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What iIs Ethics?

= Moral philosophy
—Right and wrong
—Good and bad
—Justice and virtue
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The Golden Rule

Avoid doing what you would blame others
for doing (Thales 624-546 BCE)
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“getting” ethics
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Ethical guidelines for pathology practice?

= There are none
= National Statement research only
= S95aa on privacy act

m NPAAC comment on consent
— Phenotypic test vs hereditary
= Consent Is magical bullet
— Who does this?

— Cost of roll out?
= Peter Furness put it at $10’s millions for network of RNs
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The Bristol
Royal Infirmary
Inquiry

@ Home Page

@ search

@ Final Report

@ [nterim Report
@ Evidence

@ [nauiry Seminars
@ about the Inguiry

@ Heln

The Inquiry into the management of care
of children receiving complex heart surgery
at the Bristol Royal Infirmary

Final Report

Learning from Bristol: the report of the public inguiry into children’s heart surgery at the
Bristol Royal Infirmary 1954 -1995

Command Paper: CM 5207

The Inguiry website has been reorganised to allow easy access to the Final Report,
Visitors to the site can wiew all of the material published throughout the course of the
Inquiry by selecting either: Interim Report, Evidence, Inguiry Seminars or About the
Inquiry, There is a Search facility and assistance with navigating the site can be
found on the Help page.

The welsh language version of the Summary and Recormendations is available here.

Mae fersiwn Cymraeq o'r Crynodeb a'r Argymhellion ar gael yma.

Published by the Bristol Royal Infirmary Inquiry, July 2001

@ Crown Copyright 2001
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) Nobelprize.org

MOBEL PHYSICS CHEMISTRY MEDICIME LITERATURE FEACE ECOMOMICS
LAUREATES ARTICLES ECLIZATIONAL

BACK

!}ﬁﬁ English
: Swedish

Press Release: The 2005 Mobel Prize in Physiclogy or Medicine
3 October 2005

The Mobel Assembly at Karalinska Institutet has today decided to award
The Mobel Prize in Physialogy aor Medicine for 2005
jointly to
Barry 1. Marshall and 1. Robin Warren
for their discovery of

“the bacterium Helicobacter pylori and its role in gastritis and peptic ulcer disease ™



Requirements for a research tissue
bank to undertake this study?

= Human gastric mucosa
— With and without gastritis

m EITHER surplus material left after routine
diagnosis

m OR take extra biopsies specifically for
research

= (No cost!!!) 5
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m Extra stains on 100 archival gastric biopsies
— Was there any fear of risk to the patients?

m Investigators also had clinical responsibility
— What is the effect on requirements for confidentiality?

m The study was unfunded
— Therefore not peer reviewed or ‘respectable’

m The study was highly speculative

— S0 how many bureaucratic hoops would the researchers
tolerate before giving up?
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Waliver of Consent

m Section 2.3.6 of the NS
— A) low risk
— B) benefits outweigh harms
— C) Impracticable to get consent
— D) No reason why a person would say no
— E) Privacy protected
— F) Adequate plan to protect confidentiality
— G) A plan to feedback results (or not)
— H) Commercial outcomes will not cause disadvantage
— 1) Waiver is not unlawful
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WA Colorectal
Research Group

3TJOHN 0F GOD
PATHOLOGY
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Medical Research
| have read the Information Brochure
entitled “WA Colorectal Research Group”,
and Give my voluntary consent to the use
of my biological specimens and health
information for medical research as
described therein.
Agree/Disagree (delete as
appropriate)
Signed

Name (printed)
Date
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Routine consent to procedure

= That molecular diagnosis will occur

m That any left over samples will be used
for research

m Our experience indicates
—99.99% approval
— Cost effective
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Genetic Information

m Is it Exceptional?

Different to any other information?
Predictive

Deterministic

— Nature versus nurture
— Genes versus environment
— Redundancy
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The EGFR pathway & KRAS
Ligands E{-jﬂ-@ KRAS protein regulates downstream
TGFa O0 EGF proteins in the EGFR signaling pathway

associated with tumor survival,
angiogenesis, proliferation and metastasis

wild-type KRAS: “normal”, non-mutated

mutant KRAS: mutated KRAS protein
(continuously sends signal to nucleus)

Gene triptiun
“_Cell-cycle progression ™~

Angiogenesis

=

Metastasis

Survival Proliferation
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KRAS mutations occur frequently in colorectal cancer

Cancer type HRAS KRAS NRAS BRAF
Biliary tract 0% 313% 1% 14%
Bladder 11% 4% 3% 0%
Breast 0% 4% 0% 2%
Cervix 9% 9% 1% 0%
Colon 0% 12% 1% 14%
Endometrial 1% 15% 0% 1%
Kidney 0% 1% 0% 0%
Liver 0% 8% 10% 3%
Lung 1% 19% 1% 2%
Melanoma 6% 2% 18% 43%
Myeloid leukaemia 0% 5% 14% 1%
Owvarian 0% 17% 4% 15%
Pancreas 0% 60% 2% 3%
Thyroid 5% 4% 7% 27T%

The mutation data was obtained rom the Sanger Institute Catalogue of Somante SMutations in
C anc er web sitat®,
-



The large majority of KRAS mutations occur in
two amino acid “hot-spots” (Gly 12 and Gly 13)

Switch land Il

Arginine finger
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All survival benefit occurred In
patients with K-ras wild type tumours

No benefit at all in patients with K-
ras mutated type

Significant difference in treatment
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effects between the 2 groups (p<0.01) ypT——

K-ras now being routinely
Incorporated into practice for clinical
practice and for future trials using
therapies targeted at the EGFR
receptor pathway
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C0.17: Cost-effectiveness Analysis
Cost -effectiveness — all patients

Mean cost $28,200 $4.200 $24,000

per patient

Mean 0.64 0.52 0.12
survival (LY)

Mean QALY 0.40 0.32 0.08
ICER

$ per LY $200,000

$ per QALY $300,000

_ 19
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C0.17: Cost-effectiveness Analysis
Cost -effectiveness — K-ras wild type

Mean cost $37.,300 $3,700 $33,600

per patient

Mean 0.79 0.51 0.28
survival (LY)

Mean QALY 0.51 0.33 0.18
ICER

$ per LY $120,000
$ per QALY $190,000

Mittman N et al INCI 2009 (in press)
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Molecular Events During ¢ 2

Q
' A

TumourigeneSiS Queensland Centre for

MEDICAL GENOMICS
Genome
Epigenome: Chromosomal Organization
Changes in DNA methylation Copy Number Variation
Histone modifications Gene Fusion Event
Chromosomal instability Single Nucleotide Polymorphism

Small Insertions/deletions

euchromatin ¢

RNA
chromosome SN pol Il
heterochromatin
Transcriptome
MRNA, miRNA,

Gene expression

Aberrant expression

Altered miR —_mRNA networks
Gene fusions 22
Expressed SNPs and mutations

ncRNA
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Genome Sequencing o

Queensland Centre for

MEDICAL GENOMICS

1) Profile matched DNAs on CNV/SNP array (lllumina 1M)
and call ploidy and stromal gDNA contamination

2) Sequence fragment and long-mate pair libraries to a depth
of 25 fold (75Gb)

3) Define Copy Number Variations

4) Define Structural Variations

SNP/CNV Chip
analysis, gDNA 5) Mine Single Nucleotide Variations
seqguencing
6) Mine insertion and deletions
Tumour & normal 7) Determine which events are somatic Vs germline
gDNA

8) Benchmark calls against array data & validate leads

9) Collate all variants into the DCC

23
A9 STJOHNOFGOD PATHOLOGY



Returni

Consideration must be made
regarding return of results (NS
section 3.5.1)

Should not be an option for
participants to decide yes or
no at time of donation

— How could they possibly know

whether they do or do not
want results?

Researchers must not give
results of any testing to

AI\I AI I"\I(‘
INGIVIGuais

— Must be done by specialist
genetic services

There is no ‘right’ to results
under Australian law
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European Journal of Human Genetics (2009), 1-6
© 2009 Macmillan Publishers Limited ~ All nghn resered 1018481309 $32.00 |

www.nature.com/ejhg

Changing perspectives in biobank research: from
individual rights to concerns about public health
regarding the return of results

Joanna Stjernschantz Forsberg*!, Mats G Hansson and Stefan Eriksson®
"Centre for Research Ethics and Bioethics, Uppsala University, Uppsala, Sweden

During the past decade, various guidelines that imply a duty for researchers to disclose information
obtained through research to participants have emerged. The character and extent of this obligation have
heen debated extensively, with much attention devoted to the decisiveness of the validity and utility of the
results in question. The aim of this paper is to argue that individual results from research on materials
stored in large-scale biobanks, consisting of samples taken within the healthcare system or of altruistically

|
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First case In Australia

m 35 year old male

— Pancreatic cancer (has subsequently dies)
— BRCA1/2 and PALB2 mutations
— Has sisters

m What do we do?
— S95/s95a/s95aa
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Insurance Implications

= Duty to disclose

— Should a participant tell their insurance
company they are a part of a study?

— No Australian moratorium

= Uk has don’t ask don't tell policy
| P\JIIU]
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Genetic testing for drug utility

= Do we need
consent?
— HER2/c-kit/bcr-abl
— Oncocarta
— Sub $1000 WHG?

= Who Pays?

= How do you tell
someone they aren’t
eligible for a
‘wonderdrug’?
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Routine practice vs research

= Warren and Marshall project would be
‘unethical’ today

— Clearly this is wrong
m For HFE and DMD what is the

distinction between research and
diagnostics?

= Until we have ‘cure’ every patient Is a
research participant

) 29
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= Molecular pathology
— raise ethical concerns
— Need a proportional regulation framework

JARTERY
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