
Berlin-Dahlem
Thielallee 88 - 92
D-14195 Berlin
Tel.: +49-1888-412-0

Berlin-Marienfelde
Diedersdorfer Weg 1
D-12277 Berlin
Tel.: +49-1888-412-0

Dessau
Jahnstraße 8
D-06846 Dessau
Tel.: +49-340-64000-0

Federal Institute for Risk Assessment

Bundesinstitut für Risikobewertung BfR
ZEBET at the BfR, Diedersdorfer Weg 1, 12277 Berlin, Germany

Dr. William Stokes
Director, NICEATM
NIEHS, MD EC-17
P.O. Box 12233
Research Triangle Park, NC, 27709
USA

zebet
Zentralstelle zur Erfassung und
Bewertung von Ersatz- und Ergän-
zungsmethoden zum Tierversuch

Centre for Documentation and
Evaluation of Alternatives to
Animal Experiments

Diedersdorfer Weg 1
D-12277 Berlin
Germany
(    +49-1888-412-2270
Fax: +49-1888-412-2958
E-mail: zebet@bfr.bund.de

P.O. Box 33 00 13
D-14191 Berlin
Germany

(:      (0)1888-412-0
Fax:    (0)1888-412-4741
Internet:
http://www.bfr.bund.de

your message date & initials our document number & initials Phone Berlin,
ZEBET-2 / B4122 +49-1888-412- 2275 15 August 2003

Comments on ICCVAM Minimum Performance Standards on three types of In Vitro Tests for Skin Cor-
rosion (Federal Register Notice Vol. 68, No. 126 / Tuesday, July 1, 2003, page 39104)

Dear Dr. Stokes

The institutions ZEBET and ECVAM have in 1997 already worked on the concept of a general use of
skin models for regulatory toxicology. We have developed test protocols and prediction models that
were generally applicable to different commercial skin models. For example, our skin model phototox-
icity test developed with the full thickness skin model Skin_ [Liebsch et al. Toxic. in Vitro 9, 557 –
562, 1994] could later be applied without any change to the epidermis model EpiDerm [Liebsch et al.
Altex 14: 165 – 174, 1997], and was just recently successfully applied to the epidermis model Ski-
nEthic [Jones et al. Toxic. In Vitro 17, 471-480, 2003]. Taking into account that experience and a
comparable experience in the field of skin corrosion tests Michael Balls wrote in 1997 an ATLA edito-
rial about definition of structural and performance criteria (copy enclosed) to facilitate the use of
equivalent biological test systems in validated robust test methods. Finally, as you will recall, in the
year 2002 we have internationally agreed on that concept in the OECD Workshop on Validation and
Acceptance in Stockholm.

With this detailed introduction we want to emphasise that ZEBET very much welcomes the general
concept and the definition of Minimum Performance Standards for the future use of "me too" test
systems that claim to be equivalent to validated systems. In November 2001 this concept has been
intensively discussed in the two OECD Extended Nominated Expert Consultations for the revision of
Draft Test Guideline proposals on new Guidelines for Skin Corrosion and Phototoxicity, that finally
resulted in accepted new OECD TG 430 and 431 on Skin Corrosion, and TG 432 on Phototoxicity.
The Experts (incl. an ICCVAM representative) defined, for example, in TG 431 functional and per-
formance criteria for new skin models in paragraphs 9, 10 and 11. In addition, 12 Reference Chemi-
cals were defined that should be correctly classified if a new skin model was used or the test proto-
col modified. The Experts agreed that meeting these criteria is a sufficient proof of equivalency for a
new skin model, and this was later confirmed by the National Co-ordinators of the OECD Member
Countries. For TG 430 (TER Test), the same Reference Chemicals were defined to address the
problem that the TER is sensitive to the rat strain used and the dimensions of the apparatus used.
Here the twelve chemicals function as re-calibration chemicals rather than as a confirmation of the
usability of the biological test system.

Because international consensus has been reached on OECD Test Guidelines 430 and 431, we wel-
come that the wording of these Guidelines has been used unchanged also in the ICCVAM MPS
documents. However, ZEBET is opposing the additional mandatory requirement to test a
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larger set of chemicals with the TER and Skin Model Corrosion Test, since it results in
mandatory re-validation of validated methods.

If testing a new skin model or a modified TER technology provides correct and reproducible results
for the 12 OECD Reference Chemicals, then there is no need for testing additional chemicals, if we
accept the robustness and general applicability of the new corrosion methods.

However, if not all of the 12 OECD Reference Chemicals are correctly classified additional refinement
work and additional data is needed (depending on whether it looks promising). In that case, a list of
well selected and easily available chemicals like the ones defined in the MPS documents can be very
helpful. We therefore ask ICCVAM to accept the 12 OECD Reference Chemicals* and make
it a mandatory requirement. The second set of 12 Test Chemicals should be recom-
mended for test refinement when the 12 OECD Reference Chemicals have not 100% cor-
rectly been classified.

(* ICCVAM has deleted one of the twelve OECD Reference Chemicals (Acrylic Acid) from the list, because
this was not included in the ECVAM Validation studies. However, the OECD experts had intentionally
selected this chemical as a challenge for the skin model test, because it has a clear in vivo database as a
strong corrosive.)

To emphasise our statement I can inform you that ZEBET and L'ORÉAL are currently very success-
fully co-operating on the generation of a common skin model test for Skin Irritation Testing that can
be applied both to EPISKIN and EpiDerm models and that provides the same results in both models.

We do not comment in detail on the MPS document of the third Skin Corrosion Test (Barrier Test),
since the situation is totally different: Because no OECD Test Guideline has been adopted, the
ICCVAM MPS on the Barrier Test is not in conflict with international consensus. Moreover, to date the
Barrier Method is still more a "black box" than the well validated and characterised skin models.
Therefore, we support the definition of a sufficient number of reference chemicals, as suggested by
the MPS document.

We do hope ICCVAM re-considers the TER and Skin Model MPS documents accordingly

On behalf of ZEBET

Sincerely yours

Dr. Manfred Liebsch

PS: We would like to put your attention to a few minor points (typos etc.):

Skin Model MPS:

Page 3, 3rd para: Although historically EpiDerm has been validated as an alternative to EPISKIN because
it was not available any more, it was the catch up validation concept, only to show that EpiDerm was
equivalent to EPISKIN. Delete that sentence, as EPISKIN is available again.

Page 4, 3rd para: Change reference (221) into (22)

Page 6, 4th para: Delete "cell"

Page 10, Table 2: As a strong MTT reducer that accumulates in the tissues n-Heptylamine is now correctly
classified in all skin models (including SkiEthic), if the killed tissue control procedure is applied (see para-
graph 15 of TG 431 and Liebsch et al ATLA 28, 371-401, 2000)
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ENCLOSURE
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