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Ethical animal research - a pathway to zero tolerance

Equine Veterinary Journal (EVJ) publishes high-quality peer-reviewed
research that expands the knowledge base about equids, informs
veterinary science and improves clinical practice. Our goal is to enhance
understanding of equine diseases and disorders and to improve veterinary
care for horses, ponies, donkeys and the other domesticated equids. Just
over two-thirds of EVJ's original research content describes clinical
research, almost invariably work conducted on client-owned horses.
Descriptive, usually retrospective, case series represent around 20% of the
articles published in last two volumes, i.e. from January 2013 to November
2014 (Fig 1). While it is easy for successful veterinary basic science
researchers to point out that small retrospective case series do not tend to
attract many citations, a recent analysis of EVJ's data on citations and
downloads has provided the editors with the important message that, if
numbers of downloads are used as a proxy for interest from our readers,
case series are an extremely important component of EVJ/'s output.
Furthermore, as a group, our analytical clinical reports, particularly larger
cohort studies and cross-sectional surveys, gain more citations than basic
and experimental research studies.

Ethical research conduct protects participants from harm, ensures that
valid consent is given, and promotes benefit either to the research
participants, or the population in general [1]. The importance of the
research question should be balanced against any risk [1]. Given the
importance of clinical research to this journal, we strive to ensure that our
ethical standards for animal research are high and to ensure this we must
continuously update our policies and practice to ensure we are meeting
society’s expectations. For 2015, the section on the Ethical use of data
from animals and humans in research in our Author Guidelines (published
in this issue and available online at http://onlinelibrary.wiley.com/journal/10
.1001/%28ISSN%292042-3306/homepage/ForAuthors.html)  has  been
comprehensively rewritten and important points are highlighted and
expanded here.

Experimental animals

Use of animals for research purposes is a privilege [2]. EVJ will reject
manuscripts if the editors are not satisfied with the standards of ethical use
of animals in research. Editors reserve the right to reject papers if there is
doubt as to whether appropriate procedures have been used and also to
insist that information is provided in the text on the measures taken
to protect the welfare of subjects and the outcome of procedures
undertaken in respect to any pain or suffering caused. EVJ endorses
the 3Rs — replacement, refinement and reduction of animals in research
and all those involved in experimental work with animals should adhere
to the ARRIVE guidelines (http://www.nc3rs.org.uk/page.asp?id=1357)
which are intended to improve the reporting of research using animals, to
maximise information published and minimise unnecessary studies [3].
While there are some international differences, from a veterinary
editor’s perspective, the situation with respect to publishing articles
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Fig 1: Research articles published in Equine Veterinary Journal Volumes 45 and 46,
January 2013-November 2014.
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describing research on experimental animals is unambiguous. We
expect to see that that the appropriate Research Ethics Committee has
reviewed study protocols, and that best practices for animal care are
adhered to. Issues surrounding whether the research question was
important and the experimental approach was justified are evaluated on a
case-by-case basis with the invaluable input from peer reviewers, but EVJ
has made its position on use of experimental animals clear in our Author
Guidelines for many years now, while formally endorsing the ARRIVE
guidelines in 2014 [4]. The ARRIVE guidelines serve as an invaluable
framework which authors are encouraged to adopt when preparing
manuscripts.

Client-owned animals

Researchers using client-owned animals for studies must also ensure
that the animals are cared for appropriately. It is equally important
that the views and rights of the animal owner are given central importance.
Over the last year and a half, the EVJ editors have conducted a
series of meetings in which our requirements of researchers using
client-owned animals have been explored. This process has involved
several meetings of the editors, beginning in October 2013, and was
followed up with an Editorial Consultants Board (ECB) meeting and
ultimately, an online survey was used to ensure that all ECB members’
views were formally collated. Our Author guidelines (http://onlinelibrary
.wiley.com/journal/10.1001/%28ISSN%292042-3306/homepage/ForAuthors
.html) have been updated to reflect the consensus reached in these
discussions.

Research ethics committee approval

Institutional and National regulations governing research ethics committee
approval vary and EVJ requires authors to state, at the time of submission,
whether all regulations that apply at their Institute have been followed.
Approval of study protocols must be performed prospectively [5];
however, approval from a research ethics committee does not guarantee
that EVJ editors will waive our requirements for ethical standards in animal
research, particularly with respect to owner-informed consent. Clinicians
working in private practice outside the UK may not have immediate access
to such committees and EVJ does not seek to impose barriers to clinical
research, rather we actively encourage research in private practice across
the world. Accordingly, we have no plans to insist that authors must have
approval from non-existent committees. For the UK, a Royal College of
Veterinary Surgeons (RCVS)/British Small Animal Veterinary Association
(BSAVA) Working Party has produced comprehensive guidelines for ethical
standards for research in private practice that make it clear that clinical
researchers should submit their study protocols for scrutiny by an
appropriate committee and they outline various options for how this might
be achieved (see http://www.rcvs.org.uk/ethicalreviewreport). Thus, in line
with EVJ’s Author Guidelines requiring authors to comply with national
regulations, we expect to see that formal ethical approval is in place for
British-based studies. Procedures and priorities in research ethics
committees varies internationally [6] and for studies from other countries,
where regulations requiring approval for veterinary clinical research do not
apply, EVJ strongly encourages researchers to seek either formal or
informal appraisal of their study protocols prior to undertaking any
research on client-owned animals [2] as we believe that this will improve
the quality of the research, finesse the question under investigation to
ensure maximum clinical and scientific relevance, increase the likelihood
that the planned outcomes will be achieved, reduce the risk of
unanticipated problems and help in the identification and management of
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adverse effects for the animals involved. Poorly designed research is
unethical, regardless of how the animals involved were treated, because
poorly designed research is often either inconclusive or reaches erroneous
conclusions. Publishing misinformation can only reduce standards in
veterinary medicine.

Owner informed consent

There is unanimous agreement amongst the editors and ECB members
that prospective research involving interventions must be conducted
with the informed consent of the animal owners. The animal owner
must be empowered to make decisions regarding their animals’ care.
Obtaining informed consent from the animal owner at the time of study
enrolment allows the owner to express individual rights and views
regarding veterinary management of their animal, the specific research
and research in general. It maintains the owners’ rights to privacy and,
importantly allows the individuals to protect themselves from wasting their
time on poor-quality research or studies that address questions they
consider unimportant. Reflecting the majority view among our ECB
members, EVJ prioritises owner informed consent over formal ethical
committee approval regardless of whether owner informed consent is
required by national or institutional regulations or not. The EVJ editors
reserve the right to examine copies of signed owner informed consent
forms on request and may approach institutional ethical committees
where we wish to seek further information on local policies, procedures
and regulations.

But, who exactly can give consent? Clearly the individual must have the
capacity to give consent so parents, guardians or legal executors may be
appropriate in some settings [1]. Horses are frequently under the care of
individuals other than the owners, for example in training yards, stud farms
or sometimes in livery yards. EVJ recognises this can pose difficulties for
researchers and is prepared to accept consent given by agents of the
owner, just as one might accept agents have been empowered to
authorise veterinary care in general.

Consent to treat is not consent to include in
a study

Clinicians frequently confuse permission given for treatment and care,
with or without hospitalisation, with consent to include their animal
in a research study. This problem is not unique to veterinary medicine
and studies on ethical standards in studies on innovative surgery
in humans have recognised that clinicians are often poorly informed
on ethical requirements, with only one-third of surgeons explaining
the innovative nature of the procedure their patients were about to
undergo in one survey, albeit in a study conducted over a decade
ago [7]. Disclosure that a research study is underway is essential and
the clinical researcher must provide sufficient information, in lay language,
for the owner to understand the study question and methods,
the potential benefits to their animal and any risks. It is also essential
that the owner is entering the study voluntarily. There can be no real
or perceived penalties if the owner declines and patients that are not
in the study should receive the same level of care as those included in the
study. When making their choice, the owner should be made aware of
alternative approaches to the diagnostic procedure or treatment under
investigation.

Observational clinical studies

The majority, but not all ECB members, agreed that prospective
observational research should involve client consent whereas the majority
was not in favour of requiring owner consent for retrospective case series.
The RCVS guidelines on research in private practice indicate that ethical
approval may be required for retrospective research (http:/
www.rcvs.org.uk/ethicalreviewreport). Where is the harm, one might
ask, in simply observing a group of animals over time or indeed in
pulling out clinical records and collating outcomes for a specific group
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of patients with a certain disease or which have already undergone
a specific treatment or procedure? It is difficult to make
a strong case that observational research carries risk to the animal
owner. Harm might arise if the researchers conclude that the case
outcome was affected adversely by lack of information that is
subsequently revealed during the study. But, case records are confidential
and inclusion in a case series should not compromise this, if
care is taken. Nevertheless, the owner does have a right to privacy
that trumps the clinician’s right to conduct research. There does appear
to be some geographic effect in attitudes regarding the clinician’s
right to conduct research. In the UK, clinical records remain the property
of the owner while in the USA, clinical records are considered the property
of the hospital or clinic. The ethical issues surrounding sharing patient
records for research purposes is currently attracting much debate
within the UK’s National Health Service [8] where there is a proposal
that by default patient records will be shared unless individuals
have actively opted out of this process (www.nhs.uk/NHSEngland/
thenhs/records/healthrecords/Pages/care-data.aspx). This system has
not met with uniform approval from human healthcare commentators
and the general public but it offers one possible solution to
veterinary clinicians who plan to make use of clinical records
for observational research. EVJ's current position is that we do not
have a blanket requirement for owner informed consent in all
forms of observational research but that we are on a pathway
whereby we anticipate that requirements will be ever more stringent.
The EVJ editors have set themselves the target of January 2019
by which to ensure uniform adoption of owner informed consent
for prospective observational research while still allowing some
ongoing flexibility for observational retrospective case series and clinical
audit.

Questionnaires

Questionnaires are increasingly used in veterinary research and EVJ's
current Author Guidelines state that these research instruments must be
submitted, translated into English if necessary, for peer review and will be
included with the published article, often as online-only items. RCVS
guidelines indicate that questionnaires must have ethical approval and this
seems appropriate since inevitably completing a questionnaire involves
use of someone’s time thus it is essential that the researcher respects this
by using a valid and robust instrument. Questionnaires should begin with
disclosure of the study aims and allow the owner to decline to participate.
EVJ accepts that for questionnaires completed by telephone or online,
permission can be given in the same manner while written informed
consent would usually be expected for other forms of owner informed
consent.

Research involving healthy
client-owned animals

Where animals are undergoing sampling solely for the purposes of
research, this would generally be regarded as experimental and thus be
governed by national regulations. However, there are numerous examples
in which invasive samples taken as part of preventative healthcare
programmes are also used for research purposes. The consensus among
the ECB was that in these circumstances owner informed consent explicitly
for inclusion in the study must be obtained. Views were less strongly held
with respect to non-invasively obtained samples, but nevertheless the
consensus was that owner informed consent should also be required in
this setting.

Sporting authorities and research

Research using tissues, fluids, cells, clinical records, images and any other
data provided by sporting authorities does not require owner informed
consent, provided that the relevant authority has collected the material or
data as part of their regulatory activity and that the authors can provide
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explicit evidence that the sporting authority has given permission for the
study to be conducted and published.

Research involving archived materials

Our survey of the ECB revealed that the use of images for clinical research
was regarded as being similar to other information held within the clinical
record and thus the guidelines set out above apply. The issue of consent
for research using tissues or other biological materials held in laboratory
archives or biobanks is complex. When animal owners give permission for
excess sample material to be retained after a surgical procedure, biopsy or
post mortem examination, it is often impossible to provide specific details
of the research studies that might be performed thus it is questionable
whether informed consent can ever truly be obtained [9]. Since the initial
samples are being obtained for clinical reasons, it is not possible to argue
that the patient experiences any harm as a result of sampling and thus the
ethical concerns revolve around protection of confidentiality and the right
to privacy. Permission that excess samples may be retained can be
regarded as a form of passive consent and in human medicine patients
who give this generally do so with altruistic hopes for future benefits from
research and trusting that researchers will use the material responsibly
[10].

A key issue to consider is the difference between anonymity and
confidentiality [11]. No study can be both. With an anonymous design, it is
impossible to trace the identify of the patients from which samples were
derived whereas the collection of any patient-specific data such as, for
example age, sex, breed, presenting problem or diagnosis introduces a
mechanism by which patient identity can be traced. Use of code numbers
when samples are retrieved from storage and handed over to the
researchers does not create anonymity but rather confidentiality. It is
possible to de-identify samples, for example by pooling tissues or fluids
from a number of patients. EVJ accepts research performed on
anonymised samples can be considered for publication without informed
consent from the animal owner, providing the owner is aware that the
samples were being retained for research purposes [11]; however, material
collected confidentially should have informed consent. We recognise that
many studies are performed using materials collected some considerable
time in the past and thus plan to set January 2019 as a deadline for zero
tolerance of studies using confidential, archived materials that are lacking
informed consent. To achieve this we have set January 2017 as the date
after which authors will be expected to provide evidence that owner
informed consent has been obtained (recognising that work submitted
after January 2019 may well include some samples collected prior to
January 2017 thus some studies may include a mixture of samples with and
without informed consent depending on the date of collection). Equally, we
are always prepared to consider individual requests for flexibility on a
case-by-case basis. In the meantime, we expect to see that owners have at
least given permission for clinical procedures including permission for post
mortem examination if relevant.

Equine research is often performed on samples obtained via donation
programmes in which general permission for research has been given, and
here we accept that study-specific consent is not required and research
using tissues, fluids or cells that are derived from commercial abattoirs do
not require any form of consent from the previous owner but, if the specific
abattoir is identified, the abattoir owner must give permission for
publication of the abattoir identity.

Equine genetic research

A comprehensive survey of horse-owners’ opinions of genetic research has
not been undertaken, so again, we must look to the human research fields
for information. Genetic information is regarded as being different from
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general health information [12]. In view of the commercial nature of much
horse breeding and the widespread availability of many horse pedigrees,
EVJ will only consider manuscripts describing research involving genetic
profiling of horses, regardless of the origin of the material that was used for
the research, if the work involves owner informed consent for inclusion in
the study. However, recognising the value of the study of molecular
evolution can make to understanding disease in the modern equid species,
this requirement is waived for genetic research involving samples obtained
from museums or other historical collections. We also appreciate that
workers cannot undo work that they have already performed and thus the
requirement is also waived for genetic research on samples archived as a
result of clinical or research activities prior to 1 January 2015. After that
date, authors will be expected to provide evidence that owner informed
consent has been obtained if not at the time of sampling, at least by the
time that the manuscript has been prepared for publication. Also, in this
regard we are intending to limit this requirement specifically to the analysis
of genomics. Owner informed consent is not required for studies on
heritability of specific equine traits if the study uses information available
from public databases. When the research involves the analysis of genetic
material from horses which has been obtained via sporting authorities’
mandatory or regulatory activities, EVJ advises researchers that they
should obtain explicit owner informed consent for genetic analysis, except
where the researchers can provide explicit evidence that the sporting
authority has informed horse-owners that genetic material may be
collected for research purposes and owner agreement to this requirement
is implicit by participation in the sport.

Celia M. Marr
EV/J Editorial Office
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