Brussels, 16 February 2015

Dear Member of the European Parliament, dear friend,

STOP VIVISECTION, a European Ctizens’ Initiative (ECI), was born in 2012 out of a strong desire of EU citizens to
reach a common ideal: the protection of life on our planet, now compromised by an ever more critical situation.

1) Rich but increasingly sick societies

In industrialized countries, with Europe and the US in the lead, the most serious diseases are rapidly increasing in
incidence. Following are some examples, according to official sources (WHO, Eurostat, OECD, IARC, etc.).

The incidence of cancer in the EU population - in particular breast (1) and prostate (2) cancer - appears to have doubled,
for some countries, in the last decades. A doubling is also seen in diabetes (3), as well as in autism (4). And while male
fertility is getting closer to the threshold of infertility (5) (Eurostat), a major increase is also observed in the diagnosis of
Alzheimer’s (6). We do not currently possess effective treatments for these diseases, and if these trends should
continue, the future of our species could be threatened in the coming decades.

2) Chemical substances pose a major risk

The “Paris Appeal’, launched by oncologist Dominique Belpomme and two Nobel prize for medicine winners, Luc
Montagnier and Frangois Jacob, (plus nearly one hundred more international scientists), entitled “International
Declaration on the Dangers of Chemical Pollution”, begins with the statement “the human species is in danger”. It was
presented to UNESCO in 2004 (7) and urged the EU to start a preventive health policy and put an end to 50 years of
legislative Wild West, in order to reduce the growing incidence of most serious diseases. These were attributed, by the
scientists as well as by extensive scientific documentation (8), to the release of more than 100.000 potentially toxic
chemicals, in common use, with which we come into daily contact, and for which no adequate safety requirements had
ever been applied. Three years later, in 2007, the REACH regulation (Registration, Evaluation, Authorization and
restriction of Chemicals) was launched after a long battle with the lobbies of the chemical industry, which succeeded in
weakening nearly every article in the regulation. It was consequently decided to evaluate each new substance and
30.000 of those already on the market. An extraordinary investment in terms of financial and human resources, which
still continues. Too bad that REACH, from its birth, was doomed to fail: all toxicity assessments were and still are, in
2015, almost exclusively based on animal toxicity tests.

3) The animal model has no value for the human species

It is well demonstrated that no animal species can be a biological model for another species. This is supported by peer
reviewed scientific articles (9) and numerous relevant statistics. Following are just a few examples:

» the British Medical Journal stated that “if research conducted on animals continues to be unable to reasonably
predict what can be expected in humans, the public’s continuing endorsement and funding of preclinical animal
research seems to be misplaced” (P. Pound, 30.5.2014) (10).

* Nature, the most famous scientific journal in the world, referred to animal testing as “simply bad science” (T.

Hartung, 10.11. 2005) (11) and “nearly useless” (T. Hartung, 7.8.2008) (12).

92% of drugs that pass animal tests do not pass clinical trials on humans (13).

Of the remainder, 51% resulted in severe adverse drug reactions previously not reported (14).

81% of serious adverse drug reactions are not revealed by animal testing (15).

75% of basic research is on animals (16) and leads to a clinically useful result in around 0,004% of the time

(7).

It should also be noted that animal testing has never formally undergone the process of “validation”, while strict
validation protocols are rightly requested today for the approval of new toxicity testing methods. Despite this lack of
validation, animal test data are still used as the “gold standard” for regulatory approvals of all these new methods.



4) Our request is: the replacement in the EU of animal research with modern scientific methods, based on data
directly relevant for the human species

The current alarming state of human health has, as explained above, the burden of chemical substances as its main
cause (around 300 industrial chemicals are present in the human body) and, in addition, the extensive use of an
erroneous research method - animal experimentation - which makes it impossibile to reliably assess their toxicity.

Animal experimentation diverts research resources not only from curing human diseases, but also from preventing them,
by slowing down the development of toxicity tests that could better inform on risks for humans. It therefore greatly
increases the harm of chemical pollution. The “animal model” used in any research purported to provide knowledge
about man should be banned and promptly replaced by evidence-based technologies, both for medical and toxicological
research.

Many innovative methods are already available. These include, for example: organs-on-a-chip, multi-compartmental
modular bioreactors [Quasi-Vivo®)], integrated discrete multiple organ co-cultures [I[dMOC], pharmacogenomics,
toxicogenomics, advanced 3D in vitro and in silico methodologies, microarray, neuroimaging. microdosing, bioartificial
organs, virtual organs, stem cells, mathematical models, and organoid culture systems (18). In the US, robotic systems
provide huge savings in terms of time and cost, as well as far more reliable and relevant data, and are able to evaluate
the combined effects of various toxic substances (19).

5) A paradigm shift has already begun in the USA

The National Academy of Sciences of the USA published, in 2007, a report entitled "Toxicity Testing in the 21st Century:
a Vision and a Strategy” (20), announcing a revolution in toxicity assessment, that will abandon the animal model - long
criticised for the unreliability and the unpredictability for humans - and instead use the potential of a modern research
paradigm (especially in genetics and biology). The advent of this new paradigm has been referred to as “a scientific pivot
point that opens the door to a new era”. The report adds that “pivotal events in science include the discovery of penicillin,
the elucidation of the DNA double helix, the development of computers. etc.”.

A few months later, at the annual meeting of the AAAS (the renowned American Association for the Advancement of
Science), the major control agencies of the USA (EPA, NIEHS, NHGRI) signed a Memorandum of Understanding for a
series of cellular toxicology five-year projects that are still ongoing and that are providing results which previously were
thought to be unattainable.

6) The new scientific paradigm should be applied in Europe, or else we will be left dangerously behind

For progress to happen in the EU and in order to keep up with the new scientific developments, the outdated and
misleading practice of animal testing has to give way to modern methods, which utilize the outstanding achievements of
science in the fields of genetics, molecular engineering, biochemistry, etc ... As stated by Herman Koeter, former
director EFSA (European Agency for Food Safety) in the press release issued at the closure of the “7th World Congress
on animal experiments and alternative methods” (Rome, 2009), attended by hundreds of scientists around the world:
“New technologies are able to collect an unprecedented amount of information on the possibile adverse effects caused
by a substance to biological systems. They are also able to generate an amount of knowledge far greater than that to
date we have been able to identify and understand. In the very near future we will consider the use of animals for
experimental purposes very obsolete”.

7) Dear Member of the European Parliament, it is essential that you participate in the “pivotal change”
advocated by so many scientists

The European Citizens'Initiative “STOP VIVISECTION” calls for the EU to protect human health and the environment by
following the scientific renewal initiated by the USA in research. It asks for a progressive but rapid change in all relevant
laws and regulations that until now have relied on the use of animals as a ‘model “ for the human species,
As a Member of the European Parliament you have a say, and therefore a responsibility, in matters concerning human
health. Please see to it that our initiative be quickly accepted within the European Parliament.

We also encourage you strongly to attend the next Public Hearing - that will soon be held in the European Parliament -
at which the proposal made by STOP VIVISECTION will be discussed.

We will give prompt notice as soon as the date is set.

Yours sincerely, The Promoting Committee of STOP VIVISECTION



References

1 Breast Cancer. Estimated Incidence, Mortality and Prevalence Worldwide in 2012 (IARC)
http://globocan.iarc.fr/old/FactSheets/cancers/breast-new.asp

2 Prostate Cancer. Estimated Incidence, Mortality and Prevalence Worldwide in 2012 (IARC)
http:/globocan.iarc.fr/old/FactSheets/cancers/prostate-new.asp
3 a)Données épidémiologiques sur le diabéte de type 2, D. Simon, Service de diabétologie, Hopital de la Pitié, Paris -
Inserm U-258, Villejuif, E. Eschwege, Inserm U-258, Villejuif, 2002 http://opac.invs.sante.fr/doc_num.php?explnum id=1809
b)How can we change the future for diabetes in Europe? European Diabetes Leadership Forum, Copenhagen 2012
http://www.oecd.org/els/health-systems/50080632.pdf
c)Diabetes. The policy Puzzle: Is Europe Making Progress?
http://www.idf.org/sites/default/files/EU-diabetes-policy-audit-2008 -2nd edition.pdf
4 a)Autism Spectrum Disorder (ASD), Centres for Disease Control and Prevention
http://www.cdc.gov/ncbddd/autism/data.html
b)Autism counts, Nature 2011 http://www.nature.com/news/2011/111102/full/479022a.html

9 Carlsen E, Giwercman A, Keiding N, Skakkebaek NE. Evidence for decreasing quality of semen during past 50 years.
BMJ. 1992 Sep 12;305(6854):609-13., http://www.ncbi.nim.nih.gov/pubmed/1393072

6 a)The Global Impact of Dementia 2013-2050 , Alzheimer's Disease International
http://www.alz.co.uk/research/GloballmpactDementia2013.pdf
b)Liara Rizzi, Idiane Rosset and Matheus Roriz Cruz Global Epidemiology of Dementia: Alzheimer’s and Vascular
Types,, june 2014 http://www.hindawi.com/journals/bmri/2014/908915/
c)La maladie d'Alzheimer et les troubles apparents, ORS Limousin, 2007
http://www.orslimousin.org/publications/synthese/2009/fiche alzheimer 2009 2p.pdf;
d)! nuovi numeri della demenza in Europa, http://www.alzheimer.it/numeri_eu.html
7 http://www.artac.info/fr/appel-de-paris/presentation_000074.html - contenu_000324

8 a)Joint Meeting of the Chemicals Committee and the working Party on Chemicals, Pesticides and Biotechnology
Validation Report (phase2) for the Zebrafish Embryo Toxicity Test, Series on Testing Assessment, The OECD
observer. Organisation for Economic Cooperation and Development 08/2012
http://www.oecd.org/officialdocuments/publicdisplaydocumentpdf/?cote=env/jm/mon0%282012%2925&doclanguage=en;

b)CHE, The collaborative on health and environment, http://www.healthandenvironment.org/diseases

¢)Con particolare attenzione all'autismo:
http:/earthweareone.com/mit-researchers-new-warning-at-todays-rate-half-of-all-u-s-children-will-be-autistic-by-2025/

d)Increase in cancer and fertility problems may be caused by household chemicals and pharmaceutical
http://www.eea.europa.eu/media/newsreleases/increase-in-cancers-and-fertility

9 a)Barnard, Neal D., Kaufman, Stephen R.,Animal research is wasteful and misleading, (Scientific American,
00368733, Feb97, Vol. 276, Issue 2)
http://msherzan.pbworks.com/f/Animal+Research+is+Wasteful+and+Misleading.pdf

b)Christopher Anderegg, Kathy Archibald, Jarrod Bailey, Murry J. Cohen, Stephen R. Kaufman, John J. Pippin,
A critical look at animal experimentation, (Medical Research Modernization Committee, 2006)
http://www.mrmcmed.org/Critical Look.pdf

c)Knight A., Animal experiments scrutinized: systematic reviews demostrate poor human clinical toxicological utility,
(ALTEX. 2007;24(4):320-5)
http://www.ncbi.nlm.nih.gov/pubmed/18288428

d)Thomas Hartung, Toxicology for the twenty-first century, (Nature 460, 208-212, 9 July 2009),
http://www.nature.com/nature/journal/v460/n7252/full/460208a.html

e)Pound P, Bracken Michael B, Dwight Bliss S, Is animal research sufficiently evidence based to be a cornerstone of
biomedical research? (TheBMJ, 2014) http://www.bmj.com/content/348/bmj.g3387

f)Pandora Pound, research fellow, Shah Ebrahim, professor, Peter Sandercock, professor, Michael B
Bracken,professor, lan Roberts, professor, and Reviewing Animal Trials Systematically (RATS) Group,
Where is the evidence that animal research benefits humans?
(BMJ. 2004 February 28; 328(7438): 514-517) http://www.ncbi.nim.nih.gov/pmc/articles/PMC351856/

10 Pandora Pound, research fellow, Shah Ebrahim, professor, Peter Sandercock, professor, Michael B
Bracken,professor, lan Roberts, professor, and Reviewing Animal Trials Systematically (RATS) Group,

Where is the evidence that animal research benefits humans?(BMJ. 2004 February 28; 328(7438): 514-517)
http://www.bmj.com/content/348/bmj.g3387

11 Abbott. Animal testing: more than a cosmetic change. Nature 2005 Nov 10;438(7065):144-146.
http://www.equivita.it/documents/6Nature 000.pdf

12 Schnabel. Neuroscience: Standard model. Nature. 2008 Aug 7;454(7205):682-5.
http://www.nature.com/news/2008/080807/full/454682a.html




13 Innovation or Stagnation: Challenge and Opportunity on the Critical Path to New Medical Products. U.S. Department
of Health and Human Services. Food and Drug Administration. March 2004

http://www.fda.gov/downloads/ScienceResearch/SpecialTopics/CriticalPathInitiative/CriticalPathOpportunitiesReports/
__UCM113411.pdf
14 Moore T.J., Psaty BM. e Furberg CD. Time to act on drug safety. JAMA, 279: 1571-1573, 1998.
http://www.ncbi.nIm.nih.gov/pubmed/9605903

15 van Meer PJ, Kooijman M, Gispen-de Wied CC, Moors EH, Schellekens H. The ability of animal studies to detect
serious post marketing adverse events is limited. Regul Toxicol Pharmacol. 2012 Dec;64(3):345-9. -
PDF "adrs81percento" http://www.ncbi.nlm.nih.gov/pubmed/22982732

16 a)Greek R, Greek J. Is the use of sentient animals in basic research justifiable? Philos Ethics Humanit Med. 2010
Sep 8;5:14. - http://www.ncbi.nim.nih.gov/pmc/articles/PMC2949619/
b)Crowley WF., Jr Translation of basic research into useful treatments: How often does it occur? Am J Med.
2003;114:503-5.http://www.amjmed.com/article/S0002-9343%2803%2900119-0/abstract

17 Contopoulos-loannidis DG, Ntzani E, loannidis JP. Translation of highly promising basic science research into
clinical applications. Am J Med. 2003 Apr 15;114(6):477-84. http://www.ncbi.nlm.nih.gov/pubmed/12731504(Full
Text ) data: http://www.opposingviews.com/i/society/animal-rights/0004-percent

18 a)Coleman RA. Human tissue in the evaluation of safety and efficacy of new medicines: a viable alternative to
animal models? ISRN Pharm. 2011;2011:806789. - http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3263708/

b) Mazzei D, Guzzardi MA, Giusti S, Ahluwalia A. A low shear stress modular bioreactor for connected cell culture
under high flow rates. Biotechnol Bioeng. 2010 May 1;106(1):127-37.
http://www.ncbi.nlm.nih.gov/pubmed/20091740

c) lori E, Vinci B, Murphy E, Marescotti MC, Avogaro A, et al. (2012) Glucose and Fatty Acid Metabolism in a 3
Tissue In-Vitro Model Challenged with Normo- and Hyperglycaemia. PLoS ONE 7(4): €34704.
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3324505/

d) Vinci B., Cédric Duret, Sylvie Klieber, Sabine Gerbal-Chaloin, Antonio Sa-Cunha, Sylvain Laporte, Bertrand Suc,
Patrick Maurel, Arti Ahluwalia and Martine Daujat-Chavanieu. Modular bioreactor for primary human hepatocyte
culture: Medium flow stimulates expression and activity of detoxification genes, Biotechnol. J. 2011, 6, 554-564. -
http://www.ncbi.nlm.nih.gov/pmc/articles/PMC3123466/

e) Vozzi F, Mazzei D, Vinci B, Vozzi G, Sbrana T, Ricotti L, Forgione N, Ahluwalia A. A flexible bioreactor system for
constructing in vitro tissue and organ models. Biotechnol Bioeng. 2011 Sep;108(9):2129-40. -
http://www.ncbi.nlm.nih.gov/pubmed/21495015

f) Aarti R. Uzgare and Albert P. Li New Paradigm in Toxicity Testing: Integrated Discrete Multiple Organ Co-cultures

(IdMOC) for the Evaluation of Xenobiotic Toxicity. ALTEX: Current Proceedings: Vol 2, No. 1: 39-46 -
http://www.altex.ch/resources/rISC_007 Uzgare2.pdf

g)Li AP. The use of the Integrated Discrete Multiple Organ Co-culture (IdMOC) system for the evaluation of multiple
organ toxicity. Altern Lab Anim. 2009 Sep;37(4):377-85. http://www.ncbi.nim.nih.gov/pubmed/19807210

h)Li AP, Bode C, Sakai Y. A novel in vitro system, the integrated discrete multiple organ cell culture (IdMOC) system,

for the evaluation of human drug toxicity: comparative cytotoxicity of tamoxifen towards normal human cells from
five major organs and MCF-7 adenocarcinoma breast cancer cells. Chem Biol Interact. 2004 Nov 1;150(1):129-36.
- http://www.ncbi.nlm.nih.gov/pubmed/15522266

i) Li, AP. In vitro evaluation of metabolic drug-drug interactions: a descriptive and critical commentary. Current
Protocolsin Toxicology 2007 33:4.25.1-4.25.11. - http://www.ncbi.nlm.nih.gov/pubmed/23045147

) Capaldi AP. Analysis of gene function using DNA microarrays. Methods Enzymol. 2010;470:3-17 -

http://www.ncbi.nlm.nih.gov/pubmed/20946804

m)Kimura H, lkeda T, Nakayama H, Sakai Y, Fujii T. An On-Chip Small Intestine-Liver Model for Pharmacokinetic
Studies. J Lab Autom. 2014 Nov 10. - http://www.ncbi.nlm.nih.gov/pubmed/25385717

n)BéruBé K, Gibson C, Job C, Prytherch Z. Human lung tissue engineering: a critical tool for safer medicines. Cell

Tissue Bank. 2011 Feb;12(1):11-3. - http://www.ncbi.nlm.nih.gov/pubmed/20824355
o) van de Stolpe A, den Toonder J. Workshop meeting report Organs-on-Chips: human disease models. Lab Chip.
2013 Sep 21;13(18):3449-70. - http://www.ncbi.nlm.nih.gov/pubmed/23645172
19 David Biello. Robot Allows High-Speed Testing of Chemicals. Scientific American, October 13, 2011.
http://www.scientificamerican.com/article/robot-allows-high-speed-chemical-testing/
20 Krewski D, Acosta D Jr, Andersen M, Anderson H, Bailar JC 3rd, Boekelheide K, Brent R, Charnley G, Cheung VG,
Green S Jr, Kelsey KT, Kerkvliet NI, Li AA, McCray L, Meyer O, Patterson RD, Pennie W, Scala RA, Solomon GM,

Stephens M, Yager J, Zeise L. Toxicity testing in the 21st century: a vision and a strategy. J Toxicol Environ Health B
Crit Rev. 2010 Feb;13(2-4):51-138.

http://dels.nas.edu/resources/static-assets/materials-based-on-reports/reports-in-brief/Toxicity Testing_final.pdf







