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6 Wit 4 KA 2o 1 IBE 1 KL BTV T%RE 23+15.0%URTHB 2 & & 5.
QC ¥ U WAL T N THEREELT- LT (Appendix 8 ZR).
6.8.9.14 HIEA

ARBTIE, UTFOBRECOFENEER LY.
(1) BIEHEORES 2, BIERREI X o CREERNRERESICEA SN2 )i

/II_J\
- RIEBEOZEM)OREL 24 RIK
- HEIR GO AORE 9Bk
6.8.9.15 HillE

AR T, BRERERL 27,

6.8.9.16 T—A &

BEROERERVEEMBOBEHIE, LC-MS/MS EEBFBOMNTY 7 vV =7 [Analyst] (Ver.
142, ABSCIEX) ZAWTITo7z.
EEEOBEAIT “ng/mL” & LTKREIL ST,
EETRRFEOEEMIX BLQ (Below the lower limit of quantification) &F/R L7z, [R—KF&A
DIEHF O EEBMED BLQ DBREIE, FHMEIZX BLQ & FHR L, EHERZEILNC (Not calculated)
EFRR LT, FHEFPEETHRRMOBEIL, BLQ LRFL, BERZEIINC ERRLE.

HH RARTIE

EEE Analyst TR L, BEFEIHTRTTS.

% AL lE Microsoft Excel 2003 TEHL, /INEAUTE 1 {rE TERTRTA.

6.8.9.17 BRRAEAHOMNE
BIER T H%OBERBERNT, RBRKTHE CICEELE.

6.8.10 TK AEFHH O

AT OBRIFERICUIRBEEFIR? 5% 0.5 mL/FBa28m L, miE (TK JEREh
BB, BEMIZA~RY UMERE (RY OAR) CTERBLZ. BRLUZnEE, $ing
ELIZRYFrr Ly (PP) BFo—T I ANTKEL, HRMTELSEE (K 10000Xg,
347, $94°C) LTEEEOMELZHFERL. FoNmniHw 02 mL X PP ®F = — 7T AR,
EbHIZRZAT7AATRAEL, $-80°C FFAFH : —60°C LLF) O 7 U —F—WNTHFERSF
L7z, BB TROBRFECOVTIE, RBREEE LHEOL, RETS.
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< 1M B A >

RKig& 58

BOH : &EEI, %1, 2, 4, 8 K24 K
14 B BER, BE5H# 1, 2, 4, 8 RUN24 FFH
fREIRT (BESERNESIE 22 L)

H A& 58
F1H :BEE1, 4K024KH

6.8.11 [HOERER

HE®REDOLSEFEYHI ORES 24 BRICA RV F—AF MY U A (SHRF—1®, BI=
ZEREREREH) OFIRNRSIC X 2HET C©, REESIIRE OMREEFIRD b UL L TR
EXFBICHMERER Uz, BRLUZMIE, BEBICHREZRTHEBEL, FIA4T7A4 A THRE
L, 0k, $-80°C (RFAHBH : -60°C LLF) THHEMRELE. BB THROFRFIZONT
X, BBREEE L BEOL, BRETS.

6.9 #MEIFERIEN

REHBREENM DT —ZIZOWTI, BEHFPICET ITBEEEMIRBO b, st
FHRIT 2 EE L) ot £z, BEEBESEEFHOT —ZIZ o0 THRKEFFOMENITIX, EhE
L7ginotz.

6.10 aYEa1—4 L RTFLOMEMA

UTIORT T — & O « £5HIIREHRBRXE T A7 A (Provantis, INSTEM #b) %f#
ALz, YV AT ADI VY a—F 70 ha— VIR T —Z NEHH, T—FZNEDRE
EEBREF L. A a—F YV RTADT T ha—VESE LTHESITENCIX B120719S, B
431 LAREIZIE B120719 2 v iz,

(1) Bod, REREEHY

) AV FA v T—FRERDT —F &5

- —fRIREE

- kE

- BfEE

- RiRE RBRKRE, RE, 658, LE, SEMRE)
- MiRFHIRE ‘

- MiRAELFHIRE

cBEEERUVBREHRNEER

() A7 A VINERVT —F &3t -

c—fRIREE (B9 RV 14 BORERSEMOREHEER)
- BRI
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7. #E
71 3BT - BBRE

#EF% Table 1, Appendix 1 O 8 {Z/R7.

REHERBR T, BERE 7 BIT 500250 mg/kg/day BEDOHE 1 4] (#10403), % 12 Hi
150 mg/kg/day BEOME 1 B (#50303), % 14 BT 150 mg/kg/day BEORHE2 6] (#10301, #10302)
TRO L. BFEIRENE 5 BIZ 500250 mg/kg/day BEDME 1 5] (#50402), % 8 HiZ
500/250 mg/kg/day FEOME 1 F1 (#50401), %5 10 BIZ 50 mg/kg/day BEDOME 1 #1 (#50201), %
14 HIZ 150 mg/kg/day BEORE 1 #] (#10303) IZFBDON==0, BEILHIAES % EhE L.

ZO/MOEY TIE, REHFZEL TR H D WVITERITED bh o7,
HEHREARTIL, ECTHDVITHEFEEMIIRD bnRhoT.

7.2 —RiREE
#ES % Table 1 XU Appendix 1 R UR8 1277

RKE#H 5RO ITHEFEEY D 50 mg/kg/day BEDOME 1 6, 150 mg/kg/day BED#E 3 B
i 1 i, 500/250 mg/kg/day BEDRE 1 IR OME 2 BI-Ci, Mgt |EXLTH OKETHZS
Te), EBE, BREHOKTROMBEARTHENIIRD b, FBEITPEEREL 2otz

AFEWCBNTS, B, SEXITH KERTRHEZET), EEIBIEAIC 50 mg/kg/day
A EDBEDOHERETRRD bz,

HEHERBR T, B5% 4~24 BREICIEM X FTRRSH CEED .

7.3 &E
FE % Table 2 BT Appendix 2 KT} 9 12”7,

RE#HEREBRTIL, REORD XUIBAER A 50 mg/ke/day DL EDFEDMHETE 4 B~ 14
BIZRBO L.

MER SRR, BRIERS ORBIRD b Aabo k.

7.4 EfEE
$E 5% Table 3 &Y Appendix 3 {Z7RY.
BB OW XA EM A, 50 mg/kg/day LA EDFREOMERETE 2 A~15 BIZR® bz,

7.5 MEFHRE
#55% Table 4 Jx Y Appendix 4 (27”7
PESEEN D 50 mg/kg/day BEDME 1 B (#50201), 150 mg/kg/day BEDHE 1 ] (#10303) RO
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500/250 mg/kg/day BEOME 1 6] (#50402) TiX, RImEEK, ~T/ vV BEXII~N~< 7Y
v MEOEMPFERD bz, £, M/IMREOEEM, APTT OEEN/RBD L. X HIZA
MmERE OB, VU "BREROBAD LB bz, 50 mg/kg/day BEOME 1 £ (#50201) KB}
150 mg/kg/day BEDRE 1 ] (#10303) TiX, MCV O L3 bk,

AFE T, RMEKE, ~E7 b UREXIEI~< N2 Y v MEDOHEM, MCV OB

500/250 mg/kg/day BEDHE 2 ] (#10401, #10402) TRBH LT, M/MREDEMD 50 BT

150 mg/kg/day DMERER TF 500/250 mg/kg/day BEDHE 2 B (#10401, #10402) TRRHLNTZ.

APTT DIEE D 500/250 mg/kg/day BEDOHE TR bz, S HICBIMEREOBEM (GFPEkEk

VEFHEREEROEEM), VU 2 BRHR OB B 50 mg/kg/day DM, 500/250 mg/kg/day B D
THRD L.

7.6 MEELEFHRE
#E R % Table 5 &' Appendix 5 (27”7

BRSEEIY Tid, ASAT XU ALAT O8I, LDH, REBEZEZERCZ V7 F=08EM, F+ btV
VARV v — L OBD D 50 me/ke/day BEOME 1 F] (#50201), 150 mgkg/day BEDHE 1 £
(#10303) J Tt 500/250 mg/kg/day REDME 1 ] (#50402) TR LN, £/, CK D EH,
ERY RO Y U LD 50 mg/kg/day FEDME K O 500/250 mg/kg/day DM TR® b
72. 500/250 mg/kg/day BEOME 1 B (#50402) Tix, Fv=—x, avzxFo—i, U g
E, NI T VETA FOEM, BEH, w-, o-RKOB-7a27 Y VREOHEM, A/G OB

DERD bz,

EFEHTIL, ASAT XX ALAT 8401, LDH O#80078 50 mg/kg/day UL LEDOREDOHME T, CK @
EF R 50 mgkg/day L EDOBEDOMET, REEZERRGZ LT F = OBMAE 50 KW
150mg/kg/day Bf O M, 500/250 mg/kg/day B OME T, VIV F VT A4 FoOEMMN
500/250 mg/kg/day BEDHET, MMV L KUY U 7 ADBINAS 500/250 mg/kg/day BEDKET, F
MY YA, Zu—)LOE DD 50mgke/day FEDOMELE, 150 mg/kg/day BE O i ME,
500/250 mg/kg/day BEDHERETERD BTz,

7.7 BEEER
#EB % Table 6 & O® Appendix 6 (27~

BEFEEN ) TIE, 150 mg/kg/day DHETIX, MROEEER UHEIEBEDOH Y, BIBOEEER
U EEOEMISRO iz,

EHFEY T, HFROEEERUCHGEEOHEMN, MROEEERUCHIEZDHEDH 50
B Y 150 mg/kg/day BEDME, 500/250 mg/kg/day BEDOMEHETRD bz, BIBOEEERUH
STEEOBMN 500/250 mg/kg/day BEDETRD bk,
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7.8 RERARE
#ESR% Table 7 & Y Appendix 7 IZ7RF.

FET - JEFEHIMRE M T, HBMECERT S B2 E e LT, BREOREEH
150 mg/kg/day BED#E 161 (1/3), 500/250 mg/kg/day BEORE 1 ] (1/1), HE 141 (1/2) 2R
STz, FEE R OELABKEIE DRE AR ABEAY 500/250 mg/kg/day BEDME 2 Bl (2/2) 125D B,
B /NEIEDS 50 mg/kg/day BEOME 1 61 (1/1), 150 mg/kg/day BEOKE 2 F1(2/3), 1 1 61 (1/1),
500/250 mg/kg/day BE DR 1 1 (1/1) 1258 b7z, BIF DRER D 50 mg/kg/day BEOME 1 51 (1/1),
150 mg/kg/day BEDHE 3 ] (3/3), M 14 (1/1), 500/250 mg/kg/day BEDHE 1 61 (1/1), xﬂﬁ 1
Bl (12) TBHbNZ. 2HEMHOBLE LT, Bkt 50 mgke/day BEOME 146 (1/1),
mg/kg/day BEOHE 1 61 (1/3), 500/250 mgrkg/day BEDOME 2 B (2/2) \ZEB® BTz,

FEMEHEY I, WRPEICERET S EEbNAEE LT, BIBOEKS 50 mgkg/day
BEDME 2 1] (2/2), 150 mg/kg/day BEDME 1 B (1/2) K T* 500/250 mg/kg/day BEDKE 2 §1] (2/2)
T, BRO/NELLA 50 mg/kg/day BEDME 2 F] (2/2) TRD L.

7.9 REHEARDPEDREINE

#E 3% Table 8 2T Appendix 10 1Z7R7.

P092 % 50, 150 K% 500/250 mg/kg/day D FHE TRER G % OMERIETEYEELIL,
150 mg/kg/day DMEHES 1 B (#10301, #50303) 2SFHZH 59.1 ng/mL KTt 199 ng/mL,
500/250 mg/kg/day DOHFE 1 51 (#10403) #3209 ng/mL Th o7z, ZTOMOEMIILHINEEE
TERR (<5ngmL) Thoiz.

%7z, P092 % 500 mg/kg/day D %’Cﬁ@#ﬁ%ﬁé@i&%f&#’] 1, 4 KO 24 BFE O HE REIR
EYREX, @FANEETRRRE (<Sngml) Thol.

-35-



B120719

8. EIE

P092 1 =2 A Vv (MiMES 3 88,8 12, 0, 50, 150 BT} 500/250 mg/kg/day DFAET, 2
HAEREROREL, BNrEMELEHER L. £/, REEEHZO P092 ORNEHEREF
BEZRE L. ZOMIZ P02 2 =24 %)V (M3 5E) 12 500 mg/ke/day O & CTHEER
5L, P092 DMERRTRECHBEZREF L.

ZORER, FELXITBEIED 50 mg/kg/day FEDOME 1 i, 150 mg/kg/day FEDHE 3 il K O 1 41,
500/250 mg/kg/day BEDHE 1 iK% O 2 TR Bz, —RIREE IR, BE UL TR Ok
RTHZET), BE BREHOERTROHEE, BHEEOEDEZEIEEOBINA LN,
T ITHESEIREE & 22 o 7o, MIRFEMMRE TIX, RluEkE, ~e/ vV BEXI~~ 7
U v MEDHEM, MCV O, MEAELFERECIIER, EREZOELrBDLN, T
RCHDLNIEBARR MRERIC L 2REBELICESI b0 LEZ bR, 72, RT3
O/NEHE, BIBOERENZNIIHES BEEEORBRDOLNTEY, A MrAEDOE{L
LEZ b, M/MREOMEM, APTT OIER, HmMIEREKOEMIHLEEORAIICE
BELAEBbLEEZ b, MIRAELFRRECAH LN ASAT, LDH, ALAT O ML
OEBEEBERUOHMNEEOCEMIEE LEZELEB 20N 228, RREEZRROVI LT F=
COEMBRBD oD, BROBERUVHIR TIEXHAGHRE(ITIA LN,

AFECRV TS, FETIIBREEY & 1 TIEREOEARD bk,

I BER PR BERIE T, 150 mg/ke/day OMERES 1 F (#10301, #50303) BENEFh
59.1 ng/mL &Y 199 ng/mL, 500/250 mg/kg/day DHFE 1 5] (#10403) 7% 209 ng/mL TH o 7z.
FOMOEDIT LB ER TRRM (<Sng/ml) Thotz. £z, HEREZOBREEN 1,
4 O 24 BEEI OF SR P EWIREL, SRADEETRARRM (<Sng/ml) Thoie.

PUEORERND, AERSFMET TO P92 OEFMEIL, MHEL B 50 ‘mg/kg/day KETHD
EEZBND.
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9. HEEH
91 FRTBZENTELHE-RBOGEMICHELZREIEVOHIEE
L

9.2 BERHEEIbLEM L

KRR TROEBRVEIL, &£ THRREFEEICORAT S Z LI2Ro TV, MEBRICERT
DAREMERH D Z L0, ETARBROEBRMEFAEARTHIBE L. Lrl, KB
RTLTRY, AROBREICGAIHEIRNLO LA LT.
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Annex 1 :

SHTEEBAE (SHTEIRAEES : P120567-COA3)

P120567-COA3
SHTRERRE
SRR ES : P120567-COA3
RRETE s EMREEANGBR RS
CRBRES : P120567
FHE : P092 OFHEREBRR MR EERR
HEBRER P ZEUEAT 4 =R RRARFAET
B GLP : BEAENE 2 B TEERORSMIMET 3 REFRRBROEHOEYE
KT E48)
CFR.9F3 A26 B, —HHE EEFBESEI14E, FR20E6
A1BA)
- BB : P0O92
oy bEE : 65E3H
RS : B (1-10°0), MY, #mH, ZFRIIA
REBH : BB REE 1009 NOERBRE
AFH 2012411 A 02HE
Voziinz] 1 20124E 11 B 07 B (R HEOERR)
RERER : )
HRBEE ¥R iy HE
R (B8, BR) 2L BESERERETS) BEDOBE —
BAERR (R 2L (HIERR2HET5) | RABEEZRLCRLE | —
Mg 950%L1E (HPLC &%) 99.1% &
<{HE>

1 BYIRL 3 EREOFEHEEARRIZER L.

RreueE: 2002 % ([ AI38

ZEEFEAT 4 = RS
AFEZRERAE RBPEELF—
REMHER Bett4 IN—7

172

{Zla é%\ ’/%\ ?\ @

B120719



Annex 1:

B120719

SRS (S HTEEEAEES : P120567-COA3)

P120567-COA3

P120567_85E3H_1[E B Wed Nov 07 10:48:44 2012 (GMT+08:00)

o y [ A /W
:‘m | Wf "
|

|

30 v i
20 .

- )
10+
0:

4000 3000 2000 1000
. Wavenumbers (cm-1)

B 1 RARZ My MES : 65E3H)

%Transmittance

40

4

22
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Annex 2 : DiTIIAE (STEIEARES : P120567-COA4)

P120567-COA4

SHTRERAE
SEREREES : P120567-COA4
RRERE : ESTAFENEE RS
RRES : P120567
=8 : P092 OFHERRR VR TFREHRR
RERMER D EEUEAT 4 U RGRAE RATAR
A GLP : BARSE 211§ [ERQORSMTHT S HBERROZROE R
[1d: s TR
(FRL9FE3H 208, —HHE EBEEFBHESE 145, FRF6
AR13R) ’
HRYWE : P092
vy MBS : QV4SN , :
RE SR : B (1-10°0), X, HE, EFRHA
BREB . FRWEIRE R 1009 NOSEFRTEE
AFR :202E11A02H
SR 120124E 11 A 08 B (HBRBEOERB)
R :
HERER ) HIEERE "R HE
R (&, B 2L BEARZHET) | BAOEEK -
AR (R 2L (WRERZEETS) | RAEEBRERLICRLE | —
g™ 95.0%54 . (HPLC B 99.1% « &
<fEE>

«1 @BVEL I ERNEOEHELERICER L.

MBEEE: Z0(2% [[A/3R

7t 1% 7

ZEFEAT 4 = 2B
AIRXERERRYE RBRFRers—
BEMMRR o4 I—7

12

-40 -



Annex 2 :

B120719

SRR (SITEERAEES : P120567-COA4)

P120567-COA4

P120567_QV48N_1RIH Thu Nov 08 10:37:10 2012 (GMT+09:00)

-

807

B

%Transmittance

4000 3000 2000 1000
Wavenumbers (cm-1)

B 1 RARZ M(ry MES : QV4SN)

22
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Annex 3 : SR (DHIIEAEES : P120567-COA6)

P120567-COA6

SHTRERAE
SITEREES  : P120567-COA6
BT ¢ ELRFEANE B R
RERES : P120567
2 : P092 DISHERB R MRFRELRR
RERHER : SELBEAT ¢ 2 RBERAH  BEETFET
A GLP : BEESE 20 5 [EERORSMICET 2 HERRROEROLSE
BT 384
CERL94FE3 A 26 B, —8WE EEFWERE 145, FL204E6
AR
MR : P092
oy +EE : 65E3H
REFN : @ (1-10°0), #E¥e, BH, ZHREA
G : RS J009 NOERGRE
AFEH D20124E11 B 02 H
Voriid=] 01302 A198 @ERBEOHERAR)
RBRER :
RERIEE HEEE R HizE
HER (&, R 2L BESRREETS) | pGohxk -
BEAR (R) 2L (RIESREZ2HET3) | RAEBKEEZRIITRLE —
g 95.0%LLE (HPLC Eili%) 99.1% &
<fHE>

*1 #BVRL3IEHAEOEREEBRICER L

REaiEs: 20/ £ 2 A7 A

vt 4 %

ZEBLEAT 4 T ABRSHE
AIRZTEEERE RBHEE ¥ —
REMHEE Rel4 71—

®

1/2
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SITEEERE (STIIEAEES : P120567-COAG)

P120567-COA6

P120567_65E3H_2[E B BT RS Tue Feb 19 11:14:48 2013 (GMT+09:00)

110

70

R ———
T E

%Transmittance
3
i

g

4000 3000 2000 1000
- Wavenumbers {cm-1)

B1 RAXRZ b(uy FES : 65E3H)

212
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Annex 4 : HHEIEAE (K HTEIRAEES : P120567-COA7)

P120567-COA7

*1 BVIEL 3 EREOFESERICER L.

FHTRERE
DAEEREES  : P120567-COA7
BRIy : B RBENGR AR
HBES : P120567
=& : P092 DRMHRR RFEEERR
RBRRIRR C SELEAT 4 = RS BEARISEET
&M GLP : BEEAE 0 F EERORSMCET 5 HERBROER DAL
el - e R
(CER94E3H26 A, —HHE BEAEFBERE 1145, FR20%E6
A13E)
HHmE : PO92
oy NS : QV48N
RERM D B (1-10°C), WE, EH, ZESRHA
BB : BERMELRE E J000 ADRARHE
AFH $20124E11 A 02 A
iz : 20134502 420 B (BBRHEOERAR)
BBER :
HRREB HIEERE =R HE
IR (B, B 2L BEARTHETE) | BROHE -
FERBFR (R) 2L RERREHRETS) | RAEEEEZRUITRLE —
fige 95.0%24 E (HPLC HEfi%) 99.2% &
<{EE>

HBREE: 20/ % 2 B2]R

e %

ZEEEAT 4 = ABREH
ARZREERET RABHREL¥—
ZEUEMER R4 70—

4
<

12
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STIEERE (SHTEIEAEES : P120567-COA7)

P120567-COA7

P120567_QV4SN_2E B F52 B155: Wed Feb 20 13:38:15 2013 (GMT+08:00)

‘W' | WW '

1007

%Transmittance’

4000 3000 20060 1000
Wavenumbers (cm-1)

B 1 IRARZ (e y bEE  QV4ASN)

2/2
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Annex 5 : Certificate of Analysis (Certification No.: B120716-001)

Certification No. B120716-001

Certificate of Analysis
November 29, 2012
Kashima Laboratory
Mitsubishi Chemical Medience Corporation

Chief Analyst:
Kunihiro Konno
Analyst: Junko Ohnuki
Kenichi Minato
Naomi Ogishima
Study No.: B120716
Test Substance: P092
Lot No.: E5Z6K
GLP: MHW, Ordinance No. 21, “Standards for Conduct of Nonclinical Studies on
. the Safety of Drugs”

(Dated March 26, 1997; partial revision: Ordinance No. 114, MHLW, dated
June 13, 2008)

Description of Analysis:  Confirmation of stability and homogeneity of P092 in dosing formulations
[Vehicle: 0.5w/v% methylcellulose solution]
(Nominal concentration: 0.05 mg/mL and 100 mg/mL)

Analysis: HPLC ) -

Storage Conditions: The dosing formulations were stored in a refrigerator (4.2°C to 6.2°C) for 3
days and 9 days under light-resistant condition in hermetic container and then
stored at room temperature (17.5°C to 21.1°C) for 24 hours under
light-resistant condition in hermetic container.

Date of Preparation: November 16, 2012
Date of Analysis: November 16, 20, and 26, 2012
Results: The concentrations of P092 in the dosing formulations are shown in the table

below. Results indicated that the dosing formulations were stable under the
storage conditions.® We confirmed that the homogeneity was within the

acceptable range.”
. Date | November 16,2012 November 20, 2012 November 26, 2012
Concentration ; Initial After 3 days+24 hours | After 9 days+24 hours
Measured Top 0.0511 Top 0.0497 Top 0.0531
Concentration | Middle 0.0518 Middle 0.0494 Middle 0.0521
(mg/mL) Bottom 0.0533 Bottom 0.0498 Bottom 0.0493
0.05 mg/mL :
Mean(mg/mL) | 0.0521 0.0496 0.0515
C.V. (%) 21 04 3.8
Ratio to initial concentration (%) - 95.2 98.8
Measured Top 101 Top 101 Top 103
Concentration | Middle 101 | Middle 100 Middle 105
(mg/mL) Bottom 102 Bottom 101 Bottom 105
100 mg/mL -
Mean(mg/mL) 101 101 104
C.V. (%) 0.6 0.6 12
Ratio to initial concentration (%) - 100.0 103.0

a: Ratio to initial concentration, acceptéble range: 90% to 110%
b: Coefficient of variation (C.V.), acceptable range: equal to or less than 10%

- 46 -



Ly

Table 1 Clinical Sign - Summary B120719

-52 -51 -50 -49 -48 -47 -46 -45 -44 -43 -42 A

Group Sex Clinical Sign a.m. a.m. a.m. a.m. a.m, a.m. a.m. a.m. a.m. a.m a.m. a.m.
1 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

2 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 -3 3 3 3 3 3 3 3

3 m  ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

4 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

Group 1 - 0 mg/kg Group 2 - 50 mg/kg Group 3 - 150 mg/kg Grodp 4 - 500 mg/kg

Time 10, 2h after dosing;

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Table 1 Clinical Sign - Summary B120719

-40 -39 -38 -37 -36 -35 -34 -33 -32 -31 -30 -29

Group Sex Clinjcal Sign a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m.
1 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

2 m  ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

3 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

4 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

Group 1 - 0 mg/kg Group 2 - 50 mg/kg Group 3 - 150 mg/kg Group 4 - 500 mg/kg

Time 10, 2h after dosing;

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. |
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Table 1 Clinical Sign - Summary B120719

-28 -27 -26 -25 -24 -23 -22 -21 -20 -19 -18 -17

Group Sex Clinical Sign a.m. a.m. a.m. a.m a.m. a.m. a.m. a.m. a.m. a.m. a.m a.m.
1 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

2 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

3 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

4 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

Group 1 - 0 mg/kg Group 2 - 50 mg/kg Group 3 - 150 mg/kg Group 4 - 500 mg/kg

Time 10, 2h after dosing;

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Table 1 Clinical Sign - Summary B120719

-16 -15 -14 -13 -12 -11 -10 -9 -8 -7 -6 -5

Group Sex Clinical Sign a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m. a.m.
1 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

2 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 - 3 3 3 3 3 3 3 3 3

3 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

4 m ANIMALS ALIVE 3 3 3 3 3 3 3 3 3 3 3 3
ANIMALS NORMAL 3 3 3 3 3 3 3 3 3 3 3 3

Group 1 - 0 mg/kg Group 2 - 50 mg/kg Group 3 - 150 ing/kg Group 4 - 500 mg/kg

Time 10, 2h after dosing;

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]



