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Analytical Target Profile (ATP)
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Risk Assessment

Method Operable Design Region

Analytical Procedure
Control Strategy

Analytical Validation
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Introduction
Scope
Analytical procedure validation study

Validation during the Ilifecycle of an
analytical procedure

Reportable Range

Demonstration  of  stability indicating
properties

Consideration for multivariate procedures

VALIDATION TESTS, METHODOLOGY AND
EVALUATION

1. Specificity/Selectivity

2. Working Range

3. Accuracy and Precision

4. Robstiness

Annex 1 : Selection of Validation Tests
Annex 2 : Illustrative Examples of selection
of analytical validation testing methodology
for common analytical techniques




ICH Q2(R2) Annex 2
BB IEITA T B TENYT—30 DEHEIRTR

O cT 74—/ FrES) —BRXKBZLHMMEREE E=E

BERATIAIRAEDNDINE FERBETIAVEENNEICED
JTIR e BR

BRI OTNT ST —FALBHEER
RESEREZAV-EE
EFRSNBRIRARIMVAIEEICE S EREDEE!

BB RRELR L — — B - SRELERIC L AR FEBIE &

BERAENEELE "RETIXEHIEL “Cell-based assaylZ& b
£ EEDRIE
E = HPCR E9a)




ICH Q2(R2) Annex 2

Bl SEFNBIRARTMVAIERICL DA EDE=!

Performance
characteristic

Validation testing methodology

Specificity
/Selectivity

Absence of interference:

Comparison of API spectrum and the PLS loadings plots (same
pretreatments)

Rejection of outliers (excipient, analogues ---) not covered by the
multivariate procedure

Precision

Repeatability:
Repeated analysis with removal of sample from the holder between
measurements.

Accuracy

Comparison with well-defined secondary procedure:

Demonstration across the range through comparison of the predicted
and reference values using an appropriate humber of determinations
and concentration levels (e.g., 5 concentrations, 3 replicates).
Accuracy is typically reported as the standard error of prediction (SEP
or RMSEP).
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Performance Validation testing methodology
characteristic

Reportable | Linearity:

Range Demonstration of the linear relationship between predicted and
reference values.
Error (accuracy) across the range:
Information on how the method error (accuracy) changes across the
calibration range, e.g., by plotting the residuals of the model
prediction vs. the actual data.

Robustness
Robustness

Chemical and physical factors that can impact NIR spectrum and model
prediction should be represented in data sets. Examples include various sources
of API and excipients, water content, tablet hardness, and orientation in the
holder

Note: NIR measurements are sensitive to changes in tablets composition and
properties outside variation present in the calibration set.
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Examples of Analytical Procedure Change Evaluation

Risk Factor: Extent of change

Bridging study

Evidence of suitability of new
procedure

Change of analytical procedure
principle
(physicochemical/biochemical
basis)

Full validation of new procedure
And

Comparative analysis of representative
samples and standards.

And/or

Demonstration that the analytical
procedure’s ability to discriminate
between acceptable and non-acceptable
results remains comparable

Analytical procedure
performance characteristics are
evaluated and criteria are met
after the change

And

Results are comparable after
change or differences are
acceptable and potential impact
on specification evaluated

Change within same analytical
procedure principle, for
example:

1. Modification of procedures

2. Transfer of procedures to
different
locations/environments

Comparative analysis of representative
samples and standards

And/or
Partial or full re-validation of the

performance characteristics affected by
the change.

Analytical procedure attributes
are evaluated and criteria are
met after change.

And/or

Results are comparable after
change or differences are
acceptable and potential impact
on specification evaluated
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***:Tn some cases, moderate risk changes proposed by the company may require prior approval based on health authority feedback

|y ZZ(ZF D VI=Established
ConditionDZEEAT3!)—
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High

Perform RISK
Assessment/Development
Studies to inform the
selection of ECs

\ 4

Is the factor proposed
as an EC?

YeS: = =»
No

Manage Changes within PQS

Considering product and
procedure knowledge and
understanding*®, what is the
risk associated with the
prospective change(s) to the
analytical procedure?

v

Low

Medium l

Are criteria of relevant
performance characteristics
defined as ECs which ensure

the post-change quality of
the measured result after
the change?

Are criteria of relevant
performance characteristics
defined as ECs which ensure

the post-change quality of
the measured result after
the change?

\ 4

v \ 4

Reporting category as
prior approval

Reporting category as
notification moderate***

:Including analytical procedure control strategy
** :Sufficient information or prior knowledge should be available to design appropriate future bridging studies

R

Reporting category as
notification low
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