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HA 5 A white paper
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BEENFERINT-.

2001 K[EDFDANS Guidance for Industry (Bioanalytical method
validation) BN S 1=,

2007 KEDFDAEAAPSHAE TH UM ITH N . White PaperHiHHE
nt-.
ISRDIE A
2009 B EXEDFDAEAAPSIEAE TEHERMTTH . White Paperh'H
nif-.
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US: 1990412H
AAPS/FDA

m The 1st AAPS/FDA Bioanalytical

Workshop (Crystal city I)
(Washington, DC)

“Bioanalytical Method Validation, Bioavailability,
Bioequivalence and Pharmacokinetic Studies”

19924 Conference report

Shah VP, Midha KK, Dighe SV, et al., "Analytical Methods
Validation: Bioavailability, Bioequivalence and Pharmacokinetic
Studies” Pharm Res. 1992; 9: 588-592



US: 19984 12H

+FDA BMVKSOMAASA R

“Guidance for Industry:
Bioanalytical Methods
Validation for Human Studies”



US: 200041HA
AAPS/FDA

x The 2nd AAPS/FDA Bioanalytical
Workshop (Crystal city II)

(Arlington, VA)

“Bioanalytical Methods
Validation—A Revisit with a
Decade of Progress”

HES
Shah VP, Midha KK, Findlay JW, et al.,
“Bioanaiytical Method Validation — A Revisit with

Decade of Progress.” Pharm Res. 2000; 17:
1551-1557



US: 20014&5H
FDA BMVAA/ SR

“Guidance for Industry: Bioanalytical
Method Validation”

EFEHAMPOEYCZORBIOEESTISER NS,

RE[FEHHLADE, EHRICE T, K- FFERREHI EHhh
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US: 200645H

AAPS/FDA
+

The 3rd AAPS/FDA Bioanalytical
Workshop (Crystal city III)
(Arlington, VA)

s Incurred sample reanalysis(ISR)
ERBOREEICS 1T BEE .
FOADREHRICLY ., ERHOMEEETRE EAKE TR L=EHIH
?ﬂﬁfo_g;’i?ot:th\& ERMTEENEL. TOBERMEZFMITHIIEN
L =

x Determination of metabolites during drug
development

REYDREERIE L. LR T7 7 0—F (Tired approach) TEEY
BHETIRE



US: 2007428
AAPS/FDA
| BMV White Paper (AAPS/FDA)

n ZE3MEAAPS/FDA Bioanalytical Workshop D #i & &

C.T. Viswanathan, Surendra Bansal, Brian Booth,
et al., "Workshop/Conference Report -
Quantitative Bioanalytical Methods Validation
and Implementation: Best Practices for
Chromatographic and Ligand Binding Assays.”
The AAPS Journal;, 9 (1) Article 4 (2007)

ZDwhite paper(FKEDHESHT .
HRICKSLEEEZSZ -,




US: 200842H
AAPS/FDA ISR

ms AAPS/FDA ISR Workshop
(Arlington, VA)

“AAPS Workshop on Current Topics in
GLP Bioanalysis: Assay Reproducibility
for Incurred Samples — Implications of
Crystal City Recommendations”

',gf;@%ﬁ?'%ﬁ%mﬁ)ODEWE@?‘JEEH’ﬁﬁwzom
Ak nffY



US: 2009+6A4
AAPS/FDA

+ISR White Paper (AAPS/FDA)

= AAPS/FDA ISR WorkshopD i &

Douglas M. Fast, Marian Kelley, C.T.Viswanathan, et al,,
“Workshop Report and Follow-Up — AAPS Worksﬁop on
Current Topics in GLP Bioanalysis: Assay Reproducibility
for Incurred Samples — Implications of Crystal City

I((ze(fggn;mendations” The AAPS Journal, 11 (2) 238-241

LI D ZDMOwhite paperMiamsd tHRIZEE
-20074 BMV White Paper (AAPS/FDA)
-20094F ISR White Paper (AAPS/FDA)

;¥ :FDA BMVA AR R (2001%F) (FAAF 2 RELTAEFDOHELE R D



1. fXk ) Bioanalysis T4 X
Jrﬁ‘y&a‘zd)/ﬁﬁ

mUS

n /13



EUDBAd=a =7«
1

m European Bioanalysis Forum (EBF)
— 2006 KUY
- IWHE29D R FE =11 -CRO

LI . 2006 LIEDEUDEIE(IZDULNT




Europe: 2008%£12A1

EBF
+

= The 1st Annual Open
Symposium "Burning Issues in
Bioanalysis” (Barcelona, Spain)

ISR White Paper (EBF) (200949A8)

“Incurred Sample Reproducibility: Views and
Recommendations by the European bioanalysis
Forum” Bioanalysis; Sep. 2009, Vol. 1, No. 6,
1049-1056
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BAIEARSL |EH>T)L |EBF: 20K T
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20K Mz 1K
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NOTE: 20094 (ZEBF white paperhHipublish&t =B,
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Europe: 2009411A
EMA BMVKSOMHARSAY

“Draft Guideline on Validation

of Bioanalytical Methods”
(EMEA/CHMP/EWP)



Europe: 2009412H

EBF
4

= The 2nd Annual Open
Symposium “The Broadening
Scope of Validation” (Barcelona,
Spain)

Conference Report

Richard W Abbott, Savoie N, "The Broadening Scope of
Validation: Towards Best Practices in the World of
Bioanalysis” Bioanalysis 2010, 2 (4), 703-708



Europe: 201158HA1H

| EMA BMVAAKRSAY

m Guideline on bioanalytical
method Validation

(EMA/CHMP/EWP)
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m Calibration and Validation Group (CVG)
& T ¢ Canadian LC-MS group

— 20028 &Y




Canada: 2007&5RH
CVG

+

Canadian Workshop on Crystal
City AAPS/FDA White Paper
(Montreal, Canada)

20074

E AAPS/FDA BMV White Paper| =185

RB[ZDUL\TER

Conference report

Fabio Garofolo, "The Canadian Workshop on the Crystal

City AAPS/FDA White Paper”
http://www.canadianlcmsgroup.com/docs/B-2007WorkshopWhitePaper.pdf

LS TULVNDER



Canada: 2008%4R
CVG

The 2nd Canadian Workshop on

Recent Issues in GLP Bioanalysis
(Montreal, Canada)

+

Conference report

Savoie N, Booth BP, Bradley T, et al., "The 2nd CVG
workshop on recent issues in good laboratory practice
bioanalysis” Bioanalysis; 2009, Vol. 1, No. 1, 19-30



Canada: 2009%4H
CVG

The 3rd Canadian Workshop on
Recent Issues in Regulated
Bioanalysis (Montreal, Canada)

Conference report

Savoie N, Garofolo F, Amsterdam P, et al., “"2009 White
Paper on Recent Issues in Regulated Bioanalysis from The
3rd Calibration and Validation Group Workshop” Bioanalysis
2010, 2 (1), 53-68
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FEEDHAFE R (—HB)

Country Guidance/guideline Year
Brazil (ANVISA) Guide for validation of analytical and bioanalytical 2003
methods
China (SFDA) Technical guideline on clinical pharmaco- 2005
kinetic studies for chemical drugs
Technical guideline on non-clinical 2005
pharmacokinetic studies for chemical drugs
South Korea (KFDA) Guidance of bioequivalence studies 2008
India (Central Drugs Guidelines for bioavailability and bioequivalence 2005
Standard Control studies
Organization)
Australia (Therapeutic Guidance on investigation of bioavailability and 2002
Goods Administration) bioequivalence
New Zealand (Medsafe) | New Zealand regulatory guidelines 2001
B2 REDOAFZXTA VA (EHERIB T2 LHNRE | 1996

O ) ICBETBHAREAICDOWT

EEROBREYEEHARICOVT 2001
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151 -

Y21 : When biological matrix is plasma,
4 (four) normal samples must be used, one
lipemic and one hemolyzed.
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M EBF, 2009412 A

¥ The 2nd Annual Open Symposium “The Broadening
Scope of Validation” (Barcelona, Spain)

M Conference Report, Richard W Abbott, Savoie N,
“The Broadening Scope of Validation: Towards Best

Practices in the World of Bioanalysis” Bioanalysis
(2010) 2 (4), 703-708

BATI A5 2 ADEFFEAM D LE AR 1=
(FFIZ KR E EBRYM)
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M EBF/AAPS/APA/CVG, 201042 A

M Open Letter, “Request for Global Harmonization of
the Guidance for Bioanalytical Method Validation
and Sample Analysis” Bioanalysis (2010) 2(4), 683-
683

L BI(Z0pen letterZz1%{+
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® HF45CVG, 2010541

M The 4th Canadian Workshop on Recent Issues in
Regulated Bioanalysis (Montreal, Canada)

M Peter van Amsterdam, Mark Arnold, Surendra
Bansal et al, “Building the Global Bioanalysis
Consortium — working towards a functional
globally acceptable and harmonized guideline on

bioanalytical method validation®  Bioanalysis
(2010) 2(11), 1801-1803

GBCO#E(HRHAIBMNARIEINT-
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GBCOD#B#8E (2/2): HT

Al
Scope and regulations

A2
Tiered approaches
for method validation

L1
Large molecule
specific run acceptance

S1
Small molecule
specific run acceptance

A3
Method Transfer,
partial/cross validations

A4
Reference standards
and reagents

L2
Large molecule
specific assay operation

S2
Small molecule
specific assay operation

A5 A6 L3 S3
Sample Management Stability B Assay formats “~ Chromatographic
Run Quality Assessment
A7 A8 L4
Repeat analysis Documentation -|Reagents and their stability
and ISR Link with tiered approach
A9 A10 L5

Analytical Instrument
Qualification

New Frontiers

Automation practices
in LM bioanalysis

All
Biomarkers

L6
Immunogenicity
(effect on PK).
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SCIZDUNT(2/3) : A IN—F
(2011F 1A R)

North America Asia Pacific
(US + Canada) (Asia + Pacific area)
eBinodh DeSilva (AAPS, US) eDaniel Tang (SBDG&BBDG, China)

eMark Arnold (AAPS, US)
eFabio Garofolo (CVG, Canada)

Latin America Europe

(South America + Mexico) (Europe + Africa/Middle East)

eRafael Barrientos (AcBio, Brazil) ePeter van Amsterdam (EBF, EU)
ePhilip Timmerman (EBF, EU)
eMichaela Golob (EBF, EU)

SCIEFEE, LHNHL. BERAMNSCIZA-TAEDIoT=
(2011F1AHR)
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SCIE2-3ATINT JIL—T%EY . 3-6FREDHT-LD
[ ET] 11&Z7FE6H 5,

T & $kY/Philip/Daniel Al, A2, A4, A6, A1l
Peter/Shrinivas A3, A7, A8
Mark/Rafael A9, A10, S1, S2,S3
Michaela/Binodh/Fabio L1 to L6

MAT,.SCEE+HT-LZEN—ZEIZELTITS
SLT (Scientific Leadership Team)& &N 1THN S,
1) 201142H . GBC SCIZHXRA A%, §(20114F9H) ® B A AGBC SCIX I #Etk,



Harmonization team

 Harmonization team (HT)
— F = #discussionZF 9 B
— GBCAIZ201E

(HT)[ZDUNT

— FNFHNIZHT Lead (HT-L)— % +HT member#k

%

— HT-L: AADGBCIZEHLAT, SCHIE A,

ALIAE, HT-LANE SN,

— HT member: AN A HYGBCIZE
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2011F 48K SCIZEKAHT-LERKT
HT-LIZ&LAHT member®EIRBHiL

20114618 —EBDHTIZ TR =/ discussionBA R




BKE., BRNDOHELT | D[E
BAj]’f/)-‘/Z(j:l_

=&
R K LLSY D th sk D 4K 5 &GBC

ELGLHANBTLHS,

ER M /K
GBCH'E

xE

[RFED

gL ST,
BAKIEESTSH?

RIZEBWLWTH

HSNTHY, KE BN &I

RiE{E%x3

FIE[Z &Y.




3. HARIZFE T BBioanalysis T4 X
Ny 3T DIHH

« BAR®DHH

« BHIODEE

¢ AZIK-—CO)BEJEOD::@:E)J%

« HRDIRIRTHT




3. HARIZFE T BBioanalysis T4 X
Hysa> DHH

s BHADLDEE
« BATO®REDELZENE
- BARDIRIK AT




HARDFRSI(1/4)

BioanalysisIZ§ &L TL SRl
EMHRICBIT52BMREDFHMICEET 517 X (1996%)
JEERR VBN ER AT AT/ (19984F)
EEMOEREMIEFERIZDOUNT(20014F)
BREESHOEMEMRFEHHABRAAMFS12 (20064)

HE

%0)1111 bioanalysis 3 75 | Z B E 9~ 5 7R il
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(GLP, GCP, GMP)

MRA: Mutual Recognition Agreement
MAD: Mutual Acceptance of Data
GCLP: Good Clinical Laboratory Practice



HZARDRH (3/4)
F|FREAFMB LUVOER (EZPE)

MAD

(Mutual Acceptance of Data)

OECD (Countries)
AUS. AU, BE, CAN, CZ, DK,
FIN, FR, GER, GR, HU, ICL
IRE, IT. JP, KO, LU, MEX,
NL. NO, NZ, PO, PT, SK. SP,
SWE, SWI, TU, UK, USA

Non —members
South Africa 2003

Slovenia 2004
Israel 2005

1981 MAD, 1989 Compliance,
1997 Non-Members

MOU with EC, Switzerland and
USA*

MOU: Memorandum of Understanding

*Only pesticides program

.
.
.
.
.
.
.
.

India, Singapore,
Brazil ,Argentina
(Provisional)

Bilateral Cooperation
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BHANLDEE

@ R F - White paper
— NYT—3 0 DEREH CKE. 19925
— FDAHAF 2 X (20015)
— FDA part 11
— OECD multi site study
— AAPS/FDA White paper (2007, 20094 )
— MISTHAZ > R (FDA, ICH)

& Bl
— LC-MS. 96 well SPE. HILIC, DBS
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® Yl a BARLTEFGEHPRERINEICET S
AAPS/FDA White Paper IZX{ 9 BT 1Ay 3]

@ White Paper (2007) ~DXtNits ISR, tiered approachZi &

® Dr. Vishwanathan (DSI/CDER/FDA) #iZE&
QSR TU—FETITINRILT AR D Yy

EYIIREMNT=M

HARATHDERIIBERLEN I THOI=CEITHEOHEIDT=,
HZAR:ISRZDPSHZMESHM
AAPS/FDA:ISREZWRAZEZFRIIR. EDVRAMNZTER.
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¢ EBEMZEE & Incurred Sample Reanalysis (ISR)XF it D IR
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201141 B E®IZTThe 1st Asia Pacific
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EiBworkshopf& T # . SNAVN\—ZF il ZE R A HERIE,

BMVEAZTEE (R FR) AAiLb Eifon, BEFSMhoDHEELTGBCH
SCIZEJIBIRNTET S,

Dr. GalofoloGE) E HFFIZ. REAEEEEE (3/10), F£=. F£1[H
REANSEN KR THEIN.,. SOERBHREN(FTFITR
TA—SL(JIBF) EFTBHIEMNRESINT=, (3/30)

HF3 TCVGIZLY5th Canadian Workshop M \BHES . JBFDEXIT
NEFEIZT O RESNTt=,

F1BIJIBFL VRO L DB (8/10) , JBFEXEE.

¥ : Dr. Galoforo: CVG@®Canadian LC-MS Group®representative& LT, GBC-SC
[ZSMLTLVS,
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FT1EJIBFL VR LD (20118F88108)

B I (AT FIIORTA—SL(IBF) . BB  BAERS YERZ|ZNS
B B UBFOHRIZELLTFIVAL NAATFHULRIZET REHZETMHILT S
B SNE: EEFEZEaHhE#2004
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