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Complete Method e-Validation Definition of Validation

VALIDATION

Verification of the validity and correctness of scientific data,
achieved through comparison with rules and data already known
and reliable.

o Valid o



Bioanalytical Flow

Analytical Method

Define the procedures to
be validated

Lab and Sample
Management

All the lab activities
required to grant that a
method could be
validated

Results Evaluation

Evaluation of the data
coming from the
instruments

@ validation Tests

All the required tests
required to verify the
robustness and reliability
of the Method.

® Analysis

Real Sample preparation
and instrumental analysis

® Reporting

Preparation of the
Validation Study Report.



It is however
to consider
that a flower
is beautiful...




Analytical Method

...iIf not on
paper, but on a
performant

e-architecture.




Bioanalytical Flow

® Validation
Analytical

Method

Tests

e-Validation
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o Validation =
Lab and Sample
Reporting Management
o Analysis

Results Evaluation
6



Analytical Method

Analytical Method

 Generallyitisintended as a
Paper Document or SOP to
be used as instruction to
prepare the samples.

* Therefore data in the method
could not be used during the
method Validation Process
and are only reported.




Analytical Method

The following information are usually

described: o=
.8.
=

* Analyte, metabolite and ISTD properties.
* Materials, chemicals and Equipment.
e Solution Reagents Preparation.

« Sample Preparation. Only Static Data

* Instrumental Settings.

« Data management and statistics. ona pa per
Moreover paper documents should be docu ment

Manually signed and Archived with the
associated risks.



Complete Method e-Validation Analytical Method

Analytical e-method, What if we:

* Use the information reported on the method as parameters for samples
preparation in the LIMS, tracking preparation and having the system that
helps the analyst in the calculation...

* Use the Nominal concentration, directly transferred to the Acquisition System
and retrieved back for the regressions...

e Avoid the and Cut and Paste from different Software or calculation
sheets and we could use only 1 LIMS System...
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Complete Method e-Validation Bioanalytical Flow

We could:

Transform Information recorded in the method
in to
Dynamic Tracked Parameters (e-method)

Reducing errors, corrections Reviews and
steps in the analytical Process (3R).
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Complete Method e-Validation Bioanalytical Flow

@ validation
Analytical Tests
Method o o
e-Validation
o o
Lab and Sample
Reporting Management

® :
Results Evaluation ® Analysis
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Complete Method e-Validation

Guidelines

Validation

s EMA Superseded
Guideline (2012)

s FDA

Guideline
(2018)

a [CH M10
(2023)
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ICH

Member EUROPEAN MEDICINES AGENCY

25 July 2022
EMA/CHMP/ICH/172948/2019
Committee for Medicinal Products for Human Use

ICH guideline M10 on bioanalytical method validation and
study sample analysis

Step5S
Transmission to CHMP. 28 February 2019
Adoption by CHMP 28 Febeuary 2019
Release for public consultation 14 March 2019
End of consultation (deadline for comments) 1 September 2019
Final adoption by CHMP 21 July 2022
Date of coming into effect 21 January 2023
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Complete Method e-Validation Guidelines: "Small Molecules”

This is a list of the ICH M10 Validation tests.

3. Chromatography...ccciciicieisrrrs s s s s s s s s s s s s s s s nanasnssnnsnnnnnass 7
3.1. Reference StandardsS ....o.i.eiiiiiiiiii e a i aa 7
IR £ [ Tc F= | o o OO 8
3.2.0. SElECHIVITY iuininiiii it e e e a e e 8
G2 A 1 o =T 1 [ 1 Y PPN 8
3.2.3. MatriX €ffECt .o e aa 9
3.2.4. Calibration CUrVe and FaNGE ....ciiuiuiiiiiiiii e e et a e e e s et s e s aeaaeasaansansn 9
3.2.5. ACCUIraCy and PreCiSION «.uuuueiuiitiietieieitett ettt e et e s asteataastaseasaastansasaassanansnansns 10
T TR G- | o Y= 11
3.2.7. Dilution iNEEGIItY .uuuiiiiiiiiiii e aaas 11
3.2.8. StabIlity ovenieii e e 11
3.2.9. Reinjection reproducibility........ccouiiiiiii e 13
3.3. Study SAMPIE @NaAlYSIS .uuiiiiiiiiii e e 14
3.3.1. ANAlYEICAl FUN e e a e 14
3.3.2. Acceptance criteria for an analytical run .......c.coooiiiiiiii 14
3.3.4. Reanalysis of study samples

3.3.5. Reinjection of study samples

L ANTegration OF CNFOMATOg I AMIS .t it ittt tiitiit it ittt sie s stastastastassassassassassssssssansns

Most of the tests are
confirmed,

but some should be
implemented

Validation

Tests

agea
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Complete Method e-Validation Validation Test Plan

In most of the cases...

e The Validation Tests Plan of the samples is done via LIMS,
or even Manually

* In a guideline transition moment like the one in which we are now, this new

requirements to be applied an important amount of rework on the tests will
be requested.

e Potential new tests could require implementation.
* New criteria or calculation on the results could be required.

A unique system for the e-Validation should then be...



Complete Method e-Validation

Flexible




Complete Method e-Validation Validation Test Plan

Therefore it could be useful to have...

* The samples of the Validation Tests to be planned with a LIMS that build
sample names directly from the specified parameters and conditions...

* Configurable tests and Acceptability Criteria that will be used to check the
results to declare a test as PASSED or FAILED.

* Tests selectable on a protocol and on validation scope (Full, partial or Cross)
basis.

* The same approach applicable and maintained for both Chromatographic
Assays and Ligand Binding Assay



Complete Method e-Validation Bioanalytical Flow

¢ @ validation

Analytical
Method Tests
e ° °
e-Validation
Q Validation O
Lab and Sample
Reporting Management

® :
Results Evaluation ® Analysis
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Complete Method e-Validation Lab and Sample Management

Lab and Sample Management
is one aspect of the Bioanalytical process that is usually underestimated
and is usually managed as manual and paper-based process:

e Standard, Reagent management and therefore Stock and Working Solution
preparation.

e Samples preparation for each analytical runs, recorded on the logbooks

* Countability of the standards, Blank Matrices.

e Instruments Calibration & Maintenance.

e Usage of the Chromatographic columns and other equipments.




Complete Method e-Validation Lab and Sample Management

With a unique e-Validation System we could:

e Add a Link the preparations and materials directly to the analytical runs.
e give you the possibility to the analyst to track the samples preparation steps.

e Automatically record the usage amounts of Standards, Blank Matrices.

 |nstruments Calibration & Maintenance.

 Manage expiration dates, quantities available, with a check and an
automatic stop for the use of the expired and finished materials



Complete Method e-Validation Bioanalytical Flow

@ validation
Analytical
hod @ = Tests
Metho ! o o
e-Validation
o
Lab and Sample

Management



Complete Method e-Validation Bi-Directional Direct Interface
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Complete Method e-Validation Raw Data e-capture and evaluation

Once the raw data are produced results acceptability of the analytical run is
usually partially done in the acquisition system, but...

Not all the acquisition software could manage criteria for the acceptability of
an analytical runs.

In some cases only a partial flag system is in place for the Accuracy (or
deviation).

The possibility to have integration and regression in two separate system
(acquisition Software & LIMS) gives a better chance to segregate Roles.

Against the “common thinking” the LBA data could and should be e-captured
with the proper interface with the instrument.
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Complete Method e-Validation Bioanalytical Flow

@ validation
Analytical

Method

e-Validation

Lab and Sample

Reporting Management

o .
Results Evaluation @ Analysis
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Complete Method e-Validation Conclusions

1. Data, usually recorded on paper documents, are used as
dynamic data parameters with an e-Validation approach.

2. e-Validation Solution should cover with a unique system all
the phases of the Bioanalytical process.

3. Flexibility is a pre-requisite of the Bioanalytical process and
should be reflected to the e-validation system.

2. The same approach should be applicable and maintained for
both Chromatographic Assays and Ligand Binding Assay.
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Complete Method e-Validation Conclusions

5.

The management of many systems (think to the CSV

validation aspect) should be avoided, both for business and
regulatory purpose.

A unique Bioanalytical Solution, usable also as Out of the
Box, but flexible if configuration is needed, should be
preferred also from a CSV validation point of view.

The e-Validation system should follows the scientists in the
process they are performing without adding obstacles
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Complete Method e-Validation Conclusions

To sustain many validation flowers we need only a robust e-architecture stem...
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Complete Method e-Validation Aknowledgment
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Complete Method e-Validation Closure

GRAZIE

THANK YOU



Complete Method e-Validation Questions
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