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6.10.2.3 TS5 o miE

BpFE - H= AP

BERE 2L

PLBEEA ~RYFRY UL

AT U CRAETR OB L IR LTz,

RIFS - #-20°C (ZBAME : —29.3°C~-21.7°C, FFE&H : —40°C~-15°C)
6.10.2.4

HREFNITFIROBHZE T HPLC AORELFHR L.
AKITBHAKBERER (Elix-UV10, MILLI-Q Gradient-A10) TR LZbLDOZ2HWE.

6.10.2.5 P092 FERMBHEOTN

P092 % 10.0 mg EREICED, A X/ —/)VIZHEMRL, £8% 50mL & L7z (200 ug/mlL) (HF
ABART T RAaZER). BEREOE, BEHAEEER L. ZORIKE P092 HEHEREHE
W (SS) &L, REBIZMSTAZ ) —ATIERGIRL, UTOEERBAREZRE L.
P092 ZHAERBHFIR R OVRIRIZI AR Y 7 u v Ly (PP) BRI T - LR (B2EME : 4.1°C
~6.3°C, FFA&FH : 1°C~10°C) L, B 17 BLIAIER L.

BN  BERBRRRE EHAFERARRE ERE AX /R

W& (ng/mL) REFR (uL)* ANE(uL)*
WS-40000 40000 SS 200 800
WS-4000 4000 WS-40000 100 900
WS-1000 1000 WS-4000 250 750

WS-800 800 WS-4000 200 800
WS-500 500 WS-1000 500 500
WS-200 200 WS-1000 200 800
WS-100 100 WS-500 200 800
WS-50 50 WS-500 100 900
WS-20 20 WS-200 100 900
WS-10 10 WS-100 100 900

WS-5 5 WS-50 100 900

*rwA7uERy MNefER

6.10.2.6 IS EHBHEOTAH

IS % 5 mg EREICEY, AZ /) —NVIZHEME, £8% 50 mL & U TISHEEKR (100 pg/mL)
ERELE (W7 ARARTZAa%EH). JOBKEE 1S ARHEKR (SSS) &L, kERIZ
PoTAZ /) —NTHRL IS HWEHAK (200 ng/mL, ISWS) ZFAML7-.

IS BBHEIR & VAR X PP BIASRHIZ THIE - BXART (EHME : 4.1°C~6.3°C, FFA#BH : 1°C
~10°C) L, #R&f% 17 BLINICBER L=, :
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1S FRBHAE BN FH IS ABAK HFRHE A%/ —-VENE
IS REHRIRIEE = o
IEFR BEFR (uL)* (uL)*
ISWS-1 5 pg/mL ISSS 50 950
ISWS 200 ng/mL ISWS-1 40 960

¥l ey FEFEH

6.10.2.7 RERABRERKNEROHAR

PP i~ A 7 uFa—T27 77 i 20 ul Z40EE, K/ XE (1000:1, v/v) 400 pL %
wL, 77788, ErlEHEonWTiEA ¥ /) —/V % 20 L, REFAEERENAR (C1
~C8) IZ2OWVWTiE, WFITHEV P092 EBAERBHAIR % 20 uL ML 7=.

6.10.
(1
)
3

(4)
®
©)

()
G
(9)

I 8 PR EE

BEFR P092 {EHERRIHS RIS PR
(ng/mL)
C1(LLOQ) 5 WS-5
C2 10 WS-10
C3 20 WS-20
c4 : 50 WS-50
C5 100 WS-100
C6 200 WS-200
C7 500 WS-500
C8 (ULOQ) 1000 WS-1000

LLOQ: lower limit of quantification

ULOQ: upper limit of quantification

2.8 MmMFAMOEMELE (9HFo0—)
PPEI~ A7 0F 2—7 2 miE 20 uL 25 L7z,
AKX (1000:1, v/v) 400 uL ZHAML7=.
AH )= 20ul BEMLE.
(R ERFIZERENAIRTR S IX P92 AR ERBHER)
ISWS (77 v 7 BB A ¥/ —)V) 40 uL ZEM LT,
IXP—2ANVTERLE.
2B % Oasis HLB pElution plate (30 um, Waters Corporation) {27 7Z A L7z (7L —
M, HENTCDAF /7 —1 200 pL KUK /XE (1000:1, v/v) 200 pL T2 T 4
a=r L.
A/ X8 (1000:1, v/v) 200 pL THE L7z,
AFJ—)V70uL THEHLE.
KB (1000:1, v/v) 140 uL ZEM, HE, RIEIZIEWVEDE L7z,

24
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6.10.2.9 KK

6.10.2.9.1 ¥E
HPLC #@& : 1100 (Agilent Technologies)
F—rH 7 . SIL-20AC (Shimadzu Corporation)
BHEHITERE API 4000 (AB SCIEX)

6.10.2.9.2 HPLC &4

T 5 XBridge C18, 3.5 um, 3.0 mm L.D. x 50 mm (Waters Corporation)
HTNRE 50°C
BEE A K/ X8 (1000:1, viv)
BEIEB : AE =/ X (1000:1, v/v)
BEE A, B % 4:6 DEIE THPLC TIRA L7,
PRIE 0.25 mL/min
EAE 10 uL

F— "YU T IREREE: 10°C
=— R/VBESREE AB ) —)u

6.10.2.9.3 MS/MS &4
lonization method :
Polarity :

Scan type :

lon spray voltage (IS) :

Heater gas temperature (TEM) :
Nebulizer gas (GS1) :

Heater gas (GS2) :

Curtain gas flow (CUR) :
Collision gas flow (CAD) :
Entrance potential (EP) :

Monitor ion :

6.10.2.10 BELE

ESI (Electrospray Ionization, Turbo Ion Spray)
Positive

MRM (Multiple reaction monitoring)
5500V

500°C

Air, 50 psi

Ailr, 85 psi

Ns, 18 psi

Ny, 4

v

P092: m/z 252 > 84

IS: m/z 152> 110

777 R, ErRERO S BREOKREBRAEEREARE n=1 THRREL, #hEFhd b
BIEERFEZ n=1 THK, AFELE.
7778k, BueiElo 2 Bk, LC-MSMS BIED Ny 7 75 v REERO = DIZBIE L

7.

RERAFERBERICOE, P092 @ IS IZH7 2 ¥ — 2 itk %, HMRECKH L—KE

BRLUTELNIEREHRERE Lz, RERITL, 1x OEHFT x: Mg P92 HE)
RV, P092 DFREICRITHEE (%RE) ZHHLE.

25
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HEF (%RE) = x 100

<ErBEHEHE>

7707 ROEaREHIRBIT 5 P092 RN IS OFHAEBIZHREEY — 7 BZBRE I TWARnT
L. BHShERE, KMEY—27 O — 27 miEDS, LLOQ ¥ 7 /Ld P92 KTNIS DE—7
HEREIZRT L TENEN 200 RO 5.0%KmTHDEZ &.
RERAEERBARD 8 BEFR, FETREVLERZET 6 BEL EIZBVT, %RE 23
+15.0% (LLOQ Ti3+20.0%) LINTH D Z &.

LLOQ KUY ULOQ LIS DIEEEIZ-OWT, %RE 23+15.0% %72 &2 WEA1E, YZBEZR
WTHEREREERTS. 2EL, 6 BEULORERAZEERBFRIEENDIZ L L
T5. B, EAMHTEEELTUIRLR2V.

REBRITT N CTHFAREEZMZ L7 (Appendix 4 2/8).

6.10.2.11 TK BIZRHOER
AR TIL, FHIRIER L 2o 7.

6.10.2.12 TK QIEHOFEERE
PP~ A aFa—T1T7 5 7 MM 20 L 0B, K/ XE (1000:1, v/v) 400 pL %
WML, IRFRIZHEV P092 HEXERUEIAR % 20 uL IR L 72,

BT MIEFRE o) mustEs RN
(ng/mL)
Low QC 10 WS-10
Middle QC 50 WS-50
High QC 800 WS-800

RISRINEICHFRE 2K FF64K) O QCH I ARE L.
1. HRER
2. QCHv7n (Low, Middle & U* High, n=1)
3. TK BEERE
4. QCH 7N (Low, Middle & TF High, n=1)

<FFREEHE>
6 MRS 4 Bk 1 IBEE 1 AR LL EIZB UV T%RE 23+15.0% LN TH A Z L & T 5.

QC V¥ I WL T RTHEEYEZTG- L7 (Appendix 4 ZR).

26
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6.10.2.13 HiEA
ARBRTIT, UTOBHTOFEAZLEM L7
(1) RERHZOREI X, BFRREIC X » THEERRRBIB EFICEAI RN 78

AN
=

- EEORER 1, 2, 4, ROSKHOmMERE 96 Mk

6.10.2.14 BilE
ARBRTIL, BREIEITERL 2o 7x.

6.10.2.15 FRHATEEROBFERMERZE (Incurred Sample Reanalysis; ISR)

TK BIERBZEREL, AEHREZHERLE.

F—ZRARMER, FERYEREED P92 D Ty fHEICHIT 5 TK FIERE 12 BRER O
KAFHEICET 5 TK BIERE 12 RIEOEE 24 BiEZ IR L, n=1 THHEP P92 JRE % Al
ELZ. ‘
FRIEDHRIIUTORICESEYEIEEME L D& (HEARE) 2HEH L.

| HXAZE=100X (FAlEEEE-VEEER) / [(BREEEE+VEEEME) 2]
FPAELTET 24 BRIEYP 16 BRIRLL E DABRIRRZED3+20.0% LN & L7z,

24 IR 16 MAEDFERFEZE N 120.0% LN TH Y, FEEELFZ Liz. 3£H#IX Appendix 5
(b7 2N

6.10.2.16 T—4 f&#F

REROEREOCEEEOE HIX, LC-MS/MS EBMBEOMENITY 7 b U =7 [Analyst] (Ver.
1.4.2, ABSCIEX) Z#HAWTITo7-.

FEEEOBEAMIE “ng/mL” & L TKRERILHE-TZ.

EETRRARDEEMIZBLQ (Below the lower limit of quantification) &R L, EHEREN
EEFEZEHEL 0 & LTH-o72. A—FAOBEEOEREN BLQ OBAIL, FHMEIT
BLQ L #F/RL, EEEFZEIXINC (Not calculated) &#FR L7z, FHENPEETRERBOES
1%, BLQ &¢FFRL, FEREIINC LRFLT.

HH FRHIE

EEE Analyst CEH L, AEF I TRRLE.

EIE Microsoft Excel 2003 CEH L, EEE L RRICANERF I HTRRLE.

BEERE  Microsoft Excel 2003 TEH L, YHE & /R TRMTETERER L.

%I AE Microsoft Excel 2003 CEH L, /MNESRUTE 1 ALE TERRLE.
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6.10.3 FEYEIRE/S A -2 DHH

BBRMER SRR OW T, MFPREHERS D L EMENRE T 2 —F (Craxs Tmax T AUCo.120n)
FEEINCER Lz, #E5 0 FEOMEFIREIX, Ong/mL & L72. Chaxy Tma ' EEEMEL Y
KD, AUCopm 3, FHWBIREMAHNT 7 1 7T L Phoenix WinNonlin 6.2 (Pharsight Corporation)
ZRAWT, BRETEY L.

FNT A — & DFE R QR R Z D5 1T Microsoft Excel 2003 &V /e,

6.10.4 ER TKAERHoMNE
HIERTHOES TK BIERENT, BRBRETRE CIZEELE.

6.11 e FRIEN
AT IZR &R E S X5 4 (Provantis, INSTEM #t) # w7z,

BT — 1%, Bartlett IFIC X AELEORE (FB/AKE : 1%) 2TV, HEXELVIEES
1% Dunnett ¥, 2808% L < 2VWEAIE Dumnett B O ZEHEBTE (BEAKE & 1% K 5%,
FRIRE) k> CHREE L OEBHEOEOREX{T-T-.

REERORRAT OREIEE 2 U TICR L.

HET—4 .
- KE
- BEEE

6.12 A Ea1—4 RTFLDOER

UTITRTT — & O - EFHOXREURBRIE T 2T & (Provantis, INSTEM #b) %
HALE. Y% AT ANV Ea—F 7R ha—VlikF— 2 INERHE, S—FINEDRR
LERBRE L. avEa—F T RT A0 ba—VEE L UTHSTRICIZ B120717S, &
43T LARRIZIE B120717 & AV 7=,

(1) #5), BEKRERH

(2 Av A4 T —ZNERVDT — 2 &£ :

- —RRIREE

- FE

- BEE

(3) 774 VIRER VDT —F &£/t :

- —RRREE (B 1 BOBREHN304, 1, 2, 4 KO8 KD

28
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7. #BR
71 - HE

#E 5% Table 1 &N Appendix 1 [Z77F.
FET B 5 VITBFEEIIRD IR o T,

7.2 —iRREE
FESR % Table 1 & U Appendix 1 127”7

MEM, ENITH CKRTHRZET) 75> 250 mg/kg/day LA EDFEOHEMETHED b, 1B
i3 250 mg/kg/day BEDKE 2 Bl DRG] TR 5HK 2 K ~4 ReREIC, 500 mg/kg/day BED
HERE 2B} OF 1000 mg/kg/day FEDOHEEH K OME 2 B CRE5-%K 2 B~ 2 Bic—@tEZRun
Uik L TR bz, EITH OKEFETHEZET) 1X, 250 mgkg/day BEOHE 2 fIKR T
HELHI TR E%K 8 BRI~ 3 AT, 500 mg/kg/day BEDMEMEEE] TR E%K 8 B~ 11
El L, 1000 mg/kg/day BEDHERH T O 2 B TE5-%K 8 B~ 8 Hiz—iBik72v Uik

bz, E£7-, 1000 mg/kg/day BEOME 1 HTIX, EFENFEIR~F IS HETEDD
2}’1/7”:.

72¥3, 250 mg/kg/day BEORE 1 B (#50201) TH 11 BICRERL LNER, BEECHKET
EERBIFEOLNT, BRAURELTHS LWL,

7.3 KE
#ER % Table 2 X UF Appendix 2 127K,

{RE DR DS 500 mg/kg/day BEDME 2 HIl T 4 BIZ, 1000 mg/kg/day BEDHE 2 I TH 2 R4
HIZ, 1000 mg/kg/day BEDOME 1 HITH 4 H~F 15 BIZRDO bz,

74 BEfig
fHES% Table 3 KT Appendix 3 12777
AR OB T BMER D 500 mg/kg/day LA EOBEDOMETE 2 H~4 BIZED LT,

BEEBITIE, EEEORD UIBAMER S 250 mg/kg/day BEOME 1 FIT, 500 mg/kg/day BED
1 2 B R OMESFIT, 1000 mg/kg/day BEDHE 2 IRk CHERF THE 2 B~4 BIZRD b7,
ZD5 b, 500 mg/kg/day BEDME 1 FITIZE 5 B~ 7 B, 1000 mg/kg/day BEDHE 1 HTI3E
5 H, 1000 mg/kg/day BEDOHE 1 FITIIE S B~F 15 BITHBEEOEABRED b,

7.5 FEFIOXRT4HRX (TK) RE
#&E R % Figure 1, 2, Table4, Appendix 4 B OVS TR

P092 % 250, 500, %X 1000 mgkg DA E CTHEREHE D Cpp K Tou 1, HEZBWTEN
Z3L13.8 ng/mL EN4.0h, 23.1 ng/mL XT*5.3h, 51.1ng/mL RN 16.7h, HEZRBNHNTENE

29
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U121 ng/mL KTU5.3 h, 39.7 ng/mL 2 U0 10.7h, 54.5ng/mL R 1¥26.7h ThHo7z.
AUCq 00 FEEIZBWTENETL 339, 1400, TN 3792 ngh/mL, HEIZIBWTENEN 507,
3237, KUR3324 ng'h/mL ThoTz.

HEZBWNT, FEHMIEPEE, Chuw KO AUC 120 IZHEOEMIEWNEML 2. #iizkWy
T, PHE:ERECREBRE ChHo/z. PHETE, TREEENEVVENIZH - 228,
ZPMIOW TR LR EET o 7.

30
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8. EE
P092 &0 =2 A V) (MEHES 3 B8/8E) 12, 0, 250, 500 01000 mg/kg/day DFRET, BA
BoxsL, BRTLIFHESLEFFMLZ.

ZOFER, HBRMEREICER LT H 5 WITEEEMITRD bt o Tk,

 —RRREEBIERICIT, IR, EEGI T OKEETHRIZSTe) 2% 250 mg/ke/day BB
OMERETTRD bz, 1000 mg/kg/day BEOME 1 FITiX, BELEDLNE.

{RE DAY 500 mg/kg/day BEDMER 8 1000 mg/kg/day BEDMERETIRY bz,

FEE OB ULBAMERA, 250 mg/kg/day BEDME K O 500 mg/kg/day PL_EDEEDMERETER
b,

T aXRT 4 7 RABPEZBNT, BT, FHMEFEE, Chw KU AUCn THE
OEIMZEENEM L. T, THRELEAENREE T, THETIE, BTRE
ERBVEANCH 27208, THESMZOUVNTIEE & it 2o 7.

PLEDHER D, KERSEMHT TO P092 OFE/NEFEEN, HHEL © 1000 mg/kg/day L ET
brLEZOLND.

31
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9. JEEBE
9.1 FRIBZBCENTEEI > ERBROEHEHICHEEZRIITRVOHIFRE
2L

9.2 HERHEEICH#bEMIE
EBRRTROWERWEIL, £ TRREFEEFICRAT D Z LIR> TV, MRABRICERY

DHREMERH D L0 h, ETRRBREROEBRYEEERLECBE L. LiL, ERIZ
BTLTBY, REROEEMEICEEIIR NSO LHET L.

32
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Annex 1: SRS (HTIIAEMES : P120567-COA2)

P120567-COA2
SYTRERAE
SNTERAEES : P120567-COA2
HRBRFEwE 1 BNRFEARRRE
RRES : P120567
= : P092 DFERBRR CIRTFEREERR
HEMR T EWEEAT o AMREH  BEARER .
#H GLP : BEESE N & (ERLOZLMICEET 2 HRRRBROEZEOESE
BT HEY]
(ERR9E3I A 26 H, —MRE EEFHESE 1145, FR20%E6
A13R)
wRYE : P092
oy bES : ESZ6K
RE R D @ (1-10°C), Y, B, EFRHA
BREB : HBRMERAEE 1009 NOERREE
AEH $20124E11 A 02 B :
ST H : 20124811 H 06 B (R HEOERRB)
R :
REBEE HEERE R HIE
R (&, BR 2L BIEAREHETS) HEOHE -
FEBRBR (IR 2L (BERE2E5453) | RAERREZEIICRLE —
S 95.0%540 k. (HPLC Efi%) 99.2% =
<fE>

1 #@YVEL 3 ENEOPHERERCERLE

®BEEE: 20(24% [IBI3A

1 ik {4 %

ZEMFEAT 4 T ABREH
BIEZREEAR RBHEEF—
RHEFRE REME4 IN—T

12
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Annex 1:

B120717

STELEAE (STEIEAEES : P120567-COA2)

P120567-COA2

P120567_ E5Z6K_1EE Tue Nov 08 11:47:25 2012 (GMT+0%:00)
90 . /J
101 \ / A\A [\/\P\ ‘
|
{

60
50

o4
‘.

20

T

XTransmittance

10

i
07

lL

\
!
I
|
|
|
|
oo | o0 2oo\l?avenumbars {em-1) | 1o

1 RARZ b(ay + &S ESZ6K)

2/2
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Annex 2 : SHTEEEAE (SHFEIBAMES : P120567-COAS)

P120567-COAS8

SIHTRERAE
SITEHEERS : P120567-COA8
RER&TE : EMKRFEEAGR A
BRES : P120567
RE- : PO92 DEEHRBRE MR R EHRR
RERMER : SELERAT 4 T ABRSH  REABIZET
B GLP : BAESE 2 F [BERLHORSEICET 2HERRAROERBOLE
: BT 5448
(ER94E3 828, —HHNE BEAFBHERE 45, FHR220E6
A13R)
wHRWE : P092
uy &S : E5Z6K
RERE : B (1-10°0), Mk, BH, ZEFREA
BB : ERMEIREE J009 NOERGEE
AFH :20124E11 B 02 A
S3HTR 12013402 A 21 B (B EOERR)
BRER :
REVEE e SR HIE
R (B, BR) 2L (BELREZEETS) | aROBX -
HREER (R 2L BEERTHETS) | RUSEEERIERLE | —
migs 95.0%1 £ (HPLC E#i%) 99.1% &
<fHE>
*1 BYELIERROESERERICER L.

smmEE: 203 & 2 A2]A % (3 # @
=B AT g = o ABRAHE
AEREFRAR RRTY s 5 —
MRS B4 ST

1/2
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Annex 2 :

SWEAE (SHTIIEAEES  P120567-COA3)

P120567-COA8S

P120567 ESZ6K 2B B BITZEBE: Thy Feb 21 13:15:51 2013 (GMT+08:00)
90

z”‘wﬁ V f‘i i

§0

404

%Tranmittpnoe

%] l

1'03 v j

Wavenumbers (em~1)
B 1 RAXNXZ Ay bES : E5Z6K)

272
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Study No.:

Test Substance:
Lot No.:

GLP:

Description of Analysis:

Analysis:
Storage Conditions:

Date of Preparation:

B120717

Annex 3 : 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
B120716
P092
E5Z6K
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)

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)

HPLC )

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.

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.(%) 2.1 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, acceptable range: 90% to 110%
b: Coefficient of variation (C.V.), acceptable range: equal to or less than 10%
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Annex 4 : Certificate of Analysis (Certification No.: B120717-001)

Certification No. B120717-001

Certificate of Analysis
January 17, 2013
Kashima Laboratory
Mitsubishi Chemical Medience Corporation

Chief Analyst:
Kunihiro Konno
Analyst: Kenichi Minato
Study No.: B120717
Test Substance: P092
Lot No.: ESZ6K
GLP: MHW, Ordinance No. 21, “Standards for Conduct of Nonclinical Studies on
the Safety of Drugs™
(Dated March 26 1997, partlal revision: Ordmance No. 114, MHLW, dated
June 13, 2008)
Description of Analysis: ~ Confirmation of concentration and homogeneity of P092 in dosing
formulations
[Vehicle: 0.5 w/v% methylcellulose solution]
(Nominal concentration: 25 mg/mL, 50 mg/mL, and 100 mg/mL)
Analysis: HPLC
Date of Analysis: January 16, 2013
Results: The concentrations of P092 in the dosing formulations are shown in the table
below We confirmed that the obtained data were within the permissible
range.”
. Nominal Measured Mean cV Ratio to nominal
concentration concentration +8.D. (.,'/ )' concentration
(mg/mL) (mg/mL) (mg/mL) : (%)
Top 250 25.1
25 Middle 254 ’ 1.0 100.4
+0.26 .
Bottom 24.9
Top 482 9.1
50 Middle 49.8 1.7 98.2
+0.82
Bottom 49.3
To.p 104 104
100 Middle 105 - £1.0 1.0 104.0
Bottom 103 :

a:  Ratio to nominal concentration, permissible range: 90% to 110%

b:  Coefficient of variation (C.V.), permissible range: equal to or less than 10%
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Plasma concentration (ng/mL)

Plasma concentration (ng/mlL)

100
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60

40
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Study No. B120717

Male

—8— 250 mg/kg

—&— 500 mg/kg

—&— 1000 mg/kg
Mean+SD

100

80

Gt
20 40 60 80 100 120
Time (h)
Female
—8—250 mg/kg
—&— 500 mg/kg
—&— 1000 mg/kg

Mean+SD

Figure 1

Time (h)

Mean Plasma Concentration Time Profiles of P092
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Study No. B120717

Cmax
100 I o Male
80 L —k— Female
— | Mean+SD
=
£ 60 f
&0
\5 -
§ 40 +
@) B
20 |
0 1 1 1 1
0 250 500 © 750 1000
Dose (mg/kg)
AUCq 120n
8000
- | —@— Male
7000 F
3 | —&— Female
g 6000 f
£ L Mean+SD
o, 5000 |
o i
‘é 4000
7 3000 |
S 2000 F
< i
- 1000 F
0 ] 1 1
0 250 500 750 1000
Dose (mg/kg)

Figure2  Relationship between the dose and C,,,, or AUCg 150, of P092
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Table 1 Clinical Sign - Summa

ry

B120717

-6 -5 -4 -3 -2 -1 1 1 1 1 1 1
a.m. a.m. a.m. a.m. a.m. a.m. Before Time 10 Time 20 Time 30 Time 40 Time 50
Group Sex Clinical Sign dosing
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 2 2 2
Vomitus (Dosing solution) . R . . . . R . . 1 1 .
Loose stool . . . . . . . . . . . 1
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 1 1
Vomitus (Food) . . . . . . . . . . . 2
Vomitus (DPosing solution) . . . “ . . “ . . . 2 .
Diarrhea . . . . . . . . . . . 1
Watery diarrhea . R . N . . . . R R N 1
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 2 1 0
Vomitus (Food) . N N . . . . . . . 3
Vomitus (Dosing solution) . R N . . . . « R 1 2 .
Diarrhea . . . B . . . N . . . 2
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Group Sex
1 m
2 m
1 3 m
v-4
D
i
4 m
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ANIMALS NORMAL

ANIMALS ALIVE
ANIMALS NORMAL

Vomitus (Dosing solution)
Loose stool

ANIMALS ALIVE
ANIMALS NORMAL

Vomitus (Food)

Vomitus (bosing solution)
Diarrhea

Watery diarrhea

ANIMALS ALIVE
ANIMALS NORMAL

Vomitus (Food)
Vomitus (Dosing solution)
Diarrhea

Crmtin 4 - 0 mallbn Bnain D . OEA malba

3 4
a.m. a.m.
3 3
3 3
3 3
2 3
1 .
3
1 2
2 1
3 3
2 2
1 1
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3 3 3 3 3 3 3 3 3
3 3 3 3 3 3 3 3 3
3 3 3 3 3 3 3 3 3
3 3 3 3 3 3 3 3 3
3 3 3 3 3 3 3 3 3
3 3 3 3 3 3 3 3 3
3 3 3 3 3 3 3 3 3
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