt st

OO OO —

OO OO r—

oo O OO —

OO OO OO

OO OO

OO O OO —

OO O r—




Table

2 - continued

Clinical signs
Male, Female

(

Study No.P020011

Sex

Group
and
dose

Clinical signs

Daysr

10

=

=
=

=

o
=

=

—~
=

=

s~
=

=

=
=

Male

Control

Number of examined
No abnormality

15 mg/kg

Number of examined
No abnormality

30 mg/kg

Number of examined
No abnormality
Mydriasis

60 mg/ke

Number of examined
No abnormality
Mydriasis
Hypoactivity
‘Bradypnea
Tremor
Prone position
Dead

OO OO O e (XS a by ] [Sa Ry cen

[ e B e N e N e W i Y S [cn-YedpFuby | [Sakp] [Safdpl

OO OO R oo [Sulba oo

OO OO P oo cieon [SaRdyl

[seme Y e ¥ o= ol comme o 2 S S oo [SaR-Sa] [Saky

OO oo en cnen enen

oD OO o o O e o oooTIest [Sakdal [Sakda]

OO OO R oo o [Sa Rty

Do O P [an-Jobp Rty wan [Sak-ial

OO OO O o [N g Ny [Safa] cran

120 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Prone position
Dead

OO ODOO— —

OO OO

OO OO0 —

OO OO — —

oo

OO OO O —

oo —

OO —

OO OO —

OO oo OO —




Table

2 - continued

Clinical signs
Male, Female

(

Study No.P020011

Sex

Group
and
dose

Clinical signs

Days

11

12

13

,_.
e

=

a=
=

=

-
=

=

=)
=

=

Male

Control

Number of examined
No abnormality

15 mg/kg

Number of examined
No abnormality

o en [ by

30 mg/kg

Number of examined
No abnormality
Mydriasis

60 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Prone position
Dead

OO o oen

OO O Wb v O SISt [Sa¥dy] [Sa¥ly]

OO OO OO = oL [SaRSa] cIien

OO O b b [N A g Rt al oo i en

OO OO O o v [y iy Kby | N oo

OO OO v oo [SaRSa] [SpRiy]
OO Co o i [wusYda RS [SpRdnl [Safia

120 mg/ke

~ Number of examined

No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor

Prone position
Dead

OO OO O —

OO —

oo o —

OO OO O —

DO OO O et

OO O —

OO OO — —




Clinical signs
Male, Female

Table 2 - continued

Study No.P020011

Group
Sex and
dose

Clinical signs

Days

0

PRE

JUS

15min

30min

45min

1

—

BN

—

D

—

o

r—t

Number of examined
No abnormality

Female Control

Number of examined
No abnormality

15 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity

‘Bradypnea

“Tremor

30 mg/kg

Pt —t O CAD Y o cn [+ Reby] =

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Prone position
Dead

60 mg/kg

F—t et et IO QA CAD — O O DD GO LN o jobp by |

120 mg/kg Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor

Dead

SO OoOoO oI OO oI [cem- X co- o= o2y ot | wnen oo

OO o oo OO oL oo ooonaon co1en [SafSp]

ORI OO OO O O OO TITn [ a X2 ocnon

IO OO

OO ooD (OO ON OO

OO OODOoOO OO OO DD OO — = [SaXdp [Safy] =

oo OO oo OO O [l o N e N - B g Yo p | o an won =

L cvor L st o [ e e e OO O OO DD [n-Y e N owe R ewe NS p Knb g | wcaaen [SalSy ] =

PRE: before administration, JUS: just after administration.



Table 2 - continued

Clinical signs

‘Study No.P02001!

No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor

Dead

Male, Female
Group Days
Sex and Clinical signs
- dose 3 D
AM PM AM PM AM PM AM PM AM PM
Female Control Number of examined ) D 5 ) ) 5 D h 5 )
No abnormality ;) 5 5 ) ) - b ) b b
15 mg/kg Number of examined 5 5 5 5 5 5 5 b 5 5
No abnormality 5 5 5 b 5 5 5 5 5 5
30 mg/kg Number of examined 5 5 - h 5 5 5 5 5 b b
No abnormality b 5 h h D b 5 5 ) 5
Mydriasis 0 0 0 0 0 0 0 0 0 0
Hypoactivity 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0
Tremor | 0 0 0 0 0 0 0 0 0 0
60 mg/kg Number of examined 2 2 2 2 2 2 2 2 2 2
No abnormality 2 2 2 2 2 2 2 2 2 2
Mydriasis 0 0 0 0 0 0 0 0 0 0
Hypoactivity 0 0 0 0 0 0 0 0 0 0
Bradypnea 0 0 0 0 0 0 0 0 0 0
Tremor 0 0 0 0 0 0 0 0 0 0
Prone position 0 0 0 0 0 0 0 0 0 0
Dead 0 0 0 0 0 0 0 0 0 0
120 mg/kg Number of examined | |




Clinical signs
Male, Female

Table 2 - continued

(

Study No.P020011

Group
Sex and
dose

Clinical signs

Days

10

=

=
=

=

g
==

=

=
=

=

-
=

=

a=
=

Number of examined
No abnormality

Female Control

Number of examined
No abnormality

15 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor

30 mg/kg

60 mg/kg ]
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor .
Prone position
Dead

Number of examined

OO ODNDND (o= Y - oo ¥ oy Kod o | [ g by | [ob g Nob g |

OO OO [ Y o N uor Y Nl g Rk | cMen N

OO oo oo oo [Spla] [SakSa

OO DD [cor R e ¥ e Lo g Rl g | [Sulbyl wonan

oo ooOoNDeD [=we Y ums J e J e Job g ol p | oen cren

oo oOoO oI OO oo crcn [S Ry

OO OO O OO OO [SaRyl ooan

SO OoO OO ORD NG SoSooOoooon o on oo

OO OOoOOoO N D OO o WL o en oon

OO OO NS oo o oo oot [ al-ba]

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Dead

120 mg/kg
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Table 2 - continued

Clinical signs
Male, Female

Study No.P020011

Sex

Group
and
dose

Clinical signs

Days

11

12

13

,_.
NS

=

a-
=

=

-
=

=

s
=

=

Female

Control

Number of examined
No abnormality

15 mg/kg

Number of examined
_No abnormality

[=hp Rbp o en

30 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor

60 mg/kg

Number of examined
No abnormality
Mydriasis
Hypoactivity
Bradypnea
Tremor
Prone positfion
Dead

SO OO O N DND [ N Y e R R JoS |

OO OoOOo O N [eme oo o= Yo R b Jod | crren i en

OO O OO oo oOoowan [Sal<syl N

OO OO ODD DD [ewe L e Rootr Jume R s < 3 [SaRSal [ p N g

oo OoO O ND coocoonan [Sa¥ady [ u RSy

oSO OoOoO oD oo oaian 1N oon
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Body weights
Male, Female
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Table 4 Necropsy findings
Male, Female,Day 15

(

Study No.P020011

Sex | - Male
Group and dose Control 15 mg/kg 30 mg/kg 60 mg/ke
Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total
Organs and findings Number of animals 5 0 5 h 0 ) 5 0 5 4 1 5
Digestive system
Stomach
Spot,mucosa, glandular stomach, dark red ' 0 0 0 0 0 0 0 0 0 0 0 0
Respiratory system
Lung
Coloration, dark red 0 0 0 0 0 0 0 0 0 0 0 0

No appreciable.changes in all other organs and tissues.
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Study No.P020011
Table 4 - continued Necropsy findings
Male, Female,Day 15

Sex Male Female
Group and dose 120 mg/kg Control 15 mg/kg 30 mg/kg

Necropsy timing Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total Scheduled Dead Total

Organs and findings Number of animals 1 4 5 5 R 5 0 5 5 0 5
Digestive system
Stomach .
Spot, mucosa, glandular stomach, dark red 0 0 0 0 0 0 0 0 0 0 0 0
Respiratory system
Lung

Coloration, dark red 0 1 | 0 0 0 0 0 0 0 0 0

No appreciable changes in all other organs and tissues.
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Table 4 - continued Necropsy findings
Male, Female, Day 15

(

Study No.P020011

Sex Female
Group and dose 60 mg/kg 120 mg/kg
Necropsy timing Scheduled Dead Total Scheduled Dead Total
Organs and findings Number of animals 2 3 | h. 0 5 5
Digestive system
Stomach
Spot, mucosa, glandular stomach, dark red 0 | 1 0 3 3
Respiratory system
Lung :
Coloration, dark red -0 0 0 0 0 0

No appreciable changes in all other organs and tissues.
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Table 5 Histopathological findings
Male, Female,Day 15

Study No.P020011

Group and dose 120 mg/kg 60 mg/kg 120 mg/kg
Animal No. 25 70 12
Organs and findings Necropsy timing D D D
Digestive system
Stomach _ . %
Hemorrhage, 1amina propria, glandular stomach 1 +
Respiratory system
Lung % %
Congestion +

Abbreviation: D, dead.
Grade sign: -, none; +, mild; t++, moderate: +++, marked.

%¥: not examined.
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