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RR224E2 4 19 B B REE 0219845 (ICH M3(R2)

2) BEAEHEREETHERE: M vaxxT7 072 (EERRICBT 54
HEOREOTHE) 1B 541 #2121 100V, TARSETH2H FFH43
%

3) EAAERRERFLEETERE : [FEEREVEREY A FFA 21220,
TR 10426 H 26 B EERE 4965

1) EEFBEAERRHFDFETHERRD . RRBEELOEYZHRIEMR
BAA RTA EO—EHEEILDOWNT) , FR244E28 290 HEFERS
0299510+

5) FHERE : [RRBEEMOEMENFREERBETA FF 4 BT 288N
ZE (Q&A) IZ2W\WT| EOYWELIZHWT, FERi244E2829H

6) EBEA¥BEEEREETHREEN: (EXNOBREYEIRERRIC OV T,

YRk 1346 A 1 AEFRERE 796 &

7) US FDA: Guidance for Industry, Bioanalytical Method Validation, U.S.

Department of Health and Human Services, FDA, Center for Drug

Evaluation and Research, Center for Veterinary Medicine(2001)
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8) EMA: Guideline on bioanalytical method validation,
EMEA/CHMP/EWP/192217/2009, Committee for Medlcmal Products for
Human Use(2011)
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RIFRIE

REM Stability : BTEDKRR, fFFEDERGET TOBEEF T~ MY » ﬁ 7\ iz
BT BT EBEOFEN T EMENREN. STNSEYE O EMETM
%, BEHERERL T B/VFFr‘é“Zéif@%u@&#"‘*ﬁﬁ%%g@%ﬁ; uﬁ/%%
RIZFERNWZ EEZRETATDICEBEIND.,

B EH (VAR R) Response variable : S#THE OB RN HE LG
BOZETHY, B, WEFE ﬁﬁv’wﬁbfﬁﬁéht&ﬂvb77A
PHo/LNAY—JEREE (hAWIY—2 5 &l TET.

B2 Recovery : A {F3E O RTAELERER BT B 4543t &g O EIN =,
EIN (%) = (DT 2WE & ERRENCEN L THABELEE DO L AR
2T T w7 DEEEE BT LRI S8mE 2R U ED L 2R
-+ A)x100.

TREE Assay variability : [F CBEIE BV TiIT o - EEEROHBORE.
FOFEB T AEMEDEE N —E MRELEZH O,

TERERE (%) = (LT 2454 D ERE) — (U L 72 A5 O ERENEE DOEY
E)x100.

FROZYUM Dilution integrity : B2 FHWR L ToT T 3HBEIT, FHRAOH
SEYEOEBMEICEELE X RN FEERTAEDICEMENS.

¥ ¥ J —F—/3— Carry over : DHHEEHIEYE LTS E N EEEIZ#
HrEZ AT L. :

71 AN F—3 3 Cross validation : F— OB THEE O ST

W 2a5E, IR RBUECHER INZSITEE T HEE1 %%éh
HZRYF—al, JrARNYF—=va il XARRE, ThEFho7u/_)
F—a VY XENA—Ty MR F =g UEER L ETERTA.

FEE# Calibration curve : 0B PEDBE L LAR I ADEFKERLED
D. EETRAEZET 6 BEL EOBRERAZEERE, 777 8B R0E o
B (NZEWEZEM L7 7388 »o#Erlahs.

PR FEREREl Calibration standard : BREROERIZHA VDS ﬂ?ﬁ%%g
ZEMU-BEAIREORE. MERAIZEERARZAVTREREZ/ERL, QCH
BHOERBORELERTS.

B4 Reanalysis | BB ORI HRIEE CO—BOBIELBETS = &

VAT ABEEE System suitability : BIZERNZ, DTS 8E OEHERENAR |
E2AVTHOITHERSRNEEICEEL A Z & %’:ﬁ%’@«é k.

EEF Study sample: F ¥ L2 XRT 4 7 ARBRUIBARBRENLBLND
AED 5 B, AEFEEHT ISR E SO 50
EFE Accuracy : EEELHGME L 0—FOBRE. HHESY 100%E L é‘@

13



= PRI TREND.
- EE%) =((EEE /(ERE)X100.

FEPE Precision : VR LT L THELND ERERDO—FHDIE L2 DL,
EERREC (CV) FEI3HEAMEREZ (RSD) /85— MRETRINS.

FEG%) = (FEREZS) (FSE) x100

BIRPE Selectivity : BEHHDMO T DFETET T, ST RWE KR OIELEE
CEBEREAMUTRETAZENTELREN. LIELIEBEMEREROLIICD
EbN 55, BEEITGEREDCEBOTE LTIOEEMT3ERbL 5.
IOERERELD L, HREX R —ODOESORERETHILRT
XAWATHE—FHT, BRELIISHA2FMEEFo T —HoYMEEBEET 55
FEERTED. Thbb, BEELIIDTHRDE R CRNIEEY G LN DR
SEBETAHFHEELHLD, BN COWELZEN L TEETE 58
EE®TS. | '

K<tV ;)72 Surfpgate matrix : FHd e b v 72 (A, PREFRER,
B35 OLHECRYBHLHEE, FEO< Y v 7 RO L LTH
Whhd<w bl w7 R,

EEBERS 7 7 1 —F Tiered approach : 23ATH: DD % FRIEH 22 NZE &
TAHLDTHY, BAROEBEIEDIZONT, BIEREZ AR F— g
ST T FiE (&S R)

R TR Lower limit of quantification (LLOQ) : %“K#J'EF' KCBWTHIrdsmE
EEETEIORERVHBETERT DI LB TEDRBIEVRE.

EBHE Quantification range : REHIZBW TS E L EH X A K
ERURECERT DI LA TE DIEEDHE. A ksUR Sy i i A
WEASEOEEERIL, REBOEERFRUVAROZ YT X » TRIES
ns. | ,
#5436 Incurred sample : ERBD 5L, EREFRELEBICBEORDLR
. | | \
¥eRME Specificity : T8I ORI E SR,

NIZHESE Internal standard (IS) : 34t S24/E O i ALER B 0 [E Y 2R 045 T
BICLB VAR ADHERZ BRICHRNENIWE. SHhasyEIcEgiEnss
BLTEEREEFMETT L LT ERAVL NS,

IN— % LX) F—3s g 2 Partial validation : BRI 748 55— g & EE

LIz airiBiC B ER e T BECERET A T —va . N—=p iR
VF—a UTHETAER I, SWEOETOREL ZOMEIIR UTERE
THBRENRDY, TOHAIXTANOEERNRBEOLOFMNLBHIZEAE TN
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RYF = a VIZEHE TEIEITDI .

Y F— g Validation : #x OFHAE L THARBREROMEEEL A
TAHIEESNEETAI L.

BEEIFHK Stock solution : fE¥MEME Z MU ST EME L TR L - & d &
DI M v I AEIR.

EHEME (BEUES) Reference standard : DS E * EESWH ST 5 L TH
EERDZLOTHY, FRXHREBRAZERRSC QCREOHRIZAVWLNS.
FEMEPSIR Working solution : Z¥EFIR Z HHE) R ES CAHIR U CRRBL L 723k~ |
Vo7 A, £& LT, REBEAZEEREC QC B 2HEI 5770, <k
Vw7 RIZEMT 5.

7 7 7 8P Blank sample : SHTH R ECIEED S & RIS TIZRTAE T
L= b w7 AL -
TN F—3 g 2 Full validation : +-XCOARYF—3 9 VIEH, b, &
R, EETR, RER, BEE, 8E, v~ N v 7298, v U —a—r3—,
FROZEZHERVORERZFMTD. BE, oWEEZHICHELT 2 RBRIZER
T 5. : _

Y97 Analysis : BIAAERD b ATRERIC L D MEE TEEDE—EOHHFO T 1
A,

AFREME Analyte : HEFONFORRE R EWE. EEM, EFESTX
ITEOFEME, R, oEEDS. . ‘
SIHTHAAL Analytical run : RERR, QC REIRUEREBENLRAHEE. &
B, R—&fobd, AULRELZHVWVCRLRREREICLIY RS h3 L
R BILE SN —EOREEE (RN F) F1O0OBEME LTHIT S,
BB AR Processed sample : /T EEIC L SR EICHEINIHETH Y,
AHEREAPRAEBTIZ LI THELNS.

< b U w2 A Matrix : SHTO 7= HIOEBIR S -, Mg, i, R Mo
R < MU v 7 AP OBEBAREEEDE GUEER2KR) RU%
DB EESERNbDET T 7<) v 7 A (blank matrix) & FES,

< MY w7 AR Matrix effect : FREHP O~ MU w7 REFERSIWE X B0
LIBED L AR A~DEE. ‘
< MU v A7 77 Z— Matrix factor MPF) : = b v 7 ZIEEET TOSHF
KBEMED VAR RIIRTE M o7 AFET COODHBEHMED L AR
v ADEVE.

MF = (= b v 7 AFET TOLHBEHEDO VAR 2N~ b v 7 AHEEF
ETTONTREHEDO VAR R).

ISR Incurred sample reanalysis ISR) : EEEOCHRMEHEZRE DD, B25H
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WCRID T BAL TR EBHEBE BT T2 2 &.

QC #Bt Quality control (QC) sample : %ﬁ?ﬁ@f?*ﬁ'@%?ﬂﬁ‘é’ Bl HICHW
LTI RE & 0 U BB OF L. ERESHTICE VT QC BB,
ERPERBOSITICHV OO EORSMZ M T 5701l o &R
5. ‘
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Meg BENHT7v—F0RA

RN COMOME LT b TOREIT, HBERBRO IR
WTiM#L%%Bﬁ IiRbRNZ L, EBEMELE L TN T—va v
T DIt EEEET ARSI EREOHENSLER D, EHES
MREONRILEZHBEBL, DHESYF—2 g UE2BEENT S —F 2 RIns
FEEFHLTHEDAIZ RS,

- BT u—F %, OEOREEORIEERENRRNELTLHLOT

HY, FAROEEIEDICONT, REERVCEDOAEEZ 7V F— 3
NGEDTTW FETHS. BEELOMBEOH G hEIBREANT 7o —
FEFMATHZLILX-T, BROBMEM TOFMEREE L, EERLFER
DRBLEMNTRTLTHIEITLY, SR RERELONRRARBICORNED
bOEFEIND. _

2L, BRSO T7 o —FERWABAIIBNTY, Boh3BRET—Z0
FHREXVEEELED LD :,“ﬁ%@yéﬁ@ﬁ& X, BRI
WESWTHLNUDFYRYMEELEREST A EAEE L.

1) Viswanathan, C.T, Bansal, S., Booth, B., DeStefano, A.J., Rose, M.J., -
Sailstad, J., Shah, V.P, Skelly, J.P., Swann, P.G. and Weiner, R.: A4PS
7., 9(1), E30-E42(2007) :

2)  Timmerman, P, Kall, M.A., Gordon, B., Laakso, S., Freisleben, A. and
Hucker, R.: Bioanalysis, 2(7), 1185-1194(2010)

3) US FDA: Guidance for Industry, Safety Testing of Drug Metabolites,
U.S. Department of Health and Human Services, FDA, Center for Drug
Evaluation and Research(2008)

17






