AstraZeneca Bioethics

AstraZeneca

Bioethics is a central component of AstraZeneca’s commitment to
Sustainability in bringing innovative medicines to patients. This infographic
details the way we manage the ethics of biological and medical research in
seven areas vital to advancing science and developing new treatments, as
well as the care AstraZeneca takes to act ethically and in full compliance.

Navigate between pages by clicking the tabs along the top of each page or by returning to home
using the back button and clicking one of the options below. Each page has an introduction to the
topic with further areas to explore by hovering your mouse over the tabs under the introduction,
or clicking on the icons on the right hand side of the page. Each tab delves deeper into key issues
while the icons further explore areas of importance.
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Rapid advances in technology in recent years have led to the
increasing availability and use of alternatives to animal use in
research. However, these alternatives cannot yet provide all
the essential information needed about how a potential new
medicine works on disease and the living body, and what the
possible side effects might be. Animal studies continue to
play a small but vital role in the search for new and improved
medicines. Practically all medicines we have available today
have involved some animal research, and animal studies are
required by regulators before they approve a new medicine to
be tested in humans during clinical trials. Pre-clinical animal
studies ensure safety for clinical trials with patients and
provide scientific benefit for future discoveries.
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https://acmedsci.ac.uk/policy/policy-projects/animals-containing-human-material
https://acmedsci.ac.uk/policy/policy-projects/animals-containing-human-material
https://acmedsci.ac.uk/policy/policy-projects/animals-containing-human-material
https://acmedsci.ac.uk/policy/policy-projects/animals-containing-human-material
https://www.astrazeneca.com/sustainability/ethics-and-transparency/bioethics.html
https://www.astrazeneca.com/sustainability/ethics-and-transparency/bioethics.html
https://www.astrazeneca.com/sustainability/ethics-and-transparency/bioethics.html
https://www.astrazeneca.com/sustainability/ethics-and-transparency/bioethics.html
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The use of human biological samples, such as solid tissue, Use of hET
biofluids and their derivatives and genomic information and hESC
(e.g. from DNA, and/or RNA within human tissues and
preclinical models), plays a vital role in developing a deeper Collaborations * Human biological sample can be only be acquired or used in collaboration with an approved
with HBS source which has appropriate ethical approval procedures in place. Human biological

understanding of human diseases and their underlying
mechanisms, thereby helping to develop effective, new and
personalised medicines. Human biological samples are key to
all aspects of the development of new treatments, from early
research through to being used as potential therapeutics,

for example, they can be used to identify new biomarkers,

to predict the likely effectiveness of a potential new medicine
and to identify some of the possible unwanted effects.

Handling Research Consent Exploratory

Whilst most research using human samples is exploratory in nature and not clinically
validated, the use of a human biological sample sometime provides data on the donor that
might be important to them. The way of handling such findings will be described in the
informed consent process. The donor’s preferred “right to know or not to know” will be
respected wherever there is the option to be notified of research results.

samples obtained or used as part of collaborations by AstraZeneca are acquired with the
informed consent of the donor (or appointed representative) and must only be used in
accordance with the consent, which describes the nature and purpose of the donation and
any risks and benefits associated with providing the sample. AstraZeneca may seek access
to rare, hard to find historical human biological samples in diagnostic archives where original
consent for research is absent. In this situation AstraZeneca requests ethical approval for use
via an appropriate Research Ethics Committee.
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Precise Genome Editing (PGE) is a technique whereby

DNA can be inserted, replaced, removed or corrected at
specifically chosen locations within the genome. It is

a rapidly developing field with the potential to provide
important treatments for patients with diseases of unmet
need. Within AstraZeneca we apply Precise Genome Editing
using CRISPR/Cas9 to create cellular and animal models of
disease to identify new drug targets and to understand the
mechanism of action of our medicines.

PGE CRISPR/Cas9 In vitro/In vivo

In vitro: The use of CRISPR allows the creation of physiologically relevant cellular assays
to apply to target discovery/validation, hit/lead discovery, and safety/DMPK measurements.
This leads to shorter project runtimes and better predictability of our test systems in vitro,
in turn enabling us to identify candidate drug molecules with increased probability of
success in the clinic.

In vivo: CRISPR allows the creation of more precise animal models of human disease
than other currently used systems. This provides advanced tools to study both efficacy
and safety of new compounds. CRISPR animal models of disease are generated faster
than with previous methods, and creation of new disease models using CRISPR can be
achieved with a reduction in the numbers of animals required.

Ex vivo/In vivo
somatic Clinical
Trials

Public involvement
and influence

Links for Further Reading

International Commission on
the Clinical Use of Human
Germline Genome Editing

@ WHO Advisory Expert Panel

@ US Pharmacopeia

@ Nuffield Council on Bioethics



http://nationalacademies.org/gene-editing/international-commission/index.htm
http://nationalacademies.org/gene-editing/international-commission/index.htm
http://nationalacademies.org/gene-editing/international-commission/index.htm
http://nationalacademies.org/gene-editing/international-commission/index.htm
http://nationalacademies.org/gene-editing/international-commission/index.htm
http://nationalacademies.org/gene-editing/international-commission/index.htm
https://www.who.int/ethics/topics/human-genome-editing/en/
https://www.who.int/ethics/topics/human-genome-editing/en/
https://www.usp.org/sites/default/files/usp/document/our-work/biologics/asgct-poster.pdf
https://www.usp.org/sites/default/files/usp/document/our-work/biologics/asgct-poster.pdf
http://nuffieldbioethics.org/project/genome-editing-human-reproduction
http://nuffieldbioethics.org/project/genome-editing-human-reproduction
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The Nagoya Protocol (see links box) is an international
agreement to ensure fair reward is given to the country of
origin that supplies non-human genetic resources used in R&D.
It regulates access to biological materials and ensures that
communities that live where the resources are sourced receive
their fair share of benefits. AstraZeneca supports the principles
of the Nagoya Protocol to protect and value biodiversity.

AstraZeneca has created three main resources to facilitate
implementing the principles at our company:

Training R&D e-tool

Non-human
genetic resources
in AstraZeneca

Projects/Products

g Seasonal Flu

10100 .
5 Digital Sequence

i Information

Links for Further Reading

@ The Nagoya Protocol

@ Training video



https://www.cbd.int/abs/doc/protocol/nagoya-protocol-en.pdf
https://www.cbd.int/abs/doc/protocol/nagoya-protocol-en.pdf
https://www.youtube.com/watch?v=1Hv_tBm_hg8
https://www.youtube.com/watch?v=1Hv_tBm_hg8
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Clinical Trial Transparency

e We are fully committed to global clinical trial transparency and believe there are important
public health benefits associated with making clinical study information available to
healthcare professionals and the public in a timely, accurate, meaningful and objective way.

Patient Safety

e We are committed to detecting any adverse reactions to our investigational products and
approved medicines as early as possible and to providing updated information to
investigators, prescribers, consumers and research subjects as appropriate.

e All reports of adverse events must be scrutinised by medically qualified individuals.
Individual cases judged to be potential safety signals will trigger further analyses of existing
data and possible subsequent actions.

e Safety data from development projects and marketed products must be regularly analysed
to ensure adverse reactions and possible safety signals are identified from both clinical and
non-clinical sources.

¢ Research subject risk management plans must be prepared for all products in clinical
development. These documents will evolve as safety data become available, so that we can
minimise risk and optimise benefits.

e AstraZeneca follows a defined process aimed at ensuring all relevant patient safety
information is incorporated in product labelling and Investigator’s Brochures.

e All employees are required to report any adverse events they become aware of involving any
AstraZeneca investigational product or approved medicine.

Conduct of Clinical studies

¢ We conduct all clinical studies in accordance with the International Conference of
Harmonization Good Clinical Practices (ICH-GCP) and the Declaration of Helsinki as well as
all local regulatory and ethical requirements.

Patient Group
Involvement

Ensuring CTT in
collaborations

AstraZeneca puts the patient at the heart of our science, and has led patient centric
innovation in several areas over recent years. Key deliverables include Patient-Reported
Outcomes (PROs - a type of clinical outcome assessment (COA) measure and describes
any information that is collected directly from patients using a suitable ‘instrument’, without
interpretation by anyone else.), Patient Advisory Boards, patient collaborations aimed at
generating insight, for example Patientslikeme (see links box), the Patient Partnership
Programme and Patient Excellence tools and resources.
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@ Patientslikeme
@ Clinical trial policies

ClinicalTrialTransparency@
astrazeneca.com

@ Trial Results Summaries

Our commitment to
the transparency of
trial information

We conduct all clinical studies in accordance with the International Conference of
Harmonization Good Clinical Practices (ICH-GCP) and the Declaration of Helsinki as well as all
local regulatory and ethical requirements.

+  We conduct Clinical studies only in countries where we intend to market the product.

+ Participation in our studies is always voluntary and we obtain informed consent from
study participants that describes the benefits and risks of participating in the study.

* Our study participants are free to withdraw from our studies at any time without
impacting their medical care.

+  We safeguard study participants safety and privacy and allow them a choice in how their
data is used.

+ We engage in placebo-controlled studies only when scientifically and ethically justified
and we safeguard the interests of the placebo recipients.

We are committed to understanding if our products are beneficial for children. Paediatric
subjects will be included in our development programmes when it is clinically and ethically
justified and our paediatric studies will adhere to all relevant laws, regulations and ethical
standards.

Before any First Time in Human (FTiH) studies, preclinical data must indicate the possibility of
a favorable benéefit/risk ratio. A candidate drug with an acceptable safety profile may also be
used to test the concept of a novel mechanism, guide the development of future medications
or increase our understanding of diseases.

We ensure that compensation for research participants is noncoercive and payments to
clinical study organizations and investigators is based on fair market rates.

We will design clinical programmes to maximise the potential benefits to the clinical study
participants and the intended patient populations, while minimising the risks.

We value study participant’s contribution to the drug development process. Within the study
protocol and informed consent, we will address the issue of providing clinical study drug to
study participants after the study has concluded. Once we have provided clinical study drug
after the completion of the clinical study, we will continue to do so until either the product is
licensed in that country or the benefit:risk no longer justifies the drug’s use.

We will communicate our understanding of the potential benefits and risks of our
investigational products to the medical community through approved protocols, Investigator’s
Brochures, periodic regulatory updates and the publication of clinical study results.


http://www.trialsummaries.com/
http://www.trialsummaries.com/
https://astrazenecagrouptrials.pharmacm.com/ST/Submission/Search
https://astrazenecagrouptrials.pharmacm.com/ST/Submission/Search
https://astrazenecagrouptrials.pharmacm.com/ST/Submission/Search
https://astrazenecagrouptrials.pharmacm.com/ST/Submission/Search
https://astrazenecagrouptrials.pharmacm.com/ST/Submission/Search
https://astrazenecagrouptrials.pharmacm.com/ST/Submission/Search
https://www.patientslikeme.com/
https://www.patientslikeme.com/
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AstraZeneca believes that the use of Genetically Modified |
Organisms (GMOs) is an essential activity in the discovery Biosecurity
and development of new and improved medicines. GMOs

enable us to produce materials that are vital for our research + AZis increasingly working in new ways, in collaborations and shared research with other

Working in organisations. One example is the ‘L4L’ (Lab for Life) concept that has created open
: > Collaborati :
m druQ dlSCOVEIY and develoPment° They allow us to better oraboraton and shared lab facilities. This presents new challenges for compliance with GMO laws
understand the role that specific genes and associated and regulations; however, through our robust risk-assessment process and ongoing

engagement with the Biosafety Committee for all L4L work, we are able to ensure this new
way of working is safe and effective.

individual proteins play in human disease and the potential
for therapeutic intervention. In fact, some of our medicines
are classified as GMOs, such as vaccines for influenza or
types of oncolytic viruses. Medicines such as these are
always manufactured, tested and used in compliance with
national regulations.

GMOs may be:

e Laboratory animals, micro-organisms (viruses, bacteria,
fungi, yeast) and genetically modified animal and human
cells. In some cases, the genetically modified human cells
may be derived from human embryonic stem cells.

GMO usage Staff Biopharma

We also use GMOs in our biopharmaceutical discovery, development and manufacture
of medicines derived from biological materials, for example monoclonal antibodies
manufactured using recombinant cell culture.
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Data & Al is core to support AstraZeneca’s strategic priorities
predicted to transform how our business is run. Analysis of Data Privacy
Data is already the lifeblood of AstraZeneca as a science-led,
pure-play pharmaceutical company and elevated to critical Data quality + We must protect the privacy of research participants by ensuring all data brought into
for th deli f the AstraZ t trat s s Consent AstraZeneca (e.g. clinical, human tissue, health information etc.) are coded, double coded or
or e delivery o € ASlraZeneca corporate strategy — 1 anonymised to conceal a subject’s identity. When studies are performed at our own research
which Data, Al and Digital is a foundational value driver for units, information about identities is contained solely within those units. If any research

. . . . . subject information is sent to AstraZeneca, it will be handled in a secure and anonymised

Innovative Science, and a potential corporate differentiator. way.

+  We will communicate directly with individuals only with their prior consent or in response to
requests from prospective volunteers.

+  We will work with governments and regulators to ensure standards for protecting patient
privacy and confidentiality are integral to any new media (e.g. Electronic Health Records,
online databases) used to communicate medical data.

+  We recognise that we must also be sensitive to the privacy rights of individuals who are
defined to be members of small populations, such as those with rare diseases. In such
situations, the ‘risk of identification by association with a small population’ will be assessed
and managed in an appropriate manner.

Data

With legacy and new sources of data, internal and external to AZ, with new technology
and new ways of interacting with patients and the wider ecosystem, comes important
ethical considerations. AstraZeneca is committed to always put patients first and do the
right thing, so while embracing the new opportunities with an entrepreneurial mindset, we
proactively build our capability in the area so that value is achieved in a responsible way.
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