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Last year we announced the launch of a special
section in this journal – “the null hypothesis stands”
– dedicated to studies where results were not those
anticipated or hoped for. This special issue fully
dedicated to such studies is the formal inauguration of this section. When we announced the section,
we were wondering what we may receive. We had
recently completed a survey amongst members of
our own network of antisense oligonucleotide therapy
researchers on sharing such results. This revealed that
researchers think results that do not disprove the null
hypothesis or that cannot replicate published work
are worth sharing. However, at the same time, many
think that doing so themselves is a waste of precious
time and only a few of the respondents had actually
published such work [1]. As such, we had some trepidation that researchers in the neuromuscular field
might feel hesitancy towards publishing on studies
that disproved the null hypothesis.
It is clear that results that prove an original hypothesis to be incorrect advance knowledge as much as
those that confirm it. Still, in the era of “publish or
perish” results that disprove the hypothesis tested are
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not published at the rate that should be expected
[2–4], and the lack of reproducibility has also been
recently highlighted as a problem that needs to be
addressed. A publication bias towards therapeutic
approaches that appear to have beneficial effects and
lack of published studies where therapies are either
not useful or toxic, or where published results are
not reproducible [5, 6], not only impedes science and
therapy development, but it also leads to unnecessary
duplication of efforts and a waste of resources. In
any field this is not optimal, but in a rare disease field
such as research in neuromuscular disorders this is a
tragedy.
In light of this, we are happy to present a whole
issue dedicated to well-executed research that obtained what many may consider “negative” results.
Included in this special issue, readers may find
8 research articles. They all have been reviewed
by peers and present the markings of high-quality
research. They include a variety of subjects, from
animal models to biomarkers and clinical trials.
We highlight a few examples to illustrate the usefulness of sharing these results. One study assessed
whether facio-scapulo-humeral muscular dystrophy
(FSHD) patients had auto-antibodies int their serum
due to DUX4 activation [7]. After evaluating 138
patients and 20 controls, the answer to this question seems to be negative, but the result nonetheless
provides the neuromuscular community with new
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insights. The publication of this manuscript will
not only avoid future research duplications, but also
the possibility of completing this work with other
approaches, such as evaluating a cellular response.
Another study evaluated whether there was an
association between HLA class II alleles and disease severity in 146 Iranian patients with myasthenia
gravis, an autoimmune NMD [8]. Patients in the
cohort had been followed up for 5 years or more. No
association was found between the HLA class II haplotype and disease severity or treatment response. As
the groups per haplotype were relatively small, due to
the inherent variability of HLA genes, it is still possible that an association exists, but one that is small
and that can only be picked up in larger groups of
patients. Future studies may shed more light on this.
It is known that in mouse models the genetic
background can influence the disease severity. For
example the mdx mouse model lacking dystrophin has
a more severe pathology on a DBA background than
on a C57/Bl10 background, due to amongst others
a polymorphism in latent TGF-beta binding protein
4 (Ltbp4) gene that leads to increased deposition of
fibrotic tissue. Similarly, the mdx phenotype can be
exacerbated by knocking out the cytidine monophosphate sialic adic hydroxylase (Cmah) gene, which
is present in mice but not in humans. This difference has been proposed as one of the reasons why
generally muscle pathology is less severe in murine
knockouts than in neuromuscular disease patients. In
a study in this issue authors aimed to assess whether
crossing a mouse model with a fukutin related protein (Fkrp) mutation into the DBA background or
into a Cmah mutated background could exacerbate
the phenotype of this model [9]. Authors confirmed
that these crosses exacerbated the pathology for the
mdx mutation, but had no impact on pathology for the
Fkrp mutation. While this is disappointing, the fact
that the authors share these results mean that others
do not have to do the same painstaking task of crossing these animal models to discover that this does not
exacerbate the phenotype.
Finally, we would like to highlight the report of
the phase 3 clinical trial of edasalonexent treatment
in Duchenne patients [10]. Edasalonexent is a potent
inhibitor of NFκB, one of the key proteins driving the
inflammatory response that is an important pathological pathway in Duchenne skeletal muscle. Patients are
treated with glucocorticosteroid treatment which significantly delays disease progression, but this comes
at the cost of side effects. Edasalonexent would be a
more targeted alternative. Unfortunately, while initial

clinical trials were promising, no significant difference was observed between treated and placebo
groups for the North Star Ambulatory Assessment
or timed function tests in the double-blind placebocontrolled phase 3 clinical trial. We commend the
authors for publishing these data so quickly and sharing the information with the community. While this is
not the result the field was hoping for, the data from
the placebo group can be used to optimize clinical
trial design for other studies using the same clinical
endpoints.
We encourage you to read these and the other
papers in this issue, because we are pleased to present
it and are proud of its contents. We encourage other
researchers to submit their studies to this or any journal: ours is not the first initiative to promote this [11],
and, while we hope one day it will not be necessary
to dedicate special issues or have specific calls for
sharing these results, we applaud the latest drive of
journals reminding researchers that manuscripts such
as the ones included here are welcome. As mentioned,
the journal will have a special section dedicated to
these types of studies, so additional work can be submitted beyond this current issue. Our experience as
editors of this issue have calmed our fears: not only
have researchers submitted manuscripts of very good
standards, reviewers have been happy to collaborate
and we expect that readers will also acknowledge this
effort citing these manuscripts in the future.
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