
research activities, there is a risk that research that would not be
ethically permissible in the European Union is exported to countries
where the legal and regulatory framework for research is not as
stringent [3]. The Trials within Cohorts (TwiCs) study design offers
the real world applicability of results that is desperately needed in
LMICs. However, for the TwiCs design to be of value in LMICs there
must be care to avoid ethics dumping with sensitivity to local pref-
erences, needs and environment.
Method
A broad based consultative exercise was undertaken to identify and
analyse vulnerabilities for exploitation (ethics dumping) in research
in LMICs. Data was garnered from multi-level ethics bodies, policy
advisors/makers, civil society organisations, funding organisations,
industry and academic scholars, more than 30 members of ethics
committees in LMICs, representatives from vulnerable populations in
LMICs and an open call for case studies of ethics dumping in LMICs.
Results
A wide variety of vulnerabilities were identified and analysed themat-
ically. For example, those who live in poor circumstances are more
vulnerable to undue inducement and those who lack education may
struggle to understand the research information. Cultural differences
can influence the interpretation of certain ethical principles and a
lack of resources and infrastructures can seriously affect the validity
of the research. Additionally, many studies lack relevance for the
communities in which they are undertaken and offer no potential for
benefit from the results; this can leave the participants with a sense
of being used or abused.
Conclusion
The logistical and ethical challenges for the conduct of any cohort
studies in LMICs are significant. Community engagement and local
ownership are essential for sustainability and the research may re-
quire significant investment in the local community. The TwiCs de-
sign offers a means of ensuring that studies are relevant to specific
communities and as such, may be of great value in LMICs.
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Topic 3: Examples
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Severe mental illness includes schizophrenia, bipolar disorder and
the most severe cases of depression. The Families Overcoming Risks
and Building Opportunities for Well-being (FORBOW) program aims
to find out how we can effectively prevent severe mental illness
through early indicated interventions. The Trial within Cohorts
(TwiCs) design makes it possible to test the long term effect of in-
terventions with strong external validity.
FORBOW enrols children and youth (age 1-21 years) in an accelerated
cohort with annual assessments of cognitive development and psy-
chopathology [1]. Youth participants are recruited through their

parents, with an oversampling of parents who are receiving health
services for severe mental illness, irrespective of whether any psy-
chopathology is present in the youth. To date, we have enrolled
317 participants in the cohort and we have been able to follow-up
95% of cohort participants annually. The combination of family his-
tory of severe mental illness and early antecedents including
affective lability, anxiety, psychotic symptoms and basic symptoms
allows efficient early identification of risk.
Embedded within the cohort is a trial of Skills for Wellness (SWELL),
a psychological early intervention which coaches children and ado-
lescents in coping and emotional skills needed to develop resilient
mental health. Eligible participants who are 9-21 years old and
present with one or more antecedents are randomly allocated to
be offered the SWELL intervention or not in a 1:1 ratio. The partici-
pants are not actively seeking treatment at the time of allocation.
To date, 36 participants have been randomly allocated and the
intervention participation rate has been 83% with positive feedback
from participating families. This contrasts with experiences from an-
other early intervention trial in a non-help seeking population that
had similar aims but followed traditional clinical trial design and
was stopped because of failure to enrol participants [2,3]. The early
experience suggests that the TwiCs design enables externally valid
tests of preventive interventions with long-term follow up.
Trial registration:
ClinicalTrials.gov Identifier: NCT01980147
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Introduction
Exercise interventions show beneficial effects on cancer patients’
quality of life. However, effect sizes are often small, which might be
partly explained by contamination; i.e., patients randomised to the
control arm adopt the exercise intervention. Also, patients may re-
frain from participation, or drop-out after being randomised to the
control arm. Applying a cohort multiple RCT (cmRCT) design might
overcome the disadvantages of conventional RCTs when blinding of
the intervention is impossible. UMBRELLA FIT studies the feasibility of
cmRCT in exercise-oncology research. Effects of the intervention on
quality of life will be investigated.
Methods
The ‘Utrecht cohort for Multiple BREast cancer intervention studies
and Long-term evaluation (UMBRELLA cohort)’ started in 2013 in the
UMC Utrecht (The Netherlands). Currently >1600 breast cancer pa-
tients participate. Over 85% provided broad consent to be randomly
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selected for future experimental interventions or to serve as control
without further notice. For the UMBRELLA FIT study, 168 physically
inactive breast cancer patients (12-18 months post-baseline), who
gave broad consent are randomised to a 12-week supervised exer-
cise intervention or control. Endpoints are contamination, partici-
pation, generalizability and retention (methodological) and quality
of life (effectiveness). In addition, instrumental variable analysis will
be performed taking drop-out/non-compliance after randomisation
into account.
Results
The UMBRELLA FIT trial recruitment started in October 2015, since
then 130 patients have been randomised. Of 65 intervention pa-
tients, 55% agreed to participate. Reasons for non-participation
were mainly time constraints, dislike of exercise, or avoidance of
confrontation with their disease. Acceptance rate of the interven-
tion has been lowest in the summer period.
Conclusion
It is anticipated that recruitment will be completed in 2017. Results
on feasibility and effectiveness will be reported.
Trial registration
The Netherlands National Trial Register NL.52062.041.15 / NTR5482
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Clinicians routinely collect information on patient-reported outcomes
as a part of clinical care. For instance, a rheumatologist will want to
understand a patient’s level of pain and functioning in order to con-
sider the effectiveness of a new treatment; a cancer surgeon will
want to know how a patient is recovering from surgery in order to
determine whether persistent symptoms require attention. There are
numerous reasons why the use of standardized questionnaires for
such purposes is far superior to informal discussion.
At Memorial Sloan Kettering Cancer Centre (MSKCC) we have pio-
neered the use of electronic methods to gather patient-reported
outcomes as part of standard care. Current clinical projects include
urinary and erectile function after radical prostatectomy; pain and
recovery after gynaecological surgery; bowel, urinary and sexual
function after rectal surgery; patient satisfaction with breast recon-
struction; gerontology; pain and discomfort during prostate biopsy.
We ensure that clinical staff are involved in the development of the
questionnaire, the design of the report given to clinicians summar-
ising patient responses and its integration into clinical workflow. By
optimizing the clinical value of patient-reported outcomes we en-
sure that patients do indeed complete them in routine practice.
Data obtained to aid the clinical consultation can then be reused as
the endpoints of randomised trials, facilitating the sort of clinically-
integrated research associated with many TwiCs approaches. For in-
stance, we are currently conducting a traditional randomized trial
comparing two approaches to port-site closure after minimally-
invasive surgery, using patient-reported hernia as an endpoint. The
critical point is that all of our patients are asked to provide data on
hernia, whether or not they take part in the trial. Hence, although
our trial is not in a TwiCs context, it demonstrates how use of rou-
tinely collected patient-reported outcomes can facilitate the sort of
low-cost, pragmatic trials common in TwiCs.
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Background
People with rare diseases do not typically have access to evidence-
based self-management and psychosocial interventions, and
conducting rigorous, adequately powered trials is difficult. The
Scleroderma Patient-centered Intervention Network (SPIN) is a
collaboration of scleroderma centers, clinicians, patient organiza-
tions and investigators from Canada, the US, Mexico and Europe,
whose aim is to develop, test, and disseminate self-management
and psychosocial interventions for people living with the rare
disease scleroderma [1].
Methods
SPIN utilizes the cohort multiple RCT (cmRCT) design to collect lon-
gitudinal data on patient-reported outcomes in scleroderma via the
Internet and to test online interventions on an ongoing basis. SPIN
is in the process of enrolling 2,000 scleroderma patients for an on-
going web-based cohort dedicated to better understand problems
important to scleroderma patients, validating outcome measures,
and informing development of interventions. SPIN will also use the
cohort framework to develop, evaluate, and deliver the online sup-
port tools. Eligible participants are at least 18 years of age, have a
scleroderma diagnosis, speak one of the SPIN languages (currently
English, French or Spanish) and have access to the Internet. Upon
enrolment in the Cohort, participants allow their physician to pro-
vide their contact information and basic medical information to the
SPIN team. Once participant’s medical data are entered online, they
receive emails at 3-month intervals that invite them to complete
online assessments. The cmRCT design allows us to recruit very
large samples for trials, even in a rare disease context, and reduces
the cost of re-starting the recruitment process each time, including
getting new ethics approval for each participating center.
Results
Since enrolment started in April 2014, SPIN has recruited over 1,500
scleroderma patients from 39 centers in Canada, the US, the UK,
France and Mexico after obtaining approval from the local ethics
board for each center. SPIN was recently funded to evaluate the ef-
fectiveness of an online hand exercise program and a scleroderma
disease self-management program in two pragmatic RCTs embedded
in the SPIN Cohort, including 400-500 patients in each. For these tri-
als that SPIN will run through the Cohort, ethics approval is only re-
quired from the SPIN coordinating center at the Jewish General
Hospital of McGill University, which adds to the feasibility of conduct-
ing multiple trials.
Discussion
The use of the cmRCT design and development of self-guided
eHealth interventions allows SPIN to develop, rigorously test, and
deliver interventions for people with a rare disease from around
the world.
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