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Towards the International 
Acceptance of alternative 
Methods! 

Manfred Liebsch 

Federal Institute for Risk Assessment

Centre for Alternative Methods to Animal Experiments - ZEBET
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“Bible” in the Process of Regulatory Acceptance
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ZEBET Contributions to GD 34
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Final consensus at the OECD: Bethesda 2004
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OECD Test Guideline Development 

Member Countries

TUAC

BIAC

NGOs

Int’l Sci. Societies

Secretariat

Int’l Orgs.

Proposal for 

Test Guideline (TG) 

Development

WNT

Draft Proposal 

for TG 

Meetings

Commenting

Round(s)

Revised Draft

TG Proposal

Final TG 

Proposal
WNT

JM EPOC Council Final Test
Guideline

Implementation

Publication

Small ad hoc

Expert Group

SPSF
Essential Criteria
Desirable Criteria

…may last long…
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…because CONSENSUS has to be reached !

…majority agreements are not sufficient !
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Role of Regulators in Validation and Acceptance 

Definition of information needs (suitable readouts / 

endpoints of the Alternative Method)

Selection of Suitable Tests 

Selection of Test Chemicals 

Participation in Method Peer Review

Participation in national and later international 

Consolidation Processes (e.g. OECD, ICH, ISO)

Participation in Definition of Performance Standards

Definition of special studies to enlarge applicability 

domain (= enlarge regulatory acceptance in new areas 

than validated)
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Regulator’s
Chemical Selection

pH distribution
ECVAM  SCVS

Test Producer’s
Chemical Selection

pH distribution
ICCVAM Submission

Selection of Test Chemicals
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WHY STANDARDS ?

COMPARABILITY 

A while ago, we needed to study 

instruction manuals to drive a new car 

without risk …
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WHY STANDARDS ?

COMPARABILITY 

… today, when renting a modern 

car, we can use it within 15 

minutes without risk …

… and without even reading the 

instruction manual

dashboards, switches, 

symbols, and instruments are 

standardised
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WHY PERFORMANCE STANDARDS ?

Braking distance (m) from 100 km/h to zero

CAR SAFETY (1)  

… today, we can rely on a

similar performance of brakes

in all cars, regardless of 

their price and size:

The braking distance (100 –

0 km/h) of all cars in the 

world falls in the range 37.5 

-42.5 m

That compares to 100 ± 7 %
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WHY PERFORMANCE STANDARDS ?

CAR SAFETY (2)  

However, in their performance to 

resist a crash, cars do still differ

Independent bodies are 

therefore defining minimum 

performance standards (crash 

test performance)
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“Father” of Performance Standards (PS)

Michael Balls, 1997
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Catch up Validation

Important: General Performance Standards defined in OECD TG 431 !
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ECVAM
Accepted: 
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Support of Acceptance by Background Doc’s
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Upon Regulator’s Request (SCCNFP): 
Enlargment of Applicability Domain  

SCCNFP and EMEA involved before Method

was submitted to EC Annex V & OECD
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A perfect Rergulator – Industry co-operation

Make scientific use of regulatory data !!
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Do „Valitators“ need CA‘s ? 

YES
At a minimum, for:

• Defining need for the test

• Selection of reference chemicals that 

challenge the tests

• Checking the applicability domain for their

specific regulation
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Do CA‘s need us “validators“ ?

In general YES, but sometimes NO:

this prediction tool has been developed by three CA‘s, 

validated by the ECB, and is used …
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Only by early involvement of CA‘s we will be
able to short-cut the long road to Acceptance
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for your attention  !

Manfred Liebsch

BfR Unit 37: Centre for Alternative Methods to 

Animal Experiments – ZEBET

Berlin

manfred.liebsch@bfr.bund.de


