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“Scientifically validated for a specific 
purpose” should be the end - not the 
beginning - of the Road to Regulatory 
Acceptance

i-SUP 2008 Conference 5, Theme 3: Regulatory Arena

Bruges, 22-25 April 2008

_____________________________

Manfred Liebsch 

Federal Institute for Risk Assessment

Centre for Alternative Methods to Animal Experiments - ZEBET
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Federal Institute for Risk Assessment (BfR) 
Institute Part: Berlin Marienfelde
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The BfR assesses risks ...
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…including foreseeable misuse…
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...and recommends risk management measures
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ZEBET 1
DOCUMENTATION

Database
Information Service

ZEBET 2
EVALUATION
Validation Studies

Co-ordination

ZEBET 3
RESEARCH

R & D
Applied Research

ZEBET

ZEBET at the BfR 

HEALTH (BMG) BMELV

ENVIRONM (BMU) RESEARCH (BMBF)

Consumer Protection
Animal Welfare

ResearchTest Guidelines

2001

RELATION TO MINISTRIES

Human Health
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� establish a database & information service on 

alternatives at the national and international level

� develop 3R alternatives 

� fund research on alternatives

� participate / co-ordinate / consult validation studies

� co-operate with national & international funding 

agencies and validation centres

� provide a forum for information on alternatives 

ZEBET‘s Missions  
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DEFINITION
Validation is the process by which the reliability and relevance
of a procedure are established for a particular purpose

PROCEDURE

(1) Test Development

(2) Intra-laboratory assessment

(3) Inter-laboratory assessment            VALIDATION

(4) Test database development

(5) Independent Evaluation

(6) Regulatory Acceptance

(1) 5-10     
number of test (2) 20-50     
chemicals suggested (3) 10-20    

(4) 200-250    

Validation Process:  Amden I (1990)

}
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Amden I 
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Regulatory Acceptance: Vouliagmeni WS (1990)

INDEPENDENT ASSESSMENT:

Before regulatory authorities are asked to consider

formal acceptance the published results of a validation

study should be considered by one or more independent
assessment  panels (Peer Review Panels)

THESE PANELS SHOULD ASSESS:

• quality of design and conduct of study
(test selection, laboratories involved, selection 

of test chemicals and quality of in vivo data)

• quality of reporting, data analysis and conclusions

• value of validated test in competition with other methods

Balls et al. (1990) Report and Recommendations of an International  Workshop on 
Promotion of the Regulatory Acceptance of Validated Non-animal Toxicity Test 
Procedures     ATLA 18: 339-344, 1990
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Lessions learnt: Amden II (1995)

Practical Aspects of the Validation
of Toxicity Test Procedures

The Report and Recommendations of 

ECVAM Workshop 5

Michael Balls, Bas J. Blaauboer, Julia H. Fentem, Leon Bruner, 

Robert D. Combes, Björn Ekwall, Robin J. Fielder, Andre Guillouzo, 
Richard W. Lewis, David P. Lovell, Christoph A. Reinhardt, Guillermo 

Repetto, Dariusz Sladowski, Horst Spielmann and Flavia Zucco

ATLA 23: 129 - 147, 1995
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Amden II: Refinement of Validation Process

• Reduced number
of labs

• Reduced number 
of chemicals

• Improved study
management

• Involvement 
of independent
expert groups 
(e.g. CA’s)
during the study
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Lessions learnt ?:  Amden III (1998)

No consensus reached on Peer Review and
Regulatory Acceptance – no report published
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OECD Test Guideline Development Process

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 
ProposalWNT

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 100% consensus has to be reached

…majority agreements are not sufficient !
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Fifteen years after Amden I: GD 34 adopted (2005)
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Test definition

Within-lab. variability

Transferability

Between-lab.variability

Predictive capacity

Applicability domain

Performance standards

yes

yes

yes

yes

yes

yes
Peer-review

yes

Reproducibility

Relevance

OECD GD 34: Modular Approach (ECVAM 2005)

Peer Review
positive =
Regulatory Acceptance ?
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Case 1:   Independent expert involvement in a
prospective, formal validation study
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Case 1:     

SCC(NFP) and EMEA involved before Method

was submitted to EC Annex V & OECD

= no go !! = go !!
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Case 2:   In Vitro Skin Corrosion Tests 
(OECD TG 430, TG 431 and TG 435)

Upon request of ZEBET, a Competent 
Authority (BgVV) was involved in the selection 
of the test chemicals for the formal ECVAM 
Skin Corrosion Validation Study.

In contrast to that, the producer of a 
Membrane Barrier Corrosion Test submitted 
data with a self selected set of test chemicals
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ECVAM  SCVS
pH distribution 

acids + bases = minority

IVI ICCVAM Corrositex
Submission

pH distribution
acids + bases = majority

Case 2:        In Vitro Skin Corrosion Tests 
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Case 3:   Four in vitro eye irritation methods
accepted in the EU for positive labeling
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Case 3: Retrospective Assessment by ICCVAM

2 methods passed
BCOP
ICE

2 methods failed
HET-CAM
IRE

Assumption: 
had US regulators
been involved
in EU Validation
Studies early on, the 
conclusions would
have been more 
positive !
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Case 4:             Validation of the alternative a cute 
Inhalation Toxicity ATC Test (Draft OECD TG 436) 

� Since the oral ATC (OECD TG 423) was already experimentally 
validated, the same test design with inhalative route was only 
biostatistically validated (Holzhütter et al. 2003) a nd then in 
2005 the method submitted to the OECD.

� In the consolidation process, the US requested expe rimental 
validation of the inhalative ATC method

� Due to the fact that the submitter (BfR – Germany) h ad access 
to all available data of New Chemicals notification s via the 
national CA (BAuA) , an OECD "Performance Assessment 
Group (PAG)" was set up, chaired by the BfR (Matthi as 
Greiner), who simulated the performance for the GHS  
classification system using these real data.

� In an OECD Expert Meeting (14-15 April 2008) the US  concerns 
were resolved due to this assessment (workload: 6 m onths) 
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Case 5:   A perfect CA – Industry co-operation

Regulators can make scientific use of confidential regulat ory data!

Funded by 
ZEBET
and SET

Data from
BfR

Published by 
ZEBET
(Spielmann & 
Gerbracht)

More data
from
EPA

Accepted
By EFSA
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So: do CA‘s need "Validators" ?

In general YES, but sometimes NO :
This Expert System based prediction tool has been develop ed
by three CA‘s, validated by the ECB, and is used in Regula tion
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And: do "Valitators" need CA‘s ? 

YES!
For:

• Defining need for the test

• Selection of reference chemicals that
challenge the new tests

• Checking the applicability domain for their
specific regulation
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Have we learnt this lesson ? NO!
CA‘s
are

missing!
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EU CA‘s Meeting to “streamline“ Acceptance

Do we really want a 

European Way without

Seeking consensus at

the OECD level ? 
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CONCLUSION:
Prejudices of Competent Authorities…

…
lazy
stupid
stubborn
over-formal
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The reality:  accountable, applied research 
and knowledge on method
applicability for regulatory purposes 
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Only by early involvement of CA‘s we will be able to 
short-cut the long road to Regulatory Acceptance

Otherwise,
we will not
"short-cut", 

but "cut " the 
road to 

Regulatory 
Acceptance

!!!
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Federal Institute for Risk Assessment

Unit 37: Centre for Alternative Methods to Animal
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