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6.8 T—ADEYHELN

REROVER & EEMBOEHIE, LOMSMS SEBFHBOMEHTY 7 7 = 7 T Analyst] (Ver. 1.4.2,
AB SCIEX) &z, EEEOBEMIT ‘agml” & LTTRICHE- T2, 0B, HER I,
HEOBBECHOLNIBEIIMBEREA Lo,

HH TRk ,

E=lE Analyst TEH L, B8F 4K CRR L EPEFSHBEEZNEREAL
7).

LM Microsoft Excel 2010 TEH L, E&E & FRICEIRF AHTTRRLE (B
WEFESHIBRZNBEALE) .

EYEEE Microsoft Exce] 2010 THEH L, YHE LR UM TERR L.

' — 7 HfR Analyst CEH L, B CERRLE UNEE IMENERLALE) .

Y%IR/E Microsoft Excel 2010 CHEH L, /MIEE 1 ECTERLE UNEE 202N
BHEALL) .
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7. HERRUBE

71 Sy MUEIHEOHER

711 EiRE _
Blank 10 P092 BTN IS VAL BICRHME L — 2 135R® b pdhso o, ARER X 0 ASHHEIT
P092 R OVIS &kt L CIEIRMEN S 5 L ¥l L7 (Table 1) .

712  REROERME
PR FEGERH 5~1000 ng/mL 31T 2 8 silif B AR VERUBHATR DB 13 92.9%~109.0% TH Y,
ERE O REEE - LTz (Table2) . Figure 1 [IZHARR 7 v~ I 0 EBR LT,

7.1.3 Fyl)—F—s\—
FEE FRRFABHEAE R Blank ZIE L7fER, P092 KNS IWHIMLEIZY v U —F—/\—
3B b o7 (Table 4) .

714 FEETIR

FPMEIZ 1T B Blank D P092 DEHAIEC v — 27 1338H 5hd, BNEIMICEBT 5 LLOQ
QC (5ng/mL) DEMEIL883%, BEIXTI1%THY, FFREMELM/- L (Table 5) . ML
LV EETR%E 5ng/mL ITRE L=,

715 BHRERHKE

LLOQ QC-1 (5ng/mL) DEE R UNEEIT 88.3%K 11 7.1%, Low QC-1 (10 ng/mL) DEEK
UNEEEIT 95.9% K 1) 2.6%, Middle QC-1 (50 ng/mL) DEE K UNEEL 94.8%K% U} 1.1%, High
QC-1 (800 ng/mL) DEERUFEEIL 914%K PR 09%TH Y, WTHOREIZBWTCHHR
HYELWT- L7z (Table5) .

AR XY R BREICBT 2 HEOBFERMENMRES L.

716 HEFER%E

LLOQ QC-1 (5ng/mL) DEEFK UMEEX 93.1%% 00 6.9%, Low QC-1 (10ng/mL) DEEER
ONEEETE 100.9% K% 18 4.7%, Middle QC-1 (50 ng/mL) DEEE F UNEREIL 93.4% K% 11 2.1%, High
QC-1 (800 ng/mL) DEERUNEEIX 97.83% K 5.5%TH Y, WINOREICBWTHIFE
EWERT- Lz (Table7) .

AR LY REOEICKT 2 oMEOBRENMRES .

747 [BEIRERVT FJvI AR

P092 @ Matrix factor D¥EEEIE 10 ng/mL TiX 4.2%, 800 ng/mL Tik 4.4%, IS ¢ Matrix factor
DFEFEIL 10 ng/mL TiX 2.6%, 800 ng/ml, TIX 2.9%TH Y, P092 H VIS DV DIEEIZE
WCHFRRERZ Lz (Table 9) . LEORER LY, SiEERROETSNERICEES
B0 LR RRES T,
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718 HRZHM

High QC-3 (800 ng/mL) %77 V7 KT 5 SN LIcREDERE (FHE) OEERUE

BEIE 98.5% K N 2.8% Th ot [ QC Vv Ik 7T v IR T 20 7R LI EEH
(EE) DB R UHEETL 99.6%K% N 2.4% T o7 (Table 11) .

PLEDOFER I Y, 20 COFRZYMENRES NI,

719  HAIEEHFEHOREHE

Low QC-1 (10ng/mL) R AEEIY, FARER, 4— 706, 12, 24 RUN48 I
MRS TENEH100.8%, 100.4%, 95.1%, 96.2% K% 1195.4% T & - 7=. High QC-1 (800 ng/mL)
IV BEEE T, RANES, A — MU TG, 12, 24 BN BERMR TR TEEHL104.7%,
104.9%, 101.3%, 106.1%K T 105.8% TdH -7z, (Table12) .
WTROBEICBWTHREMOFREELTH- L, REERZEF D P092 13 4°C IZFRE
SNieA— M7 IHRIC TR BHIE TERETHD Z EBMMRIES .

7110 EAERMERIEM

Low QC-2 (10ng/mL) IR 2EEY, FHEUER K OERERE 3 E1# CEhEh 902% K& Y
76.8% Tdh->7c. High QC (800 ng/mL) (H¥) HHEENY, FARLE S R OVRRERIE 3 B T
NEN 94.9% K% 86.9% Cdh o7z (Table 14) .

High QC (800 ng/mL) IZRWTITFHFAREEZ /=T H DD, Low QC-2 (10 ng/mL) IZHBWT
FXERRERIAR 3 [ DR EED BRI - S otz

L oT, KEEND T v MK P092 D-80°C (2361 5 BERMRZ EME 2 3 T & 2y & ¥
WrL7- (8.1EZBHR) .

7411 EEIREH

Low QC-2 (10 ng/mL) =BT 2 EENL, RIRELR, MR 6 KT 24 FFRER T 83.9%, 86.2%
FE187.5% Th-oT-. HighQC (800 ng/mL) 233V AEEIE, BMEEE, W 6 K124 BFE
T T 87.1%, 81.7%K 10 90.5% Tdh-o7z (Table 15) .

Low QC-2 (10 ng/mL) DMJE 6 R 24 BFEIfER, High QC (800 ng/mL) DEMRER K )
I8 24 I RAERICB WX EEOFREEZ 2T b DD, LowQC2 (10 ng/mL) @

FIEET%, HighQC (800 ng/mL) MD¥E 6 FFEIMEBEHRICB W CIXREMOHAEESL /- X
ot

HERERY 72 E BB OB ERIZA SNV b OO0, KERNS T v MR P092 DBREZE
ZAHETERWE ML (8.1 EHSBR) .

7112 REREM%

Low QC-2 (10 ng/mL) {Z36¢) 2 ELEIL, AMERK 29 BT, 90.2%K% 1 69.6% Th o7z
High QC-2 (800 ng/mL) IZRKIT2EMEL, FARERKV29 HE T, 94.9%K N 78.0% TH-
7z. (Table17) . WTHhOBREIZBWCHREMOHFREIEE I IRho T,
HRERIARR EER CEHREEORBREN S, MIKREOSBICHER ® B AR IR T
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WBHEMNS, Ty MLET P092 ORIMRFELZELTEMTEX RV EHI Lz R1HEESRE) |

7113 ZEEHRPBERVIS BHBRORESE

<EBITBIT HREME>

BT T 24 BEME L7 EERAREIR (200 pg/mL) R OMEHERBIATK (5 ng/ml) DETF
Fx, FHTH 107.6%K N 103.8%ThH Y, REMOHFELERH- L. £, BRTI
T 24 FERAIE Lz ISSS (100 pg/mL) K OVISWS (500 ng/mL) DFERIERIL, 104.5%K T 99.5%
ThV, BEMOHFREELR- Lz, D EOREL Y, EUEUERE, EuEstblAlk, 1SSS
EOVISWS 1E, ZRTICT 24 RFEETCREETHD Z EBRIESN (Table 19) .

<WBIZB T BREME>

AT T 32 BREIRTE L AEERBHENR (200 pg/mL) R OMEHESBIATL (5ng/ml) OBEFE
%, TN 96.0%KTN085% CThH Y, REMOHFRLELRMZ Lz, AT T2 BHE
{R7F L2 1SSS (100 pg/mL) ZTNISWS (500 ng/mlL) DEFHIL, FHEH 99.2%% 1 99.3%
ThY, REEROHFAEELH U, DUEOBRLY, BRI, EuERBAT, 1SSS
FONISWS 1, WETICT32 AHRETH D Z EPREES 7z (Table 20) .

7.2 YILImBESHTEORER

721 BRI |

Blank D P092 RN IS IAHLEIZARME L — 7 IRRD b b o o, AR L AROWER
P092 B OV IS (&t L CRBIRIEDS 5 5 LIl L7z (Table 1) .

722 RBREROERE
TEEEEFH 5~1000 ng/mL 3317 3 8 MR B FZ HERNAIR DEENL 92.6%~107.0%TH Y,
BB OFFRENELR/- LTz (Table3) . Figure 2 IZHFIE 27 v~ N T AZR LT,

723  Fyl)—F—/N—
EE ERFEHEAERIC Blank ZHIE L72FER, P092 ROVIS IAHNMEIC S v U —F4—/3—
RS otz (Tabled) .

724 EETR

BPPEIZ 1T D Blank @ P092 OIFHNLEIC ©— 27 13580 b T, BREHMEICRIT 5 LLOQ
QC (5ng/ml) DEREIL96.4%, HEEIZ49%THY, FEEEERR- L (Table6) . PLE
IO EETRE 5ng/mL IZERE L7z,

725 BRNERE
LLOQ QC-1 (5ng/mL) DEFERUMEEIT 96.4%K TN 4.9%, Low QC-1 (10ng/mL) DEER

OHEEEIE 96.0% % Y 1.7%, Middle QC-1 (50 ng/mL) DEE K UKEE L 95.3% K% 18 1.4%, High
QC-1 (800 ng/mL) DEEFRTREEIL 92.5%K W 1.7%TH Y, WTHOREICBWTHIFAE
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BEYEATT- L= (Table6) .
ARER I VR BREEICRT 20MMEOBERMENMEES Nz,

726 HEBRHE ‘

LLOQ QC-1 (5ng/mL) DEE R UNEEIL 953%K 10 6.5%, Low QC-1 (10 ng/mL) DEEEK
UL 96.7% % T8 2.4%, Middle QC-1 (50 ng/mL) DEFE K UMEEE Y 93.8% K% U 1.7%, High
QC-1 (800 ng/mL) DEEFKOFBEIX 99.7% KT 5.9%TH Y, WTNOREIZBWTHITE
| EMEREL L7 (Table8) .

AR LY BEOREITBIT 2 0O BERMENMRE S .

727 ERERUT MY vH RHE

P092 @ Matrix factor DFEEIL 10 ng/mL T 5.0%, 800 ng/mL TiX 1.9%, IS ™ Matrix factor .
DFEEIE 10 ng/mL THX 2.2%, 800 ng/mL TiX 2.1%TH Y, P092 KTV IS DWTHOEREICK
WTHHFAREERT Uiz (Table 10) . DLEDHER LY, SiEAROLENTEICEES
B2 EBRRRES .

728 HIRZHME ,

High QC-3 (800 ng/mL) % 7'F > 7 MK C SEFHR U0 EEM (BHHE) OEERUKE

BELE 90.2% K TN 2.5% TdhoTe. 7 QC v T 7507 [k T 20 SRR Lo EEE
(EHHE) DEERUNEREIL 93.7%K 8 1.6% Tdh-o7- (Table 11) .

UEDORRLY, 20 fFE COFRPYMENR SN,

729 AEEMHEPHORENH

Low QC-1 (10ng/mL) 31 2 HEL, MRMER, F— M 7IW6, 12, 24 KU 48 I
BHRTER TENEH 95.9%, 93.6%, 87.6%, 90.3%K 1) 93.7% T & - 7=, High QC-1 (800 ng/mL)
B AEE, ARER, A — MU T TG, 12, 24 RS FEEIRTER TEIEN106.5%,
99.9%, 95.3%, 98.5%K X99.1% T -7= (Table13) .

WTHOREICBW T O REROFTFAIEELTH L, BIEERREF O P092 1L 4°C 128 E
ENFzA— b THRICT R FRE CEETH DI EMREES .

7210 EEERIMRREN

Low QC-2 (10 ng/mL) (R 2EEI, TRMESZ KR OHRHRE 3 B Teheh 9L1%E T
82.3% T o7z, High QC (800 ng/mL) 331 BELEIY, FARIE S K OERSRELE 3 [E# CF
NEN 103.4% K% N 94.6% TH o 7= (Table 14) .

High QC (800 ng/mL) (ZBWTIIFFAEEL 2T H DD, LowQC-2 (10 ng/mL) 2B\ T
FXBRERMAE 3 [ OB B O LFFRIEMEE T Sl o Tz,

Ko, AERPD T v MIE P092 D—80°C \Z381T B S REL EM MR T X /2 &)
L7 (8.1IEZMR) .
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7211 FEHREM

Low QC-2 (10 ng/mL) {23\ 2EEIY, RIAFER, MF 6 K0 24 FERRER T 81.7%, 77.1%
KN 78.8% Tdh -7z, HighQC (800 ng/mL) =i 2EELY, BIRER, 1B 6 KON 24 FEH
BT 94.5%, 97.1%KN934%TH -7z (Table 16) .

High QC (800 ng/mL) TIIFFAREMELTE-THDD, LowQC2 (10ng/mL) IZBWTIIRE
DR EBEIELT I S o T,

L2 L, LowQC-2 (10 ng/mL) 23V CTHERFEY 2 EEE DR ERIEA B TWRW T L
b, AERNLT v MUK P092 DBTREEZFTHMETX 2N W L7 (8.1 THEBR) .

7212 REIREHE

Low QC-2 (10 ng/mL) {23317 2 EE L, FRAMERZRKR V29 BT, 91.1%KL VN 79.0% THo7e.
High QC-2 (800 ng/mL) (Z¥6\) 2 EEY, FARERK 29 HET, 1034%K 1V 84.5%ThH >
7z, (Table18) . WFNODEEILBWNCOEEEOFREEL - Slah o7z,
SRR R OEREEOFRERN D, MR O BUCRIREN H 5 ATREEN R ST
WBEND, Ty MLEF P092 ORMIBHFLZEZTMMETE RV EHE Lz 8.1IESR) .

8. f¥iLEIH

8.1 Svw bRUBIILIMEFEGERIMREE, EHREERVEARESEOFE
ARBRICBWCBNEESME, BEERERCZOMONY F—a VIEBIZOWTE, £7T
BHERUBENTFARERZMIITRENS LN TRY, SHHEOFYMICIZRI-EZR W & T
L.

—%, 7 v ROV VIR ORKERIRE B, SHREER ORI EEICBV T,
BB ISR T AEENHFRSEERH - SRV EEE D LITEBERRD LN, ZEMZEMT
SIVERL 2ot L L, HRERMRL B R OENZEREORRESR D L NRFE%
VO A BTERIE, 100 15% LA & — R R EMEA 2\ & IREHE LEES, S TAY F—
varvEERL, FERHMOSLNELHE L.

%2!

82 FRIBHZENTELUN-REOEEEICEEZRITTHEV OHDIERE
M EIER L

8.3 HEREIEZEICtbhaM--2&
BMEIE L
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Table 1 Selectivity

B141089

<Rat>
Blood P092 IS
Sample - -
No. Peak area Ratio (%) Peak area Ratio (%)
Male Blank 0 0.0 0 0.0
No. 1 LLOQ 2961 - 359182 -
Male Blank 0 0.0 0 0.0
No. 2 LLOQ 2811 - 361010 -
Male Blank 0 0.0 0 0.0
No. 3 LLOQ 2944 -- 367765 -
Female Blank 0 0.0 0 0.0
No. 1 LLOQ 2639 - 360335 -
Female Blank 0 0.0 0 0.0
No.2 11.0Q 2509 -- 353281 -
Female Blank 0 0.0 0 0.0
No.3 LLOQ 2635 - 368876 -
LLOQ: Lower limit of quantification
Ratio (%) = (peak area in Blank /peak area in LLOQ)x100
--: Not applicable
<Monkey>
Blood P092 IS
Sample - -
No. Peak area Ratio (%) Peak area Ratio (%)
Male Blank 0 0.0 0 0.0
No. 1 LLOQ 3605 - 371884 -
Male Blank 0 0.0 0 0.0
No.2 LLOQ 3782 -- 384063 -
Male Blank 0 0.0 0 0.0
No.3 LLOQ 3836 - 377626 -
Female Blank 0 0.0 0 0.0
No.1 LLOQ 3253 -~ 370166 --
Female Blank 0 0.0 0 0.0
No.2 11.0Q 3534 -- 375268 -
Female Blank 0 0.0 0 0.0
No. 3 LLOQ 3513 -- 371919 -

LLOQ: Lower limit of quantification

Ratio (%) = (peak area in Blank /peak area in LLOQ)x100

--: Not applicable
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Table 2 Linearity of Calibration Curve in Rat Blood

B141089

<Rat>
Calibration curve Back ground (% of LLOQ)
Analyte Date Concentration (ng/mL) Peak area
- Accuracy (%) Sample
Nominal Measured P092 IS
5 4.920 98.4 Blank 0 0
10 10.50 105.0 ( 0.0 Y ( 0.0 )
20 19.27 9.4 Zero 0 473516
092 2015/1/22 50 49.47 98.9 ( 0.0 ) -
100 101.1 101.1 LLOQ 2716 453798
200 204.0 102.0
500 504.2 100.8
1000 9735 97.4
5 5.063 101.3 Blank 0 0
10 9.696 97.0 ( 0.0 ) ( 00 )
20 19.88 99.4 Zero 137 397659
POS2 2015/1/26 50 49.58 99.2 ( 4.8 ) --
100 109.0 109.0 LLOQ 2883 386211
200 211.1 105.6
500 479.0 95.8
1000 929.4 92.9
5 4,992 99.8 Blank 0 0
10 10.14 101.4 ( 0.0 ) ( 0.0 )
20 19.66 98.3 Zero 0 378827
P92 2015/1/27 50 48.59 972 ( 00 ) -
100 100.8 100.8 LLOQ 2880 368981
200 207.4 103.7
500 508.0 101.6
1000 971.5 972

LLOQ: Lower limit of quantification
Accuracy (%) =measured value/nominal valuex100
The value in parenthesis denotes peak area ratio (%) of back ground peak area to that in LLOQ.

--:Not applicable
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Table 2 Continued

B141089

<Rat>
Calibration curve Back ground (% of LLOQ)
Analyte Date Concentration (ng/mlL) Peak area
% Accuracy (%) Sample
Nominal Measured P092 IS
5 4.749 95.0 Blank 0 0
10 10.89 108.9 0.0 ) ( 0.0 )
20 20.46 102.3 Zeto 0 544952
—_ 2015/2/2 50 50.17 100.3 0.0 ) -
100 100.8 100.8 LLOQ 2825 521527
200 198.4 99.2
500 4943 98.9
1000 9459 94.6
5 4.795 95.9 Blank 0 0
10 10.64 106.4 0.0 ) ( 0.0 )
20 20.81 104.1 Zero 0 447614
2015/2/3 50 4933 98.7 00 ) -
Fo2 100 101.6 101.6 L1OQ 2168 431549
200 201.8 100.9
500 496.1 99.2
1000 933.8 93.4
5 5.031 100.6 Blank 0 0
10 9.896 99.0 00 ) ( 0.0 )
20 19.73 9.7 Zero 0 238764
P92 2015/2/24 50 50.11 100.2 0.0 ) -
100 103.2 103.2 LLOQ 2023 237036
200 207.2 103.6
500 485.8 972
1000 975.6 97.6

LLOQ: Lower limit of quantification

" Accuracy (%) =measured value/nominal valuex100

The value in parenthesis denotes peak area ratio (%) of back ground peak area to that in LLOQ.

--: Not applicable
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Table 3 Linearity of Calibration Curve in Monkey Blood

B141089

<Monkey>
, Calibration curve Back ground (% of LLOQ)
Analyte Date Concentration (ng/mL) Peak area
- Accuracy (%) Sample
Nominal Measured P092 IS
5 4883 97.7 Blank 0 0
10 10.32 103.2 0.0 ) ( 0.0 )
20 20.34 101.7 Zero 0 440700
P02 2015/1/22 50 50.27 100.5 0.0 ) -
100 106.1 106.1 LLOG 3314 430116
200 200.7 100.4
500 489.0 97.8
1000 926.1 92.6
5 4.850 97.0 Blank 0 0
10 1035 103.5 0.0 ) ( 0.0 )
20 20.81 104.1 Zero 0 384163
PO92 2015/1/26 50 50.75 101.5 0.0 ) -
100 101.8 101.8 LLOQ 3435 372657
200 202.0 101.0
500 485.1 97.0
1000 940.8 94.1
5 4.819 96.4 Blank 0 0
10 10.70 107.0 0.0 ) ( 0.0 )
20 19.87 99.4 Zero 0 356628
P092 2015/1/27 50 51.00 102.0 0.0 ) -
100 102.0 102.0 LLOQ 3240 334259
200 202.8 101.4
500 4832 96.6
1000 952.1 95.2

LLOQ: Lower limit of quantification
Accuracy (%)=measured value/nominal valuex100

The value in parenthesis denotes peak area ratio (%) of back ground peak area to that in LLOQ.

--: Not applicable
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Table 3 Continued

B141089

<Monkey>
Calibration curve Back ground (% of LLOQ)
Analyte Date Concentration (ng/mL) Peak area
3 Accuracy (%) Sample
Nominal Measured P092 IS
5 4.833 96.7 Blank 0 0
10 10.46 104:6 00 H)( 0.0 )
20 20.73 103.7 Zero 0 507263
POS2 2015/2/2 50 50.94 101.9 0.0 ) -
100 99.35 99.4 LLOQ 3537 484188
200 201.3 100.7
500 4842 96.8
1000 964.0 96.4
5 5.030 100.6 Blank 0 0
10 9.958 99.6 00 ) 0.0 )
20 1941 97.1 Zero 0 455978
T 2015/2/3 50 51.73 103.5 0.0 ) -
100 98.09 98.1 LLOQ 3291 430263
200 209.9 105.0
500 492.6 98.5
1000 9774 971.7
5 4.932 98.6 Blank 0 0
10 10.19 101.9 00 ) ( 0.0 )
20 20.14 100.7 Zero 0 244491
POo2 2015/2/24 50 50.69 101.4 0.0 ) -
100 103.5 103.5 LLOQ 1846 222933
200 195.8 97.9
500 480.5 96.1
1000 999.0 99.9

LLOQ: Lower limit of quantification

Accuracy (%) =measured value/nominal valuex100

The value in parenthesis denotes peak area ratio (%) of back ground peak area to that in LLOQ.

--: Not applicable
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Table 4 Carry-over

<Rat>
P092 IS
Sample
Peak area Ratio (%) Peak area - Ratio (%)

LLOQ-1 2716 - 453798 --
ULOQ-1 451871 - 435368 -
Blank-1 0 0.0 0 0.0
LLOQ-2 2675 - 449620 -
ULOQ-2 454289 -- 445563 --
Blank-2 0 0.0 0 0.0
LLOQ-3 2702 - 442187 -
ULOQ-3 452380 = 440983 --
Blank-3 0 0.0 0 0.0

LLOQ: Lower limit of quantification, ULOQ: Upper limit of quantification
Ratio (%) = (peak area in Blank/peak area in LLOQ)x100

--: Not applicable

<Monkey>
Sample P092 IS

Peak area Ratio (%) Peak area Ratio (%)

LLOQ-1 3314 - 430116 -
ULOQ-1 528367 - 420706 --
Blank-1 0 0.0 0 0.0
LLOQ-2 3177 - 426841 -
ULOQ-2 534834 - 420500 -
Blank-2 0 0.0 0 0.0
LLOQ-3 3082 - 432822 -
ULOQ-3 538862 - 421605 -
Blank-3 0 0.0 0 0.0

LLOQ: Lower limit of quantification, ULOQ: Upper limit of quantification
Ratio (%) = (peak area in Blank/peak area in LLOQ)*x100
--: Not applicable
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Table 5 Within-run Accuracy and Precision in Rat Blood

<Rat>

B141089

Concentration {(ng/mL)

Analyte

Nominal

Measured

Mean

SD

Accuracy
(%)

Precision
(%)

4.741
4.637
4.112
4.050
4,528

4.414

0314

883

7.1

10

9.432
9.570
9.688
9.960
9.314

9.593

0249

95.9

2.6

P092

50

47.82
47.79
46.65
47.68
47.08

47.40

0.52

94.8

1.1

800

7322
740.5
728.9
7323
722.4

7313

6.5

91.4

09 -

SD: Standard deviation

Accuracy (%) =mean value/nominal valuex100

Precision (%) =standard deviation/mean valuex100
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Table 6 Within-run Accuracy and Precision in Monkey Blood

<Monkey>

B141089

Concentration (ng/mL)

Analyte

Nominal

Measured

Mean

SD

Accuracy
(%)

Precision
(%)

4.680
5.092
4.532
5.034
4.767

4.821

0.237

96.4

4.9

10

9.846
9.647
9.413
9.559
9.526

9.598

0.162

96.0

1.7

P092

50

4649
47.68
48.03
48.12
4791

47.65

0.67

95.3

1.4

800

737.1
759.1
745.9
725.3
733.6

740.2

12.9

92.5

1.7

SD: Standard deviation

Accuracy (%) =mean value/nominal valuex100

Precision (%) =standard deviation/mean valuex100
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Table 7 Between-run Accuracy and Precision in Rat Blood

<Rat>

B141089

Concentration (ng/mL)

Analyte

Nominal Run Measured Mean

SD

Accuracy
(%)

Precision
(%)

4741
4.637
1 4.112
4,050
4,528

5.198
4.905
5 2 4.956
4.695
4.942

4,653

4431
5.010
3 4.605
4.427
4,556

0.323

93.1

6.9

P092
9432

9.570
1 9.688
9.960
9314

10.16
10.37
10 2 10.77
10.48
10.89

10.09

9.980
10.16
3 10.11
10.62
9.877

0.48

100.9

47

SD: Standard deviation
Accuracy (%)=mean value/nominal valuex100

Precision (%)= standard deviation/mean valuex100
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Table 7 Continued

<Rat>

B141089

Concentratio

n (ng/mL)

Analyte

Nominal Run Measured Mean

SD

Accuracy (%) Precision (%)

47.82
4179
1 46.65
47.68
47.08

46.50
45.66
50 2 45.85
45.68
45.00

46.69

46.54
46.25
3 48.09
45.84
47.99

1.00 93.4

2.1

P092
7322

740.5
1 7289
' 732.3
722.4

779.5
785.3
800 2 7813
787.2
786.6

782.5

827.1
837.7
3 848.7
822.2
825.7

433 97.8

5.5

SD: Standard deviation
Accuracy (%) =mean value/nominal valuex100
Precision (%) =standard deviation/mean valuex100

41/58

-579 -



Table 8 Between-run Accuracy and Precision in Monkey Blood

<Monkey>

B141089

Concentration (ng/mL)

Analyte

Nominal Run Measured Mean

SD

Accuracy
(%)

Precision
(%)

4.680
5.092
1 4.532
5.034
4767

5.119
4.747
5 2 4.627
5.100
5213

4.766

4,092
4.554
3 4.559
4477
4.891

0.309

953

6.5

P092
9.846

9.647
1 9.413
9.559
9.526

9.907
9.616
10 2 9.954
10.15
9.763

9.665

9.492
9.424
3 9.844
9.382
9459

0.233

96.7

24

SD: Standard deviation
Accuracy (%) =mean value/nominal valuex100

Precision (%) =standard deviation/mean valuex100
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Table 8 continued

<Monkey>

B141089

Concentration (ng/mlL)

Analyte

Nominal Run Measured Mean

SD

Accuracy (%) Precision (%)

46.49
47.68
1 48.03
48.12
47.91

47.15
4593
50 2 46.72
46.80
46.20

46.90

46.49
47.59
3 46.40
46.37
45.65

0.79 93.8

1.7

P092
737.1

; 759.1

1 7459
7253

733.6

7975
799.8
800 2 805.8
806.0
804.4

797.5

8513
850.5
3 854.9
848.8
841.8

470 99.7

59

SD: Standard deviation
Accuracy (%) =mean value/nominal valuex100

Precision (%) = standard deviation/mean valuex100
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Table 9 Recovery and Matrix effect in Rat Blood

B141089

<Rat>
Analvt P092 Conc. S ; s o N Peak Matrix factor (%) Precision
nalyte ample ample No. cak area
Y (ng/mL) P P Individual  Mean sD (%)
Male No. 1 5495 72.8
Male No. 2 5350 70.8
Matrix
Mal .3 5 66.1
effect ale No 499 715 3.0 42
Female No. 1 5516 73.0
sample
10 Female No. 2 5664 75.0
Female No. 3 5398 71.5
Standard - 6666
tandar . 7995 B _ N .
sample
- 7994
P092 Mean - 7552 - - - -
Male No. 1 400660 64.5
) Male No. 2 412142 66.4
Matrix — nroleNo.3 373798 602
effect 64.1 2.8 4.4
Female No. 1 379828 61.2
sample
800 Female No. 2. 416192 67.0
Female No. 3 406420 65.5
Standard -- 622117
tandar - 621488 - - - -
sample
- 619278
Mean - 620961 - - - -
Male No, 1 351737 93.0
. Male No. 2 366445 96.8
Matrix — praleNo.3 367908 97.2
effect 95.7 2.5 2.6
Female No. 1 373889 98.8
sample
10 Female No. 2 361838 95.6
Female No. 3 349828 92.5
Standard - 376377
tandar - 377292 - - -~ ~
sample
- 381444
(;(S)O Mean - 378371 - = = -
ng/ml) Male No. 1 341173 91.0
. Male No. 2 369331 98.5
Matrix  preNo.3 352600 94.1
effect 95.0 2.7 2.9
Female No. 1 352320 94.0
sample
800 Female No. 2 355610 94.9
Female No. 3 366428 97.7
S - 371161
tandar - 376346 - - - -
sample
- 377110
Mean - 374872 -- - - -

SD: Standard deviation

Matrix factor (%) = (peak area of matrix effect sample/mean peak area of standard sample)*x100
Precision (%) = standard deviation/mean valuex100 :

--: Not applicable
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Table 10 Recovery and Matrix effect in Monkey Blood

B141089

<Monkey>
P092 Conc. Matrix factor (% Precisil
Analyte one Sample Sample No.  Peak area — %) reixs on
(ng/mL) Individual Mean SD (%)
Male No. 1 6968 89.6
Male No. 2 7276 93.6
Matrix
Mal . 7108 91.4
effect 2 TN" 31 104 - 89.3 44 5.0
sample emale No. 717 .
10 Female No. 2 6787 87.3
Female No. 3 6326 814
Standard - 7214
tandar 3 7890 - - B _
sample
- 8219
Mean - 7774 - -- - -
P092
Male No. 1 500607 84.0
Male No. 2 481189 80.8
Matrix
Male No. 3 501819 84.2
effect ale o 82.6 1.6 1.9
Female No. 1 482181 80.9
sample
800 Female No. 2 497430 83.5
Female No. 3 488203 81.9
dard - 597399
Standari B 500632 - _ N -
sample
- 590372
Mean - 595801 - - - -
Male No. 1 369015 102.3
. Male No. 2 362268 100.4
Matrix  prleNo.3 361360 100.1
effect 100.7 2.2 22
Female No. 1 374253 103.7
sample
10 Female No. 2 362008 100.3
Female No. 3 350578 97.2
dard - 360359
Standar - 360640 _ . N .
sample
- 361564
IS Mean = 360854 = - = -
(500 Male No. 1 355781 95.5
ng/mL) ale No. X
. Male No. 2 343588 92.2
Matrix M roleNo.3 361985 97.1
effect 959 2.0 2.1
Female No. 1 361521 97.0
sample
200 Female No. 2 356955 95.8
Female No. 3 364579 97.8
Standard - 373036
tandar - 373984 - - - -
sample
- 370970
Mean - 372663 -- - - --

SD: Standard deviation

Matrix factor (%) = (peak area of matrix effect sample/mean peak area of standard sample)x100

Precision (%) = standard deviation/mean valuex100

--: Not applicable
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