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News from the American Society for Cellular and 
Computational Toxicology

The American Society for Cellular and 
Computational Toxicology (ASCCT) re-
leased its second newsletter to its mem-
bership in June. To increase visibility 
about the activities and plans of the So-
ciety, this newsletter, together with the 
first issue, released in March, is being 
made available to the general public via 
the ASCCT website (www.ascctox.org). 
Subsequent newsletters will be available 
only to members.

This summer the ASCCT has add-
ed many individual members and one  
new Founding Sponsor: S.C. Johnson. 
Organizations that contribute $ 1000 by 
Aug. 31, 2011 will be considered Found-
ing Sponsors and will receive a lifetime 
complimentary individual membership, 
display of their logo on the ASCCT web 
site, and other advertising benefits over 
the life of the Society.

Individuals, students, and organiza-
tions had the opportunity to join the So-

ciety in Montreal at the ASCCT booth at 
the 8th World Congress on Alternatives 
and Animal Use in the Life Sciences.

During the Congress, the ASCCT also 
co-hosted a lunch session with the Eu-
ropean Society for Cellular and Compu-
tational Toxicology (ESTIV), i.e. Ses-
sion I-14: Comparing the Challenges of  
Implementing New Non-animal Methods 
in the U.S. and Europe.

Four speakers (two ESTIV and two 
ASCCT members) discussed the chal-
lenges in implementation and use of  
alternative methods within corporate and 
academic sectors.

Topics included:
–	 Factors driving the search for and de-

velopment of alternative methods 
–	 Resources available for development 

and validation (or lack thereof) 
–	 Comparison of processes for the de-

velopment of methods, whether the de-

velopment and use will be in-house or 
external

–	 Challenges to the regulatory accept-
ance of data from alternative methods 

–	 Recommendations for making the im-
plementation and use of alternative 
methods more efficient 

In July ASCCT members enjoyed the 
first in what will be a series of educa-
tional webinars on topics in in vitro and 
in silico toxicology, including regulatory 
agency, member, and OECD activities 
and emerging research and tools. The 
first webinar was given by Dr. Patricia 
Schmieder of the EPA’s National Health 
and Environmental Effects Research 
Laboratory, describing MetaPath, a Me-
tabolism Pathway Database and compu-
tational tool. The next webinar will be 
in September and will be given by Dr. 
Gilman Veith of the International QSAR 
Foundation, on Effectopedia. 

Become a member to find out more!

 Corners
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CAATfeed
CAAT at the 8th World Congress 
on Alternatives and Animal Use 
in the Life Sciences 
Montreal, Canada.  
August 21-25, 2011

–	 On Sunday, August 21, CAAT and the 
Human Toxicology Project Consor-
tium co-hosted a satellite meeting on 
implementation of the NAS Report: 
“21st Century Toxicology: Updates on 
Current Efforts.” 

–	 CAAT observed its 30-year anniversary 
Monday evening as part of the opening 
Get-Together Party at the magnificent 
Bonsecours Market overlooking the St. 
Lawrence River. 

–	 CAAT again organized a meeting of 
representatives of the various 3Rs or-
ganizations world-wide, as well as a 
separate Altweb Project Team Meet-
ing.

CAAT collaboration with  
IVTIP and ESTIV

CAAT joined forces with the In Vitro 
Testing Industrial Platform (IVTIP) and 
the European Society of Toxicology In 
Vitro (ESTIV) to offer a meeting that ad-
dressed “In vitro reconstructed human 
tissue models as alternatives to animal 
testing: applications and limitations.” 
The meeting was held in Monaco April 
26-28. The meeting also was sponsored 
by EPAA and Cefic. 

The highlight of the first day was the 
official announcement of the ALEXAN-

DRA Association. ALEXANDRA (Al-
ternatives to Experiments on Animals 
Destined to Research Applications) is 
a Monaco-based initiative headed by 
Dr. Bart de Wever and Dr. Constantin 
Turchina. The Association (http://www.
alexandra-project.org) aims to stimu-
late research and development in the 
area of alternative methods to animal 
experimentation by providing financial 
support to researchers and entrepre-
neurs worldwide. The ALEXANDRA 
Association will work in collaboration 
with other international centers of ex-
cellence including CAAT, ESTIV, ZET 
and IVTIP. ALEXANDRA also will 
provide a platform for discussion and 
exchange of information on the selected 
R&D projects between scientific opin-
ion leaders, industry, regulatory bodies 
and the public, organizing regular inter-
national conferences in Monaco. 

During the Monaco meeting, IVTIP, 
ESTIV and CAAT-Europe officially an-
nounced their decision to collaborate 
closely in the future. Networking is the 
principal tool implemented by each 
organization to reach our goals. The 
common denominator for the three or-
ganizations is the genuine interest in in 
vitro testing and the objective to actively 
promote in vitro toxicology in product 
development, hazard identification and 
safety assessment.

The goals of this collaboration among 
the three societies include:
–	 Optimize the exploitation of the syner-

gies with the objective of improving 
the flow of relevant knowledge be-

tween academia, industry and regula-
tory bodies.

–	 Stimulate the application of in vitro 
tests by industry and the acceptance of 
these tests by regulatory authorities.

CAAT-Europe holds  
workshop on dog use  
in biomedical  
research and testing

The workshop, held in Budapest, Hun-
gary, drew representatives from uni-
versities, pharmaceutical companies, 
NGOs, and other stakeholders who 
discussed where dogs are currently be-
ing used and how the Three Rs might 
be applied to their use. A summary and 
outcomes of the meeting will be pub-
lished in ALTEX. The meeting was cov-
ered by Nature in a recent article titled: 
“Call to curb lab tests on dogs. Canine 
remains the default option in outdated 
pharmaceutical toxicology.” See http://
www.nature.com/news/2011/110628/
full/474551a.html. Although there were 
some minor errors in the article, the ba-
sic focus and discussion of the meeting 
were presented accurately.

Nature article on CAAT study 
analyzing phase one of REACH

In Europe the REACH legislation 
aims to fill the large information gaps 
we have on chemicals in current use. 
This massive effort has a large impact 
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on animal use and its alternatives. We 
previously published an estimation of 
the animal numbers required to achieve 
the REACH goals if we apply the first 
guidance for testing (http://www.na-
ture.com/nature/journal/v460/n7259/
full/4601080a.html). The outcome was 
that this approach is clearly not feasi-
ble. The first 200 publicly available 
summary reports were now analyzed 
focusing on reproductive and develop-
mental toxicity, which will require 90% 
of the animals and 70% of the testing 
costs of REACH (http://www.nature.
com/news/2011/110712/full/475150a.
html). 20% more substances were reg-
istered than expected (final count 3242) 
in the first phase and it appears that 
more information on reproductive and 
developmental toxicity is available than 
we expected. However, only few dossi-
ers suggest new animal experiments be 
done, despite large data gaps remaining 
in these areas. Therefore, the proposed 
completeness check of 5% of dossiers 
not proposing new animal experiments 
by ECHA will not suffice to ensure the 
information needs required by REACH 
are met. Extrapolating only the tests 
that have been suggested in these first 
200 proposals to the full dossier count 
will already exceed European testing 
capacities. We clearly need to integrate 
alternative approaches, especially in re-
productive toxicity testing, where the 
one-generation study already accepted 
by OECD reduces animal use and costs 
by over 60%, but is not yet accepted 
for REACH (http://www.nature.com/

news/2010/100113/full/463142b.html). 
The full study has been expanded to 
400 dossiers and is under peer-review 
at ALTEX.

Upcoming CAAT events

CAAT t4 Workshop
Roadmap for Systemic Toxicity  
Testing
October 10-12, 2011
Konstanz, Germany
Contact: caat-eu@uni-konstanz.de

CAAT-Europe Workshop and  
Information Day

Status and Future of Cosmetics  
Safety Testing
October 13, 2011
Konstanz, Germany
Contact: caat-eu@uni-konstanz.de

CAAT-US t4 Workshop
Testicular Toxicology In Vitro Models
October 26-27, 2011
Baltimore, MD, USA
Contact: mprincip@jhsph.edu

CAAT-US Information Day
Food Information Day
November 15, 2011
Baltimore, MD, USA
Contact: mprincip@jhsph.edu

For up-to-date listings  
and information about CAAT 
programs and events: 
http://caat.jhsph.edu/programs/

Recent publications by CAAT/
CAAT-Europe Faculty

Bressler J., O’Driscoll C., et al. (in press). 
P19 embryonic carcinoma cell line: A 
model to study gene-environment in-
teractions. In Michael Aschner, et al. 
(eds.). CellCulture Techniques (Neu-
romethods 56), Heidelberg: Springer 
Science+Business Media. 

Hartung, T., and Sabbioni, E. (2011). 
Alternative in vitro assays in nano-
material toxicology. Wiley Interdiscip. 
Rev. Nanomed. Nanobiotechnol., doi: 
10.1002/wnan.153. 

Stiegler, N., Krug, A., Matt, F., and Leist, 
M. (2011). Assessment of chemical-
induced impairment of human neurite 
outgrowth by multiparametric live cell 
imaging in high-density cultures. Toxi-
col. Sci. 121, 73-87.
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News from ecopa

The European Consensus-Platform for 
Alternatives – ecopa – welcomes the op-
portunity to inform ALTEX readers of 
our activities in a regular corner.

Ecopa is a non-governmental organiza-
tion that promotes the 3Rs at the Europe-
an level. It brings together 14 European 
national consensus platforms on alterna-
tive methods: the Austrian Centre for Al-
ternative and Complementary Methods 
to Animal Testing (zet), the Belgian Plat-
form for Alternative Methods to Animal 
Testing (BPAM), the Czech Consensus 
Platform for 3R Alternatives to Animal 
Experimentation (CZECOPA), the Dan-
ish Consensus Platform for Alternatives 
(DACOPA), the Finnish National Con-
sensus Platform for Alternatives (Fin-
copa), the French Plateforme Nationale 
pour le développement des Méthodes al-
ternatives à l’experimentation animale, 
the German Foundation for the Promo-
tion of Alternate and Complementary 

Methods to Reduce Animal Testing (Stif-
tung set), the Hungarian Consensus Plat-
form for Alternatives (HUCOPA), the 
Italian Platform on Alternative Methods 
(IPAM), the Netherlands Organization 
for Health Research and Development 
(ZonMw), Norwegian Reference Centre 
for Laboratory Animal Science & Alter-
natives (norecopa), the Spanish Red Es-
pañola para el Desarrollo de Métodos 
Alternativos a la Experimentación Ani-
mal (Rema), the Swedish Platform for the 
3Rs alternatives to animal experiments 
(Swecopa), the 3R Research Foundation 
Switzerland, and associated platforms in 
Poland and Ireland. 

Ecopa’s major stakeholders are animal 
welfare organizations, industry, academia 
and governmental institutions, which are 
all equally represented. The aims of eco-
pa are exchange of scientific information, 
expertise and experience, development 
and implementation of 3R-methods and 

improvement of public, governmental 
and scientific awareness toward alterna-
tive methods. Ecopa is active in science, 
education and also in ethical issues with 
respect to alternative approaches. The 
tools ecopa involves for its aims include 
organization of conferences and semi-
nars, dissemination of information also 
via scientific publications, scientific and 
educational initiatives, membership in 
relevant bodies, preparing reports, and 
critical and scientific political statements 
(e.g. “impact of REACH 2006”), organi-
zation of workshops (e.g. annual ecopa 
workshop and ecopa Science Initiative 
– eSI-workshops), and participation in 
EU projects. Ecopa was involved in sev-
eral FP6 and FP7 projects, i.e. CONAM, 
PREDICTOMICS, A-CUTE-TOX, RE-
PROTECT, SENS-IT-IV, BIOSOM, 
carcinoGENOMICS, LIINTOP, FORIN-
VITOX and START-UP. The registered 
office of ecopa is located in Brussels.
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International Consensus  
Meeting on Farm Animals

Norecopa regularly arranges interna-
tional meetings on the application of the 
3Rs. Previous meetings have focused on 
fish and wildlife research. The upcom-
ing meeting will be on “Harmonization 
of the Care and Use of Farm Animals in 
Research”, to be held September 26-28, 
2012 at Oslo airport Gardermoen. 

The revised EU Directive on animal re-
search will come into effect just 3 months 
after this meeting, and last year a new edi-
tion of the FASS Guide for the Care and 
Use of Agricultural Animals in Research 
and Teaching was issued in the United 
States. The consensus meeting will serve 
as a forum to discuss the implications of 

these new documents, as well as provid-
ing continued professional development 
for all those involved in the use of farm 
animals in research.

For more information visit www.
norecopa.no/sider/tekst.asp?side=21 or 
contact Adrian Smith (adrian.smith@ve-
tinst.no).

Care and Use of Fish in Research

One of the new items in the revised EU 
Directive is that all procedures are to be 
classified according to their severity (Ar-
ticle 15). An expert group commissioned 
by the EU has produced guidelines for 
the severity classification of procedures 
used on animals in research. This report 

focused on procedures used on the tra-
ditional laboratory animals. A number 
of procedures commonly used in fish re-
search were not mentioned.

Following the international consen-
sus meeting entitled “Harmonisation of 
the Care and Use of Fish in Research,” a 
complementary report on procedures used 
in fish research was published: 
Hawkins, P., Dennison, N., Goodman, 

G., et al. (2011). Guidance on the se-
verity classification of scientific proce-
dures involving fish: report of a Work-
ing Group appointed by the Norwegian 
Consensus-Platform for the Replace-
ment, Reduction and Refinement of 
animal experiments (Norecopa). Lab. 
Anim., Epub ahead of print.

New teaching material  
for schools 

Alternatives to animal testing need sup-
port! Therefore, it is crucial that juve-
niles learn about them already in school. 
In cooperation with Dr Klaus Schröder 
from “Zet” (Zentrum für Ersatz- und 
Ergänzungsmethoden), the Austrian As-
sociation for Animal Welfare Education 
“Tierschutz macht Schule” developed an 
educational magazine for college students 
and young people interested in studying 

at university. The mascot rat “Rita 3R” 
guides readers through the teaching re-
source, explaining important terms such 
as the “3Rs in science” and showing ways 
to improve the life of research animals. In 
order to provide first hand data and im-
pressions “Rita 3R” also interviews Prof. 
Dr Hanno Würbel (Institute of Veterinary 
Physiology, Justus-Liebig-University 
of Giessen, Germany) and Dr Jan Lund 
Ottesen (Veterinarian, Head of the Ani-
mal Facility of Novo Nordisk). This edu-
cational magazine can be read individu-

ally or used in class without preparatory 
time according to the approach of holistic 
learning. Next to interviews with experts, 
“Rita 3 R” informs on the history of ani-
mal testing as well as on the European 
Cosmetics Directive. The practical as-
pects of the development of alternatives 
to animal testing are shown through a 
portrait of the work of Dr Schröder and 
his team at Zet. The magazine “Animal 
pro – research animals” can be ordered 
at: www.tierschutzmachtschule.at

Zet (Austria):

Norecopa (Norway):
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Peer Panel Report available on a 
new method to identify potential 
endocrine active substances

In a public meeting on March 29-30, 
2011, an independent international peer 
review panel agreed with ICCVAM draft 
test method recommendations stating 
that an in vitro test method may be used 
as an initial screen to identify substances 
with the potential to enhance or inhibit 
activation of the estrogen receptor. More 
than 40 scientists representing industry, 
academia, and U.S. Federal regulatory 
agencies attended the peer panel meeting 
at the National Institutes of Health. The 
meeting was open to the public. 

NICEATM convened the peer review 
panel meeting as part of the ICCVAM 
test method evaluation process. The pan-
el, which included expert scientists from 
seven countries, reviewed data from a 
NICEATM-sponsored validation study to 
assess the accuracy and reliability of an 
in vitro estrogen receptor (ER) transcrip-
tional activation (TA) test method. This 
test method, the BG1Luc ER TA, was 
considered for qualitative identification 
of substances with in vitro ER agonist or 
antagonist activity. The BG1Luc ER TA 
test method uses human ovarian cancer 
cells to measure whether and to what ex-
tent a substance induces or inhibits TA 
activity via the ER-mediated pathway. 
Also known as the LUMI-CELL® ER 
assay, this method was developed by Xe-
nobiotic Detections Systems, Inc., with 
support from a Small Business Innova-
tion Research grant from the NIEHS.

The report of the peer review panel 
meeting was made available in May, and 

We are pleased to provide this update 
on recent and planned activities of the 
National Toxicology Program (NTP) 
Interagency Center for the Evaluation 
of Alternative Toxicological Methods 
(NICEATM) and its Interagency Coor-
dinating Committee on the Validation 
of Alternative Methods (ICCVAM).  
ICCVAM is composed of representatives 
from 15 U.S. Federal regulatory and 
research agencies that require, use, or 
generate toxicological and safety testing 
information. ICCVAM is charged by law 
with evaluating the usefulness and limi-
tations of new, revised, and alternative 
safety testing methods with regulatory 
applicability and providing recommen-
dations on their scientific validity to U.S. 
Federal agencies, which must respond 
to ICCVAM within 180 days. ICCVAM 
promotes the scientific validation and 
regulatory acceptance of safety testing 
methods that more accurately assess the 
health hazards of chemicals and products 
while reducing, refining (decreasing or 
eliminating pain and distress), and re-
placing animal use.

NICEATM administers ICCVAM and 
provides scientific and operational sup-
port for ICCVAM-related activities. Con-
sistent with the NTP mission, NICEATM 
also conducts and coordinates interna-
tional validation studies on high prior-
ity improved safety testing methods and 
strategies. NICEATM and ICCVAM col-
laborate to evaluate new and improved 
test methods and strategies applicable 
to the needs of U.S. Federal agencies 
and work to achieve national and inter-
national harmonization of safety testing 
methods.

NICEATM invited public comment on 
the report via email announcements and a 
notice in the Federal Register. ICCVAM 
will consider the peer review panel’s 
report, comments from the public, and 
comments from the Scientific Advisory 
Committee on Alternative Toxicological 
Methods (SACATM) as it develops final 
test method recommendations that will 
be forwarded to U.S. Federal agencies 
later this year.

Exposure to substances that interfere 
with the normal function of hormones in 
the endocrine system can lead to abnor-
mal growth, development, or reproduc-
tion. The U.S. Environmental Protection 
Agency initiated the Endocrine Disruptor 
Screening Program to screen pesticides 
and environmental contaminants for their 
potential to affect the endocrine systems 
of humans and wildlife. The BG1Luc 
ER TA test method may be appropriate 
for use as an initial screen of substances 
tested in this program.

The peer review panel report, which 
contains a detailed summary of the pan-
el’s discussions and conclusions, along 
with all of the documents considered by 
the peer review panel, are available on 
the NICEATM-ICCVAM web site at: 
http://iccvam.niehs.nih.gov/methods/en-
docrine/PeerPanel11.htm

ICCVAM Working Group 
proposes test guideline changes 
to improve animal welfare

While alternative test methods are now 
available to evaluate some chemical eye 
hazards, regulatory testing still often re-

News from NICEATM  
and ICCVAM
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sions that can be used as humane end-
points to allow the early termination of 
studies in order to lessen or avoid pain 
and distress.

More information about the ICC-
VAM recommendations for the use of 
anesthetics, analgesics, and humane 
endpoints in ocular safety testing may 
be found on the NICEATM-ICCVAM 
web site at: http://iccvam.niehs.nih.gov/
methods/ocutox/pretreat.htm

NICEATM-ICCVAM International 
Workshop on Rabies Vaccine 
Testing: Preliminary agenda 
available and call for abstracts 

NICEATM and ICCVAM will convene 
an “International Workshop on Alterna-
tive Methods for Human and Veterinary 
Rabies Vaccine Testing: State of the Sci-
ence and Planning the Way Forward” on 
October 11-13, 2011, at the U.S. Depart-
ment of Agriculture Center for Veterinary 
Biologics in Ames, Iowa. The workshop 
is co-organized by the European Centre 
for the Validation of Alternative Meth-
ods, the Japanese Center for the Valida-
tion of Alternative Methods, the Korean 
Center for the Validation of Alternative 
Methods, and Health Canada.

This workshop will bring together 
international scientific experts from 
government, industry, and academia to 
review the available methods and ap-
proaches that reduce, refine (decrease or 
eliminate pain and distress), and replace 
animals used in human and veterinary ra-
bies vaccine potency testing. Participants 
then will develop an implementation 

quires the use of animals. Fortunately, 
U.S. Federal agencies now have ac-
cepted ICCVAM recommendations for 
pain management procedures that can 
eliminate most if not all pain and dis-
tress when it is necessary to use animals 
for eye safety testing of chemicals and 
products. 

NICEATM and the ICCVAM Intera-
gency Ocular Toxicity Working Group 
(OTWG) recently proposed updates 
to the current Organization for Eco-
nomic Co-operation and Development 
(OECD) test guideline for in vivo ocular 
safety testing to incorporate the ICC-
VAM-recommended pain management 
procedures. An updated test guideline 
will allow these procedures to be used 
worldwide, resulting in improved ani-
mal welfare for those situations where 
in vivo testing is necessary for ocular 
safety testing. The current test guide-
line, “Acute Eye Irritation/Corrosion” 
(Test Guideline 405) was issued in April 
2002.

A draft revised Test Guideline 405 was 
circulated to OECD member countries 
for comments in June 2011. The updat-
ed draft test guideline is expected to be 
considered by the international Working 
Group of National Coordinators of the 
OECD Test Guidelines Program at their 
spring 2012 meeting. 

The ICCVAM recommendations in-
clude procedures for using topical anes-
thetics (similar to those used in human 
eye surgeries) and systemic analgesics 
prior to and after test article administra-
tion in order to avoid animal pain and 
distress. The recommendations also 
identify specific clinical signs and le-

strategy to achieve global acceptance and 
use of these alternatives.

A preliminary draft agenda for the 
workshop is now available on the 
NICEATM-ICCVAM web site. Planned 
sessions will include reviews of current 
practices and regulations for rabies vac-
cine potency testing, opportunities for 
reduction and refinement of animal use 
in currently available in vivo assays, and 
available non-animal methods and strat-
egies for rabies vaccine potency testing. 
Breakout sessions will allow discussions 
leading to recommendations on how to 
achieve the acceptance and use of avail-
able alternative methods.

A poster session planned for the up-
coming workshop will feature presenta-
tions on current research, development, 
validation, and regulatory acceptance of 
alternative methods that may reduce, re-
fine, or replace the use of animals in ra-
bies vaccine potency testing. NICEATM 
and ICCVAM invite the submission of 
abstracts for scientific posters to be dis-
played during this workshop; abstracts 
should be submitted by August 17, 
2011.

Rabies in humans is a uniformly fa-
tal disease, with infections killing more 
than 55,000 people worldwide each year. 
Rabies vaccines serve a vital role in pre-
venting further deaths and controlling 
the disease in certain animal populations. 
According to the World Health Organi-
zation, an estimated 15 million people 
receive post-exposure vaccine prophy-
laxis annually due to actual or suspected 
exposures to the rabies virus. In the U.S. 
and other developed countries, rabies 
vaccines have effectively eliminated do-
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mestic canine rabies virus strains. How-
ever, determining the safety and effec-
tiveness of rabies vaccines requires large 
numbers of laboratory animals and in-
volves significant pain and distress. New 
methods and approaches are sought that: 
1) are more humane and use fewer or no 
animals, 2) are faster, cheaper, and more 
accurate, and 3) are safer for laboratory 
workers.

A recent international workshop or-
ganized by NICEATM, ICCVAM, and 
its international partners identified ra-
bies vaccines as one of the three high-
est priorities for future research, devel-
opment, and validation of alternative 
test methods that could further refine, 
reduce, and ultimately replace animal 
use for potency and safety testing. One 
of the highest priority implementation 
activities was the organization of an 
international workshop on alternative 
methods for rabies vaccine potency 
testing. Based on recent scientific and 
technological advances, several alterna-
tive approaches have been proposed or 
are currently available.

Participants in the October workshop 
will review these approaches and define 
efforts necessary to achieve global ac-
ceptance and implementation. The work-
shop will identify critical components of 
manufacturing processes necessary to 
demonstrate batch-to-batch consistency 
and how monitoring these components 
can be used with in vivo and in vitro po-
tency tests in an integrated approach to 
reduce and replace animal use for rabies 
batch release. Workshop participants 
also will identify the most appropriate 
source(s) for reference reagents to ensure 
standardization of in vitro rabies potency 
testing methods.

A link to online registration, a pre-
liminary draft agenda, abstract submis-
sion guidelines, and other information 
is available on the NICEATM-ICCVAM 

website at http://iccvam.niehs.nih.gov/
meetings/RabiesVaccWksp-2011/Ra-
biesVaccWksp.htm. Those planning to 
attend the workshop are asked to prereg-
ister by October 1, 2011. Please note that 
late registration at the workshop will not 
be available, as U.S. Department of Agri-
culture security requires that all attendees 
preregister for the workshop.

If you have questions about the work-
shop or would like more information, 
please contact NICEATM at: niceatm@
niehs.nih.gov

Nominations received  
for validation studies on four  
in vitro test methods

ICCVAM recently received nominations 
for validation studies on four in vitro test 
methods. Public comments were request-
ed and will be considered by ICCVAM 
as it finalizes its recommendations for the 
priority of these proposed studies. These 
test methods may have the potential to re-
duce or replace animal use for detecting 
and quantifying botulinum neurotoxins 
and for identifying non-endotoxin pyro-
gens. NICEATM also seeks data gener-
ated using in vitro test methods relevant 
to the nominations, as well as relevant in 
vivo reference data.

Nomination for the detection and quanti-
fication of botulinum neurotoxins
NICEATM seeks information and data 
from alternative test methods used for de-
tecting and quantifying botulinum neuro-
toxins (BoNT), including but not limited 
to three test methods nominated by Bi-
oSentinel Pharmaceuticals, Inc. (BioSen-
tinel). Data from the standardized mouse 
LD50 assay currently used for these end-
points are requested for comparison.

Participants in a 2006 NICEATM-ICC-
VAM international workshop on alterna-

tive methods for botulinum toxin testing 
noted that some available methods might 
be useful as replacements for the stand-
ard mouse LD50 assay in the future, giv-
en additional development and validation 
efforts. Following appropriate validation 
and demonstration of adequate perform-
ance, the three test methods nominated 
to ICCVAM by BioSentinel may have 
the potential to meet regulatory require-
ments for detection and quantification of 
BoNTs in a range of applications, thus 
reducing or replacing animal use in the 
standard assay.

Nomination for the detection of non-
endotoxin pyrogens
In addition, NICEATM seeks information 
and data from alternative test methods 
used to identify non-endotoxin pyrogens, 
including but not limited to the monocyte 
activation test (MAT), which was nomi-
nated to ICCVAM by Biotest AG. Data 
on non-endotoxin pyrogens tested in 
the rabbit pyrogen test are requested for 
comparison.

A 2008 ICCVAM evaluation report 
recommending five in vitro methods pro-
posed for assessing the potential pyrogen-
icity of pharmaceuticals and other prod-
ucts noted that the test methods appeared 
also to have the potential for identifying a 
wider range of pyrogens than endotoxins. 
Accordingly, ICCVAM recommended fu-
ture studies that could expand the appli-
cability of the test methods. In response 
to these recommendations, Biotest AG 
has nominated a commercialized version 
of one of the tests for additional valida-
tion studies to evaluate its usefulness for 
identifying non-endotoxin pyrogens.

Public comment invited
Based on the information provided by the 
test method sponsors, ICCVAM proposes 
that the recently nominated activities are 
of sufficient interest and applicability to 
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identify substances with the potential to 
cause allergic contact dermatitis. Other 
presentations highlighted recent ICC-
VAM recommendations on ocular safety 
testing methods as well as conclusions 
and recommendations from the 2010 
NICEATM-ICCVAM workshop on alter-
native methods for vaccine potency and 
safety testing.

NICEATM-ICCVAM requests 
nominations and submissions 
of test methods with potential 
regulatory applications

NICEATM and ICCVAM welcome nom-
inations and submissions from the pub-
lic for new or revised alternative safety 
testing methods with the potential to im-
prove the accuracy of safety assessments 
and the potential to reduce, refine, or re-
place the use of animals. Test methods 
that incorporate advances in science and 
technology are especially encouraged.

Nominations can be submitted for 
proposed test method validation stud-
ies, specific test method or validation 
issues, or requests for test method evalu-
ations. Such nominations typically are 
addressed with international validation 
studies, workshops, conferences, or test 
method independent scientific peer re-
view meetings.

When validation studies have been 
completed that adequately characterize a 
test method’s usefulness and limitations 
for a specific proposed regulatory require-
ment or application, a submission can be 
sent to ICCVAM for review and technical 
evaluation of the test method. ICCVAM 
then develops a test method evaluation 
report and formal recommendations that 
are forwarded to U.S. Federal agencies 
for acceptance consideration. 

Organizations or individuals that wish 
to propose nominations or submissions of 

warrant further evaluation. ICCVAM’s 
preliminary recommendation is that both 
nominations should have a high priority 
for further discussion to assess what in-
formation is needed to adequately char-
acterize the usefulness and limitations of 
the proposed test methods and any other 
similar in vitro test methods for these 
endpoints.

As part of the nomination review 
process, NICEATM invited public com-
ments on these nominations and on the 
appropriateness and draft relative prior-
ity assigned by ICCVAM to the nomi-
nated activities. The preliminary ICC-
VAM recommendations were discussed 
by the Scientific Advisory Committee on 
Alternative Toxicological Methods (SA-
CATM) at its meeting in June. SACATM 
agreed with ICCVAM that the nomina-
tions should receive a high priority for 
continued activity. ICCVAM will con-
sider public and SACATM comments as 
it finalizes its recommendations on the 
priority of these nominations.

NICEATM staff presented at 
international meeting

NICEATM staff and ICCVAM commit-
tee members delivered presentations on 
recent NICEATM-ICCVAM activities 
and accomplishments at the Eighth World 
Congress on Alternatives and Animal Use 
in the Life Sciences in Montreal, Canada 
August 21-25. The theme of the Eighth 
World Congress (WC8) was “Together 
It’s Possible,” reflecting the specific goal 
of bridging the distance between science 
and policy and to identify opportunities 
for collaboration.

NICEATM and ICCVAM delivered 
five presentations at WC8 summarizing 
recent ICCVAM recommendations on 
the use of new versions and applications 
of the murine local lymph node assay to 

promising test methods are encouraged 
to contact NICEATM for information 
and guidance on preparing proposals. 
Submission and nomination guidelines 
also are available on the NICEATM-IC-
CVAM website at: http://iccvam.niehs.
nih.gov/SuppDocs/submission.htm

For More Information
 
Questions about NICEATM and  
ICCVAM activities are welcomed and 
can be directed to Dr. William S. Stokes, 
Director, NICEATM, at niceatm@niehs.
nih.gov; phone 919-541-2384; fax 919-
541-0947. Copies of documents men-
tioned in this update can also be obtained 
by contacting NICEATM.

Information on the availability of 
NICEATM and ICCVAM draft docu-
ments, requests for nominations of ex-
perts to participate at workshops and on 
peer review panels, and specific informa-
tion about NICEATM-ICCVAM meet-
ings are communicated via the ICCVAM-
all e-mail list and in notices posted in the 
U.S. Federal Register.

Subscribers to the ICCVAM-all e-mail 
list are notified directly of NICEATM- 
ICCVAM activities. Subscribers re-
ceive e-mail notification of NICEATM- 
ICCVAM Federal Register notices, 
availability of NICEATM-ICCVAM re-
ports, notices of upcoming meetings, re-
quests for public comments or data, and 
other events of interest to our stakehold-
ers. If you would like to subscribe to the  
ICCVAM-all list, or for more infor-
mation, please visit the NICEATM- 
ICCVAM website at: http://iccvam.niehs.
nih.gov/contact/ni_list.htm
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Chinese Symposia on 
Alternatives to Animal Testing

The growing international interest in non-
animal testing methods was demonstrated 
recently during a series of symposia held 
in the People’s Republic of China. Be-
tween April 11 and 15, Chinese scien-
tists and regulators organized three major 
meetings which were held in Beijing and 
Guangzhou. Dr. Rodger Curren (IIVS) 
and Dr. Brian Jones (Mary Kay Cosmet-
ics) were invited to the symposia and 
gave presentations on behalf of the IIVS 
Science Advisory Panel. 

The First International Symposium on 
Cosmetics – Alternatives to Animal Ex-
perimentation for Cosmetics took place 
on April 11-12 in Beijing. The meeting 
was organized by the China Cosmetic 
Research Center with major support from 
the Food Licensing Department of the 
SFDA – the department which regulates 
cosmetics in China. The purpose of the 
symposium was to increase communica-
tion and cooperation within the interna-
tional cosmetic community and to remove 
technology barriers to cosmetic safety 
assessment. The symposium had more 
than 100 attendees and speakers from the 
SFDA, Beijing Technology and Business 
University, China CDC, China Entry-Exit 
Inspection and Quarantine Bureau, and 
industry speakers from Asia, Europe and 
the United States. It was clear during the 
meeting that internationally recognized 
alternative methods would gradually be 
approved by the SFDA for evaluation of 
cosmetics.

Two days later the Center for Dis-
ease Control and Prevention (CDC) of 
Guangdong Province and the Labora-
tory Animal Center of Southern Medical 
University organized the International 

IIVS offers assay for skin 
sensitization

Developed by Givaudan, the Keratino-
Sens assay offers a cost effective way to 
screen ingredients for their potential as 
skin sensitizers. The assay is based on the 
Nrf2-Keap1-ARE toxicity pathway and 
utilizes a reporter cell line with a luci-
ferase gene to detect electrophilic chemi-
cals – a feature of skin sensitizers. The 
assay showed promising reproducibility 
and predictivity during a recent multi-
laboratory study (Natsch et al., 2011) and 
is currently being considered for review 
by ECVAM. To learn more about the Ke-
ratinoSens Assay contact Dr. Kimberly 
Norman at knorman@iivs.org.

 
 

Dates for annual hands-on 
training course announced  

Practical Methods for In Vitro  
Toxicology Workshop 
On January 23-26, 2012, the IIVS’ Prac-
tical Methods for In Vitro Toxicology 
Workshop will be held at the IIVS facil-
ity in Gaithersburg, MD. The course is 
comprised of both lecture and laboratory 
activities intended to provide a compre-
hensive introduction to in vitro toxicolo-
gy techniques and the regulatory environ-
ment in which they are used. Past course 
participants have included representatives 
from industry, academia, and government 
agencies.

Course size is limited to 12 participants 
to allow for individual instruction in the 
laboratory. Registration fee includes lunch 
each full day and two evening events. For 
more information on the course including 
a sample agenda, please contact Amanda 
Ulrey at: aulrey@iivs.org

Symposium on Technology and Applica-
tion of Alternatives to Animal Testing. 
This meeting brought together more than 
100 delegates from industry and several 
CDCs (where much of the safety testing 
of chemicals and cosmetics is conducted) 
to discuss the current state of the art of 
non-animal testing and research/valida-
tion efforts by the CDC in this area. The 
meeting also included a tour and laborato-
ry demonstration of several assay systems 
by the CDC, as well as a demonstration 
of reconstructed human skin produced in 
China by L’Oréal.

The third meeting took place at the 
Food Lab of Guangdong Inspection and 
Quarantine Technology Center which 
supports the administrative functions 
overseeing import and export of cosmet-
ics in China. This laboratory has been 
extremely active in helping set National 
Standards for alternative testing methods 
such as the 3T3NRU Phototoxicity Test, 
keratinocyte cytotoxicity, and the mouse 
Embryonic Stem Cell Test. The advan-
tages of scientific collaboration between 
IIVS (and other industry laboratories) and 
the Technology Center was an important 
discussion topic.

At each of these venues, Dr. Curren 
presented the “Routine Use of Non-Ani-
mal Methods by Cosmetic and Personal 
Care Product Manufacturers in the United 
States” and Dr. Jones presented informa-
tion on the Bovine Cornea Opacity and 
Permeability Assay. The discussions and 
interactions with numerous Chinese sci-
entists and government regulators were 
extremely encouraging, and it would not 
be surprising to see China quickly be-
come an important player in the growth 
of in vitro methods internationally.

IIVS News


