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7 September 2017

Sustainable Health Review Secretariat
189 Royal Street

EAST PERTH, WA 6004

Via email: SHR@health.wa.gov.au

Dear Secretariat,

Humane Research Australia is a not for profit organisation that challenges the use of animal experiments and
promotes more humane and scientifically valid non-animal methods of research.

We welcome this opportunity to provide a submission to the Sustainable Health Review as we consider that
current methods of research (ie dependence on data from animal tests) are not conducive to fulfilling clinical
application and resulting in positive health outcomes for patients.

There is growing evidence to suggest that research on animals is not sufficiently predictive of human outcomes
and so does not translate well to clinical practice and commercial application, hence the need to address this
important issue within the Review.

When using animals, scientists are legally obligated to follow the 3R’s principle of Replace, Reduce, Refine. !
HRA continually hears that despite widespread acknowledgment that animals are not the best models on
which to base human health, there is no incentive, nor financial resources, available to pursue alternatives
research.

It is therefore apparent that an urgent need exists to provide these incentives to ensure that Australia will be
at the forefront rather than lagging behind the rest of the world in this escalating and promising area of
research and the following pages provide an overview.

Hundreds of millions of dollars are distributed for medical research every year. This request merely proposes
that a small proportion be allocated for the development of a funding stream to provide financial incentives
for researchers to develop these alternatives — as is already happening in other nations.

| urge your panel to please include consideration of this issue as part of your review and | would be very happy
to meet with you to provide further information or to exchange of ideas on how to progress this initiative.

Yours sincerely,

Helen Marston
Chief Executive Officer

1 Australian code for the care and use of animals for scientific purposes 8th edition (2013)
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There is an urgent need to address the shortcomings of animal use in medical
research and to find replacements if we are to accomplish genuine medical
progress

The 3R’s principle (Replace, Reduce and Refine animal experiments) was adopted by the National
Health and Medical Research Council in 1984. It is a universally-accepted principle aimed at guiding
the humane treatment of animals used in experiments whilst ultimately seeking their replacement.

In 1989, the Senate Select Committee on Animal Welfare, in its report to the Australian Government,
recommended “that the Commonwealth Government establish a separate fund for research into
the use of alternatives to animal experimentation and that grants be disbursed from this fund
by a board composed of representatives from the scientific community, animal welfare
organisations, ACCART [now ANZCCART] and government authorities.” As confirmed by
ANZCCART?, this fund has never been established.

Australia has made very little progress in replacing animals in research, as illustrated by the vast
numbers of animals used each year (Australia has been cited as the fourth highest user3), and with
growing concern within the research community that flawed animal studies are contributing
significantly to failures in translational research” - this is an area that requires urgent attention.

Predictability

Scientific literature raises questions about the reliability and predictive value of animal testing in
research for humans.®° Systematic reviews continue to show that animal experiments are not
sufficiently predictive of human outcomes and can be dangerously misleading.7

Humans differ from animals anatomically, genetically and metabolically and interspecies variations
are a high cause of clinical trial failure of pharmaceutical products. Not only does this mean that
results cannot be accurately extrapolated to humans, but it also means that some possibly successful
treatments are being ruled out pre-clinically due to adverse reactions or responses in animals. Animal
use in research and safety studies is therefore misleading and causes abandonment of effective
therapeutics.®

2 personal email from Dr Geoff Dandie, CEO, Australia and New Zealand Council for the Care of Animals in
Research and Teaching, 14 December 2016

3 Taylor K et al. (2008) Estimates for worldwide laboratory animal use in 2005. Altern Lab Anim 36:327-42.

* http://www.dcn.ed.ac.uk/camarades/research.html

> Bailey J et al. (2014) An Analysis of the Use of Animal Models in Predicting Human Toxicology and Drug
Safety. ATLA 42, 181-199.

6Hartung T. (2013) Look Back in Anger — What Clinical Studies Tell Us About Preclinical Work. ALTEX 30, 275-
291

7 Greek R, Menache A (2013) Systematic Reviews of Animal Models: Methodology versus Epistemology. Int. J.
Med. Sci. Vol. 10: 206-221.

& Akhtar A (2015) The Flaws and Human Harms of Animal Experimentation. Cambridge Quarterly of Healthcare
Ethics. Volume 24, Issue 4. 407-419.
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Even in primates — used in research due to their genetic similarity to humans — significant species
differences render them inappropriate models on which to base human disease.’

Research Translation

According to FDA (U.S. Food and Drug Administration), in spite of huge research effort and expense,
development of new treatments has slowed, as preclinical success has not followed through into
clinical trials.™ Latest figures have revealed a 95% failure rate of clinical trials following ‘successful
animal trials.™

In a discussion paper addressing health and medical research, the Victorian government has
recognised the challenges of “PhD students and scientists confronted by issues related to career
progression, security and remuneration.” Page 19 of the discussion paper states that “Australia
punches far above its weight by producing 3 per cent of global research publications with only 0.3 per
cent of the world’s population. However, compared with international standards, Australia has a poor
record of commercial translation...”."

Need for funding on both national and state levels

The use of animals in research is, according to the code, for cases where no alternative exists, but
alternatives will never exist without support for the development of non-animal based
scientific testing. There have been international moves towards supporting alternatives to animals in
research. Techniques such as computer modelling, genomics, nanotechnology, microdosing and
microfluidic chips, just to name a few, have been developed with government funding and support to
provide human-relevant models.

It is acknowledged that Australian funding bodies will accept applications for “3R’s research”, however
their systems of application review mean that those applications do not stand a realistic chance of
success. Therefore, the only way such applications would succeed through the system would be for
dedicated funds being set aside specifically for this area of research.

In fact, due to such disincentives, Australian researchers keen to pursue alternatives research have
had to resort to overseas funding.™

Australian federal, state and territory governments should now be making a commitment to fund
research into seeking alternatives to animal use — as is already the case in other countries.

The NHMRC, despite being responsible for drafting the Australian code for the care and use of
animals for scientific purposes 8th edition (2013) - which advocates the 3Rs Principle - and despite

? Bailey J, Taylor K (2016) Non-human Primates in Neuroscience Research: The Case Against its Scientific
Necessity. ATLA 44, 43-69.

10 Accelerating the Delivery of New Medical Treatments to Patients, FDA U.S. Food and Drug Administration.
(http://www.fda.gov/ScienceResearch/SpecialTopics/RegulatoryScience/ucm228207.htm accessed 29/11/16)
" Arrowsmith, J. (2012). A decade of change. Nat Rev Drug Discov 11, 17-18

12 Victorian health and medical research strategy 2016-2020.

3 personal conversation with Dr Geoff Dandie, CEO, Australia and New Zealand Council for the Care of Animals
in Research and Teaching, 16 December 2016
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distributing hundreds of millions of dollars in federal funding to medical research each year,
consistently defer responsibility for animal welfare to state and territory governments.14

Overseas Examples of government funding

Around the world, a number of government-funded initiatives are acknowledging the need to further
develop and validate non-animal methods of research:

NC3Rs - The National Centre for the Replacement, Refinement and Reduction of Animals in
Research is an independent UK organisation established in 2004.

ECVAM - The European Centre for the Validation of Alternative Methods (ECVAM) was
established 1991.

ICCVAM - In the U.S., the Interagency Coordinating Committee on the Validation of Alternative
Methods (ICCVAM) was established in 1997.

ZEBET - established in 1989, is the Centre for Documentation and Evaluation of Alternatives to
Animal Experiments, which forms part of the German Federal Institute for Risk Management,
Berlin.

While other nations forge ahead in the area of alternatives research, Australia is missing an
opportunity to excel in clinical translation.

Public opinion

73% of Australians support allocating a proportion of medical research grants to funding scientific
alternatives to animal experiments."®> Personal discussions with researchers have revealed their
acknowledgement of the challenges posed by using other species to extrapolate data to human
medicine, however they have also expressed concern about a lack of resources and incentive to
develop alternatives to animal use’™®. Clearly, this is an area in which Australia is greatly lagging.

In a 2014 British Medical Journal article the author stated, “...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 misplaced.”’

“Public acceptance of the use of animals in biomedical research is conditional on it producing
benefits for humans”. Pandora Pound and Michael Bracken argue that “the benefits remain unproved
and may divert funds from research that is more relevant to doctors and their patients.”®

 personal correspondence from Anne Kelso, CEO NHMRC 2 August 2016.
> Nexus Research, commissioned by Humane Research Australia May 2013
16 . . .
Personal discussions with Helen Marston
7 Godlee F. How predictive and productive is animal research? BMJ 2014;348:g3719

¥ pound P, Bracken M. (2014) Is animal research sufficiently evidence based to be a cornerstone of biomedical
research? BMJ;348:g3387 doi: 10.1136/bmj.g3387
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Summary

Australia urgently needs to provide more incentive for the development and validation of non-animal
methods of testing. This would eliminate the wastage of precious resources as it would focus on
research that is directly applicable to the human species.

Considering the growing evidence that animal research does not demonstrate best practice for
medical research, and that the Australian public is opposed to the use of animals in this way, it would
be remiss for the government to exclude provision for research to replace animals in medical research
and waste the opportunity to illustrate their commitment to the 3R’s Principle, which would in turn
contribute to more innovative, high-quality and translatable research.

Possibilities

Legislative changes are currently underway to ban the testing of cosmetics products on animals —
illustrating that it is both possible and preferable to adopt non-animal methodologies. As a next step,
we must consider the use of animals in other areas of research. Ideally, Australia should establish a
government-funded institution dedicated to the replacement of animals in medical research. The
following are suggested measures that could be taken in the interim.

o Allocate a percentage of funding earmarked for medical research to be used specifically for
the development of research methods that will replace animals.

e Award a state prize for innovative research that has replaced animals.

¢ Implement a grant, or series of grants, to encourage researchers to seek replacements to
animals in medical research.

Hundreds of millions of dollars are distributed for medical research every year. This request merely
proposes that a small proportion be allocated for the development of a funding stream to provide
financial incentives for researchers to develop these alternatives — as is already happening in other
nations. There is no reason why Australia should not be at the forefront rather than lagging behind the
rest of the world in this escalating and promising area of research.
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