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M10 Concept Paper
Statement of the Perceived Problem
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Type of Harmonisation Action Proposed
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Issues to be Resolved
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M10 Business Plan

The impacts of the project
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MHLW |/ EMA | FDA BMV guidelines (Scope)

MHLW 2013&2014

EMA 2011

FDA draft 2013

Methods

LC or GC with or without mass
spectrometry

Ligand-binding assay

Chromatographic methods
Ligand-binding assay

LC or GC with or without mass
spectrometry

Ligand-binding assay,

Immunological and
microbiological procedures

Phases
Clinical studies (Inc. BE studies)
Non-clinical TK studies

Clinical studies (Inc. BE studies)
Non-clinical TK studies

Clinical studies (Inc. BE studies)
Non-clinical TK studies
Non-clinical PK studies

Analytes

Drugs, Metabolites

(Inc. biologics with same amino
acid sequence by LBA)

(Exc. endogenous compounds)

Drugs, Metabolites

Drugs, Metabolites
Endogenous compounds
(Conceptual)

Biomarkers (Conceptual)

Biological matrices
Not specified (e.g., serum,
plasma, urine)

Not specified (e.g., blood,
serum, plasma, urine and
saliva)

Not specified (e.g., blood,
serum, plasma, urine, tissue,
skin)




MHLW | EMA | FDA BMV guidelines (Chromatogr. section)

MHLW (Chromatogr.) 2013

EMA 2011

FDA draft 2013

T
3. Reference Standard
4. Analytical Method Validation
4.1. Full validation

4.1.1. Selectivity

4.1.2. Lower limit of
guantification

4.1.3. Calibration curve

4.1.4. Accuracy and precision
4.1.5. Matrix effect

4.1.6. Carry-over

4.1.7. Dilution integrity
4.1.8. Stability

4.2. Partial validation

4.3. Cross validation

5. Analysis of Study Samples
5.1. Calibration curve
5.2. QC samples
5.3. ISR
5.4. Carry-over

6. Points to Note
6.1. Calibration range
6.2. Reanalysis
6.3. Chromatographic
integration
6.4. System suitability
6.5. Recovery

4. Analytical Method Validation

4.1. Full validation of an analytical
methods

4.1.1.
4.1.2.
4.1.3.
4.1.4.
4.1.5.
4.1.6.
4.1.7.

Selectivity
Carry-over
Lower limit of quantification
Calibration curve
Accuracy
Precision
Dilution integrity
4.1.8. Matrix effect
4.1.9. Stability

4.2. Partial validation
4.3. Cross validation

5. Analysis of Study Samples
5.1. Analytical run
5.2. Acceptance criteria of an
analytical run
5.3. Calibration range
5.4. Reanalysis of study samples
5.5. Integration

6. ISR

A. Reference standards

B. Bioanalytical Method

Development and

Validation

1.
2.

o0k Ww

C.

Selectivity

Accuracy, precision and
recovery

Calibration curve
Sensitivity
Reproducibility

Stability

Validation Method: Use,

Data

Analysis, and Reporting
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MHLW | EMA /| FDA BMV guidelines (LBA section)

MHLW (LBA) 2014

EMA 2011

FDA draft 2013

3. Reference Standard
4. Analytical Method Validation
4.1. Full validation
4.1.1. Specificity
4.1.2. Selectivity
4.1.3. Calibration curve
4.1.4. Accuracy and precision
4.1.5. Dilutional linearity
4.1.6. Stability
4.2. Partial validation
4.3. Cross validation
5. Analysis of Study Samples
5.1. Calibration curve
5.2. QC samples
5.3. ISR
6. Points to Note
6.1. Calibration range
6.2. Reanalysis
6.3. Carry-over
6.4. Cross-talk
6.5. Critical reagents
6.6. Interfering substances

7.1 Method Validation

7.1.1 Full validation
7.1.1.1 Reference standards
7.1.1.2 Specificity
7.1.1.3 Selectivity
7.1.1.4 Carry-over effect
7.1.1.5 Matrix selection
7.1.1.6 Minimum required
dilution
Calibration curve
7.1.1.8 Precision and accuracy
7.1.1.9 Dilution linearity
7.1.1.10 Parallelism
7.1.1.11 Stability of the sample
7.1.1.12 Reagents
7.1.1.13 Commercial kits

7.1.1.7

7.2 Partial Validation and Cross-

validation

7.3 Analysis of Study Samples

7.3.1 Analytical run
7.3.2 Acceptance criteria
7.3.3 ISR

A. Key reagents

B. Bioanalytical Method

Development and

Validation

1.

2.

o0 kW

Selectivity (Interference,

Matrix effects)

Accuracy, precision and
recovery

Calibration curve
Sensitivity
Reproducibility

Stability

C. Validation Method: Use,
Data

Analysis, and Reporting
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v’ Calibration curve
v' QC samples (accuracy and precision)
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v’ Re-analysis

TOMDERIRE

v’ Partial validation
v’ Cross validation

v' Reference Standard
v’ Critical reagents

v" Incurred sample reanalysis (ISR)
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