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People are complicated, and their medical problems rarely come
neatly packaged as the single diseases that scientists and doctors study.
A report released on 19 April by the UK Academy of Medical Sciences
(see go.nature.com/2jhmevf) details the challenges of studying and
treating individuals who have multiple medical conditions, known as
multimorbidity. Variations in the definition and frequency of multi-
morbidity across populations have led to wide estimates of its preva-
lence, ranging from 13% to 95% of patients globally. The report offers
a list of recommendations on what health-care providers can do to
address the problem of multimorbidity, and identifies the knowledge
gaps that need to be filled.

Researchers should take heed: if their work is to translate to the real
world, more scientists — at the clinic and the bench — should shift
their focus to look at interactions between disorders.

Multimorbidity seems to be growing in countries where the popula-
tion is ageing and thus more people are living with chronic diseases,
and in countries grappling with chronic infectious diseases such as
HIV. Health-care providers should look again at how doctors tend to
specialize in specific disorders, when it might be better to arm them
with the ability to recognize and treat a range of conditions.

Clinical trials have historically focused on single diseases. They
often exclude participants with other conditions to boost the chance
of getting a cleaner data set (and to reduce risks of unintended harm).
But this is beginning to change as part of a push to lower eligibility
requirements for many clinical trials. Researchers are also increasingly
focusing on supplementing data from carefully controlled clinical tri-
als with ‘real-world evidence’ — much messier data collected from
people who may be taking multiple medications and dealing with mul-
tiple conditions. Such studies are a good way to start understanding
the effects of multimorbidity. In this issue, a World View describes how
to make sure people with anxiety disorder and other complications

are integrated into clinical research of pain treatments (see page 7).
There is more to be done. As the report highlights, clinical research-
ers need to characterize multimorbidity around the world, looking at
which conditions are most likely to coincide and in which populations.
Already, evidence shows that this varies dramatically by location and
wealth. More-deprived individuals in wealthy countries, for example,
might be more likely to have multiple chronic diseases; whereas in
poorer countries, wealthier individuals might

“Multimorbidity  be more likely to have multiple conditions.

seems to be Such studies could identify the most preva-
growing in lent and harmful clusters of disease — and so
countries where help to focus basic research. Bench scientists
the population also tend to focus on one disease at a time,
is ageing.” even if their work sometimes yields insights

into a range of conditions. More effort should
be put into studying complex combinations of disorders and how they
— and their treatments — interact. Studies of ageing, for example, are
detailing the causes of inflammation and its impact on multiple organs
in the body (M. N. Bouchlaka et al. J. Exp. Med. 210, 2223-2237;2013).

This requires support from funders, and a wider recognition that
the most tractable projects with the cleanest, easiest to interpret results
might not be the most worthy of funding. Studying diseases in com-
bination is challenging, but computational and laboratory tools are
increasingly available to handle complex data sets and tease out mean-
ing from messy data.

Some funders are already taking steps in this direction: an upcom-
ing workshop held by UK charity the Wellcome Trust, the UK Medical
Research Council and other organizations will look at how research
can better tackle multimorbidity. This movement needs support in the
coming years. Awareness of multimorbidity has been growing steadily:
now the question is how best to deal with it. m

Human embryo and
stem-cell research

esearch using human embryos and embryonic stem cells

draws intense ethical scrutiny and places demands on scien-
tists, funders and journals to follow the relevant regulations. As a
publisher of such work, Nature and the Nature journals take this
responsibility very seriously. For many years, Nature journal editors
handling manuscripts on human embryo and stem-cell research
have assessed the ethical oversight of the work when deciding
whether to publish it. We are now formalizing and amending
aspects of this publication policy.

Nature journals encourage stem-cell scientists to embrace guide-
lines agreed in 2016 by the International Society for Stem Cell
Research (ISSCR) as they design, execute and report their research.
These ‘Guidelines for stem cell research and clinical translation’
describe rigorous standards for stem-cell research consistent with
international policies that govern biomedical science and clinical
trials. To encourage scientists to follow these guidelines, we have
identified categories of manuscripts for which we will require authors
to send an accompanying ethics statement or will consult an ethicist
reviewer.

Under this policy, Nature journals will require an ethics statement
from the authors for papers that involve human embryos or gametes,
and for clinical studies of cells derived from pluripotent stem cells.
This statement must highlight ethical oversight of the work, includ-
ing the review boards specialized in embryo research that approved
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it, and details of the consent process for cell donors and recipients.

For manuscripts that we consider especially sensitive, Nature
journals will request assessment by an independent ethicist along-
side scientific peer review. Such manuscripts will include, but will
not be limited to, those reporting genome engineering of human
embryos or clinical work with gametes or cells derived from pluri-
potent stem cells. These ethicist reviewers may provide guidance
on formulating the ethics statement to ensure accurate and trans-
parent reporting of approval conditions. Authors may be asked to
submit redacted informed-consent documents and review-board
documents for evaluation by the ethicist reviewer.

Independent ethics review will also be required for manuscripts
reporting work in which intact human embryos or embryo-like
structures are kept alive for close to 14 days, a time point that corre-
sponds to the formation of the primitive streak and the acquisition
of organismal potential.

At present, many countries — and the ISSCR guide-
lines — prohibit culture beyond 14 days, a restriction that reflects
the conclusions of the 1984 UK Report of the Committee of Inquiry
into Human Fertilisation and Embryology (also known as the
Warnock report). Whether this rule should be relaxed is currently
being debated, triggered in part by technological advances that
enable scientists to reconstruct human embryo-like structures
from stem cells.

As this and other debates unfold, we anticipate the need to revisit
some aspects of our policy in accordance with shifts in best practices
for the stem-cell field, driven by advances in science and technol-
ogy and evolving social norms. Nature fully supports an inclusive
approach to such discussions, involving broad consultation and
dialogue. We hope that our policy complements these efforts by
scientists, ethicists, regulators, policymakers and funding agencies. m
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