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2. What 1s a ‘risk imposition’?

3. Case: whole genome sequencing for TB surveillance and
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Editorials

Data sharing statements for clinical trials: a requirement of the
International Committee of Medical Journal Editors

Darren B Taichman,? Peush Sahni® Anja Pinborg,® Larry Peiperl,® Christine Laine,? Astrid James® Sung-
[ae Hong,' Abraham Haileamlak,? Laragh Golloghy," Hona Godlee! Frank A Frizelle Fernando Horenzano

Jetfrey M Drazen, Howard Bawchner™ Christopher Baethge & Joyee Backus®

Thee: Inkermational Committes of Medical
Tournal Editors (ICMIE) helieves there
15 an ethical obligation 1o responsibly
share data generated by interventional
clinical trials becanse tral participants
hawve put themsshves at risk. In January
2006 wi piblished a proposal aimed
at helping to create an environment
in which the sharing of deidentified
individual participant data becomes
ithe norm. In response o our reguest
fior feedback we received many com
ments from individuals and groups.'
Some applauded the proposals while
others expressed disappoiniment they
did not more quickly create a commit:
ment fodata sharing, Many raised valid
concerns regarding the feasibility of the
proposed requirements, the necessary
resorces, the real or perceived risks to
trial participants, and the need to protect
the interests of patients and researchers.

It is enconraging that data sharing is
already oocurring in spme settings. (rver
e past year, however, we have kearned
that the challenges are substantial and the
peaquisibe mcchansms ane nol in place to
mandate universal data sharing at this
fimee, Althowgh many issmes miost be ad-
dressed for data sharing to becomee the
e, Wi remsin commiatted o this poal

Therefore, ICMIE will require the
Tobowing as condilions of consideralion
for publication of a clinical trial report
in vur member journals:

i} Asof July 1, 2018 manuscripls
submitted to ICM]E journals that
report Lhe results of cinical irials
must contain a data sharing state
menl as described below.

i} Clinical trials that begin enrolling
parlicipants on or afler January 1,
2015 musst inclade a data sharing
plan in the trial’s registration. The
TCMIE's policy regarding trial reg
islration is explained al www icmje.
arg/recommendationshrowsefpub-
trial-registration_html If the data
sharing plan changes aller regisira-
tion this should be reflected in the
slalement submitied and published
with the mamsscript, and updated in
Lhe regislry recond.

Data sharing slalements musl indi-
cate the following: whether individual
deidentified parlicipant dala (includ-
ing data dictionaries) will be shared;
whal dala in parlicular will be shared;
whether additional, refated documents
will be available (e.g. sludy prolocol,
statistical amalysis plan, etc.); when
the data will become available and for
howr lomg; by what access criteria data
will be shared (including wilh whom,
for what fypes of amabyses and by what
mechanism). [usirative examples of
tata sharing statements that would mest
Lhese requirements are in the Table 1.

‘Ihese inilial requirements do nol
vet mandate data sharing, bat investiga
tors should be aware thal edilors may
rake into consideration data sharing
slalemenls when making edilorial de-
cisions. Thess minimmm requirements
are inlended Lo move Lhe rescarch en-
terprise closer to fulfilling our ethical
obligalion to parlicipants. Some [CMIE
member jowrnals already maintain, or
may choose o adopt, more stringent
requirements for data sharing,

Sharing dlinical trial data is one step
im the process articulated by the World
Health Organization (WHO) and other
professional organizations as hest prac
tive registration; public disclosure of
results from all clindcal triaks (induding
throuph journal prblication); and data
sharing. Although universal compliance
with the requirement to prospectively
register dlinical trials has not yet been
achiewed and requires continued em
phasis, we must work towards fulfilling
the other steps of best practice as well
including data sharing,.

As we move forward into this new
norm where data are shared, greater
anderstanding and collaboration among
funders, ethics committees, journals,
trialists, data analysts, participants,
and others will be required. We are
currently working with members of
the research community to facilitate
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focus in determining
e Policy. They

Allergy and Infectious Diseases Data
Sharing and Release Guidelines 12) or
program requirements. In addition,
definitions of key terms used in the
Policy (e.g., aggregate data) have been
included and other terms have been
clarified.

The statement of scope remains
intentionally general enough to
accommodate the evolving nature of
genomic technologies and the broad
range of research that generates genomic
data. It also allows for the possibility
that individual NIH Institutes or Centers
(IC) may choose on a case-by-case basis
to apply the Policy to projects
generating data on a smaller scale
depending on the state of the science,
the needs of the research community,
and the programmatic priorities of the
IC. The Policy applies to research
funded in part or in total by the NTH if
the NIH funding supports the generation
of the genomic data. Investigators with
questions about whether the Policy
applies to their current or proposed
research should consult the relevant
Program Official or Program Officer or
the IC's Genomic Program
Administrator (GPA). Names and
contact information for GPAs are
available through the NIH GDS Web
site.13

clearly defined protocols, and should in any event be made avallable for use on the least restrictive

basis possible.

redl this document anline hare: httpe/wew, ictu-wds.org sevices/data-sharing-principles




Preamble

Where we’ve been:

* Data sharing key to modern scientific research & clinical
trials research

*  Key issues to consider *  Principles to adopt and apply

*  Privacy and confidentiality *  Trust

e  Security of data *  Transparency

e Tocation of cloud *  Self-determination & autonomy

*  Academic pressures to publish *  Patient or community consent

*  HIC profiting from LMIC *  Access (e.g., to medical

*  Stewardship & governance products)

*  Obligations to future
generations

* Data as a public good
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Preamble

Where we’re going

* How do we account for data gathered via machine learning?
* What ‘data’ are we sharing in 2019 and onward?
* Is anonymity possible in 20197 If so, what does 1t look like?

* How can one’s data be used malevolently?

*  What responsibility do we have to prevent this?
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The ethics of risk
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FIRST OPINION

Move clinical trial data sharing from an
option to an imperative

By REBECCA LI / FEERUARY 19, 2019

Even more important, sharing clinical trial data honors the people who volunteer
for them. They put themselves at risk, give up precious time — sometimes years

— and must endure multiple medical exams, blood draws, scans, and more.

All too often I am met with surprise when I tell patient groups that clinical trials
are designed to answer just a single fundamental question. They rightfully expect
that their data will live on and be used to help solve future problems. Now this

n could become reality.
N ¢ W5 A A\

expectatio

ata from clinical trials have long been locked away, some in this
D principal investigator’s computer bank, some in that pharmaceutical

company’s cloud. For years we have been talking about opening up
those vaults and freeing these data. The key has finally turned: Data sharing is
becoming the new reality.

From Jan. 1, 2019, onward, the world’s leading medical journals, including the ; I A I I

New England Journal of Medicine, the Lancet, Annals of Internal Medicine, BMJ,

and thousands more require authors to disclose whether and how they plan to Aceess to sxclusive, in-depth
B pharma, biotech, business,

share deidentified raw data from individual participants in their clinical trials. and policy coverage ‘
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FDA Statement

Inquiries
Statement by FDA Commissioner Scott Gottlieb, |
M.D., on new strategies to modernize clinical Hedia
trials to advance precision medicine. patient e T
Consumers
that is often extraordinarily complex and expensive. Efforts to streamline medical . 888INFO-FDA
product development based on advancing science can be frustrated by legacy
business models that discourage collaboration and data sharing, and the adoption of Follow FDA
disruptive technologies that make clinical research more effective. Without a more Follow @US_FDA®
agile clinical research enterprise capable of testing more therapies or combinations | _ o o ::(;DFD@ e
of therapies against an expanding array of targets more efficiently and at lower total e
cost, important therapeutic opportunities may be delayed or discarded because we  rsonasn
can't afford to run trials needed to validate them. pert These

the agency can make a positive approval decision, patients can gain earlier access
to important new therapeutic options. To take advantage of these innovations, the
agency is also seeking new ways to modernize its approaches to accommodate
these novel opportunities.

The FDA isn't alone. The advent of precision medicine is challenging the entire
medical research ecosystem to develop more efficient approaches to testing and
developing diagnostics and therapeutics, to harness the full potential of science to
reduce the suffering, death, and disability caused by complex human illnesses. The
agency is committed to developing a regulatory framework for precision medicine
that generates robust evidence of product safety and efficacy as efficiently as
possible, including frameworks that are more carefully suited to the kinds of
precision technologies that underpin new treatments.
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Risk

What are the risks associated with sharing clinical data for the
development of drugs and therapeutics?

What are the risks associated with not sharing clinical data for
the development of drugs and therapeutics?

SIMON FRASER UNIVERSITY




1. What 1s ‘risk’ to a bioethicist?

* Interested in arresting future harms, not compensating for past
harms
*  Tortlaw, e.g., Palsgraf v. Long Island R. Co., 248 N.Y. 339, 162 N.E. 99 (1928)

* Risk of harm (or hazard)
*  Physicalist
*  Non-physicalist

* Risk of harm = (the good of x — the bad of x) + probability of x
OCCULTING (Sce: Joel Feinberg)
* Consider:
*  Throwing a large rock off a highway overpass

*  Dying from a firearm

*  Dying from motor vehicle accidents
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1. What 1s ‘risk’ to a bioethicist?

* Risk-benefit ratio or analysis

*  Maximize benefits, minimize risks

* Impartial as to the distribution of benefits and risks

* Objections
* Determining value of the benefit x
* Who bares the brunt of the risk?

*  Who’s imposing the risk?

SIMON FRASER UNIVERSITY




2. What is a ‘risk imposition’?

“In addition to the concept of hazard and risk we need , in at least
some cases, to take a third element into account: the risk imposer, or
the process by which the risk is created.”

“Blame attaches itself not to the hazard or the probability but to the
cause of the hazard. Hence, it appears, the cause of the hazard must
appear as an independent variable if we are to model public concerns
about risk. Cause concerns how a hazard is created or sustained, and
in consequence whether it can be viewed as a matter of culpable
human action or inaction, especially the culpable action of those
supposed to have a special responsibility.”

Jonathan Wolff (2000)
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2. What is ‘risk imposition’?
* Impossible not to place other in position of risk

*  (One oucht to consider who’s imposing risk onto whom and how
g p g

* Red flag: the same persons or groups of people at risk for the sake
of others

* Red flag: the benefits of a risky activity are not equally distributed

* Red flag: certain risky options seem ‘irresistible’ only to some
persons or group of people

SIMON FRASER UNIVERSITY




2. What is ‘risk imposition’?
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Dust, TB and HIV: the ugly face of mining
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2. What is ‘risk imposition’?

“Fach side takes the position of the man who was arrested for
swinging his arms and hitting another in the nose, and asked the
judge if he did not have a right to swing his arms in a free
country. “Your right to swing your arms ends just where the
other man’s nose begins.”” Zechariah Chafee, Jr.

* Your freedom and autonomy must coexists with the freedom
and autonomy of others.

* Reciprocal notion of freedom, reciprocal notion of risk

SIMON FRASER UNIVERSITY




Risk

What are the risks associated with sharing clinical data for the
development of drugs and therapeutics?

What are the risks associated with not sharing clinical data for
the development of drugs and therapeutics?

SIMON FRASER UNIVERSITY




2. What is ‘risk imposition’?

Risk imposition, data sharing, and clinical drug trials

* Would you be willing to participate in data sharing in clinical drug
trials?

*  Who are the persons or populations we’re asking to entrust us
with their data?

* Have we meaningfully engaged with local communities whose data
we want to share?

* How can we ensure that the data we’re using from others was
obtained in an ethical manner?

* For those directing academic institutions, are you removing
barriers to data sharing (lessening professional risk for faculty)?

* Are we reciprocating the professional respect we would want with
colleagues in LMICs?

* Other questions I'm sure I’'m missing?

SIMON FRASER UNIVERSITY




2. What is ‘risk imposition’?

To what extent are current business models for development of
drugs and diagnostics antithetical to discussions of ethics, risk,
and data sharing?

What are the risks associated with the szazus guo of not sharing
(or hesitatingly sharing) clinical trials data?

SIMON FRASER UNIVERSITY




3. Case: whole genome sequencing for TB
surveillance and drug sensitivity testing

TB - airborne pathogen

* ~ 10mil infected in 2017

* ~ 2mil deaths

*  ~500,000 M/XDR-TB cases, less than 50% treatment success
* Unequal burden abroad and at home

* Surveillance key public health tool

Whole Genome Sequencing

*  Read complete M. tuberculosis genome from each case in an outbreak

* Identify mutations shared between different people

*  People with shared mutations may have transmitted disease to each other.
* Helps us to identify potential person-to-person transmission events

* Need for other data inputs

*  Helps us identify drug resistant strains

* Cananswer: how TB entered a community how and why is TB is spreading in that
community, city, or region, which individuals are contributing the most to
transmission.

SIMON FRASER UNIVERSITY




3. Case: whole genome sequencing for TB
surveillance and drug sensitivity testing

* Project: Ethical 1ssues in use of whole genome sequencing
for TB surveillance and diagnostics

* Qualitative interviews + philosophical/ethical analysis

* Twenty-three interview with gov. officials, clinicians, and
laboratory staff

* Representing Canada, USA, UK, International Org.
* No direct LMIC representation

* Empirical paper under peer-review; policy paper being
drafted

C
Funded by: é Genome

BritishColumbia
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3. Case: whole genome sequencing for TB
surveillance and drug sensitivity testing

Two key lessons

* 'Trust of the public, trust between staff

* 'The ‘black box’ of whole genome sequencing

* Time to include lab folks as direct part of care teams?

* Risk and risk imposition
* Not just cost-benefit of potential use of data science technology x
* Utility of patient-level metadata vs. potential data breaches and
identifiability
*  Who will bear the risk? Who’s imposing the risk? Who gets to accept or
reject risk?

SIMON FRASER UNIVERSITY




They're [researchers in LMICs] pretty hesitant and what has been done in
the past is that if they have volunteered to provide data that companies can
come in, identify potential mutations that would be of relevance and make a
diagnostic and then sell it back to the country. So the country is a little bit
concerned that what may happen is that a company can basically matke
money off of their data that they're providing for free.

(Interview #1, Lab)

SIMON FRASER UNIVERSITY




So we’ve put a huge amount of thought into that |data sharing/, because
that'’s one of these things where these projects can die. So the most important
thing is really having solid relationships across — between the science, and
particular in the hub-and-spoke model that we have between us and all the
other participants. If you haven’t got trust, then nothing works, and to do
that, you need face-to-face meetings, and a lot of nurturing of relationships
early on.

(Interview #16, Lab)

SIMON FRASER UNIVERSITY




But we still have to go through our privacy before we can deposit
information and one thing that still seems to be a sticking point, not

necessarily just with us, I think with other institutions is any associated
metadata. (Interview #9, Lab)

So what does it mean if we start, you know, that slippery slope, well what
happens if we start sharing like well let's just share gender now, ob let's
share country of origin now. (Interview #7, Public Health).

SIMON FRASER UNIVERSITY




Conclusions

* Risk-benefit calculations ought to take into account risk and
risk imposition

* Including risks associated to not sharing data

* Assuming profit and ethics aren’t antithetical, what are we
willing to do to minimize risks associated with data sharing?

* What challenges do you face with regards to data sharing?

SIMON FRASER UNIVERSITY
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