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A personal interpretation on the process of validation
on basis of
Information and experience
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Process from research to a regulatory test

Industrial driven process

Stage gates for
GO/NO GO

by Industrial
Management

Re-
search

Understanding the
mechanisms through
which chemicals can
induce toxic effects
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Process from research to a regulatory test

Industrial driven process

Stage gates for
GO/NO GO

by Industrial
Management

Test
Develop-
ment

Re-
earch

(7))

Development of the
test to an applicable
method to predict
chemical-induced
changes
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Process from research to a regulatory test

Industrial driven process

Stage gates for
GO/NO GO

by Industrial
Management

= Internal evaluation on
the reliability and
adequacy of an
alternative method to
detect certain toxicities
with a set of reference
and in-house chemicals.

= Use of the valid test
for internal purposes.

»~VIto

©2010, VITO NV 12t ECOPA Workshop — Madrid 11/11/11



Process from research to a regulatory test

Industrial driven process Industrial and regulatory driven process

Stage gates for GO/NO GO
ﬁ Industry

» Submit all data to ECVAM through the Test Presubmission Form (TPF)
and theTest Submission Template (TST)
= 2-step ECVAM test submission process which is mandatory to have a
test method eventually entering the ECVAM validation process

Small scale study essential for a good validation
» According to the Modular Approach (Hartung et al. 2004)

PARERE (Preliminary Assessment of Regulatory Relevance)
ESTAE (ECVAM Stakeholders Forum)
ICATM (International Cooperation on Alternative Test Methods)

» Input at an early stage on the relevance of the proposed method
» Define regulatory need of the new method
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Process from research to a regulatory test
The ECVAM Modular Approach

Test definition

Within-lab reproducibility

Transferability

Between-lab reproducibility

yes

— yes

Reliability |- yes

Predictive capacity

Applicability domain

Relevance

Performance standards

Hartung et al., 2004
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Process from research to a regulatory test

Industrial driven process Industrial and regulatory driven process

Stage gates for GO/NO GO

Screening
test Prevalidation

» Report by Validation Management Team
Management Team P y velidat 9

Re- 5 Teslt In T_guie Pre-
search/ZCVEIOP- _AANCAUON 45)iqatio
m valid tes

Small scale study essential for a good validation
» Further standardisation of protocols and SOPs
» Development of a prediction model

» May already give some information on the applicability domain and
limitations of the model

Regulator
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Process from research to a regulatory test

Industrial driven process Industrial and regulatory driven process
Stage gates for GO/NO GO

Screening
test

t JEsac

Re- D Teslt n r_guf_e Pre- Peer
search /- CVEIOPR: _AANCAAUON &ajiqation feview
me valid te

ESAC (ECVAM Scientific Advisory Committee)

» Independent panel of scientists (ESAC members + invited experts)
» Review on data generated and on conclusions made by the VMT
» ESAC opinion on the validity of the study

» Recommendations if needed
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Process from research to a regulatory test

Industrial driven process

Industrial and regulatory driven process
Stage gates for GO/NO GO

Team

Screening PARERE Validation
test ESTAF Management
t ICATM

Test
Develop-
ment

In house
alidation
“valid te

?
Pre-  \SPeer  vialidation
validatio eview

» Prospective validation
» Retrospective validation
» Catch-up study

Large scale study

» According to the Modular Approach (Hartung et al. 2004)

» Well defined goal
» Management structure (VMT) with coordination by one of the

» VMT should deliver report on results including the outlook with
respect to regulatory acceptance

» VMT should formulate the applicability domain

Regulator
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Process from research to a regulatory test

Industrial driven process

Screening
test

|

Industrial and regulatory driven process
Stage gates for GO/NO GO

1ESAC1

In house
€ Pre- Peer ..\ Peer
_ i i : _ . Validation i
search/Pevelop 5 al_|dat|on validation Teview evie
m valid te

ESAC

» Independent panel of scientists (ESAC members + invited experts)
» Review on data generated and on conclusions made by the VMT
» ESAC opinion on the validity of the study

» Formulate an opinion for regulatory acceptance

» Recommendations if needed

ECVAM =>» Draft ECVAM recommendations (endorsed
by PARERE, ESTAF and ICATM)
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Process from research to a regulatory test

Industrial driven process

Screening
test

|

Industrial and regulatory driven process
Stage gates for GO/NO GO

In case no validation starts

"

In house .
e Pre- Peer datign\Peer \ Public
- idati B _ Validation _
search Deﬁ:}/glop “V::Iilglfégon validationfeview re>0m9

Process taken over/ from the USA

Public
Comments on draft ECVAM recommendations

Public comments handled by ECVAM
and endorsed by PARERE, ESTAF and ICATM
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Process from research to a regulatory test

Industrial driven process Industrial and regulatory driven process
Stage gates for GO/NO GO

Screening

e
Regulator

Test In house :
Re- L Pre- Peer oSN PeerN\ Public \Regulatory
- : Validation> =
search/DeVelop 5 al_ldatlon validationfTeview eviewc€omment acceptance
m valid tes

EU & OECD & Pharmacopoeia

» International guidelines
» Endorse the applicability domain
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Process from research to a regulatory test

Industrial driven process

Industrial and regulatory driven process
Stage gates for GO/NO GO

Screening

test

|

Re- . Teslt
search /- €Velop-
ment

In house : Post-
alidation I!:::iret-' ep\?i(:\:/v Validation E\ﬁir Public ReguI?tory approval
“valid tesy” Validatio ommengacceptance o |ow-up

Currently missing phase but crucial for “survival” of

alternative methods

» Data generated leading to misclassifications should be centrally stored

» Task for the to coordinate

» The coordinating group should formulate adaptations to the guidelines
and address the findings to the EU, OECD, Pharmacopoeia
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Process from research to a regulatory test

Industrial driven process Industrial and regulatory driven process

Post-
Screening Retrospective \\ Peer \ Public \\Regulatory approval
test validation review€omment acceptance follow-up

|

Test
Develop-
ment

search

Post-
|nan3l;fiin Pre- Peer “Prospective Peer \\Public \Regulatory \ ap5roval
“yalid tes validationTeview ~ validatioprTeview€omment acceptance follow-up

Performance
standards Me-too models

Post-
Ca_tch-_up Pe_er Public \\Regulatory pproval
validation review€omment acceptance

s follow-up
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Process from research to a regulatory test

Industrial driven process

Industrial and regulatory driven process

Screening

test

|

Re- Sl Inan?i;ts;?)n Pre- Peer rospective Peer \ Public \\Regulatory
search ) validationfeview ~validatiopfeviewdomment acceptance
m “valid tes P follow-up

Post-
approval

Performance
standards Me-too models

55

CVAMS? Regulator
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Process from research to a regulatory test

Industrial driven process

Screening
test

|

Industrial and regulatory driven process

Time lines

Post-
approval

€ Develop Inarlggts;in Peer Validation Peer “.Public “Regulatory
search ) valldatlon review reviewc€omment acceptance
me “valid tes P follow-up

€ > 10 years =P (€

>8-12 years

(Alternative (Non-Animal) methods for

Most positive view of estimated timelines Cosmetic Testing: Current Status and

for entry into prevalidation

Future Prospects. ATLA , 2005)

Toxicokinetics

Skin sensitisation
Repeated dose toxicity
Carcinogenicity
Reproduction toxicity
(Adler et al., 2011)

> 5-7 years
/-9 years
no estimate
no estimate
> 10 years
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Process from research to a regulatory test

Industrial driven process Industrial and regulatory driven process
Time lines
Screening
test

Reduction of time ?

|

Post-
e It h_ous_e Peer rospective Peer N\ Public \\Regulatory proval
search Develop- al_ldatlon valldatlo review, validatioprreview€omment acceptance f ”
me “yvalid tes / ’ ollow-up

Reference Studies to extend the
Compounds applicability domain

Smaller prospectlve
alidation studies with
a well defined
applicability domain ;

@amsd  CAcademia > Regulator
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In vivo studies can be painful for animals,
but time necessary to go through the validation process
is nowadays painful for man

Thanks for your attention
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