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Did the first randomised trial of faecal microbiotal transplan-
tation in psoriatic arthritis have a negative outcome due to the
paradoxical triggering of a reactive type arthritis disease flare?

We read with great interest the report by Kragsnaes et al
on faecal microbiota transplantation (FMT) in active psori-
atic arthritis (PsA).! The authors cited the example of reactive
arthritis (ReA) as an exemplar of how dysregulation of the
intestinal microbiome may contribute to the immunopathogen-
esis of human arthritis by disturbance of the gut—joint axis. We
appreciate that limitations in word count may have constrained
Kragsnaes et al on commenting further on gut dysbiosis in
arthritis. PsA, ankylosing spondylitis (AS), the related inflamma-
tory bowel disease (IBD)-associated arthropathies and ReA all
fit within the umbrella term of spondyloarthritis (SpA) where
a characteristic feature is subclinical IBD. Indeed, the preva-
lence of subclinical IBD in AS approaches 50%, and the severity
of IBD is directly linked to the severity of arthritis.> Subclin-
ical IBD is less frequent in PsA and is in the region of 20%.
For a comprehensive evaluation of the gut dysbiosis in PsA, the
intestinal barrier-microbiotal interaction would need specific
consideration in this group, but we acknowledge that detailed
phenotyping was not possible.

While the narrative in SpA—gut axis has historically resolved
around the synovium-gut axis, there is strong evidence that
experimental arthritis may concomitantly target the gut
and the enthesis in both the TNF transgenic mouse and the
SKG mouse models.” * Indeed, the gut enthesis axis is an
important consideration in man where therapy of IBD with
integrin blockers may flare peripheral and axial entheseal
pathology.’ Kragsnaes et al employed the Spondyloarthritis
Research Consortium of Canada (SPARCC) index where a
mean 4.3 unit improvement was noted in the FMT sham
group versus 1.9 units in the FMT group.' This raises the
novel concept that FMT might be transiently disturbing the
intestinal homeostasis and favours a flare in disease before
later restoration of immune homeostasis, although this was
not studied in their report.

We note that ReA may come on for up to 28 days following
invasive enteric infections such as salmonella and shigella,
which has remained somewhat enigmatic to explain. Perhaps
the diarrhoeal effect of washing out the normal micro-
biota in ReA has a parallel in FMT in that restoration of
the normal intestinal microbiome community following
diarrhoea may be mechanistically mirrored by the FMT,
that likewise disturbs intestinal homeostasis. The question
arises as to why did the authors escalate to biological disease
modifying drugs (bDMARDs) so quickly? Would steroids
have sufficed in the short term and observe until week 24
to reassess changes? This raises the possibility that the FMT-
induced changes in the microbiota could be long lasting?

Nevertheless, these intriguing findings remain prelimi-
nary and need replication. However, it is clear that there
may be a need to partition for patients with PsA and other
SpA groups with bone fide subclinical intestinal involvement
to evaluate whether ‘switching’ microbiotal compositions
could generally be a detrimental event for the gut-enthesis
axis.

Dennis G McGonagle,"? Charlie Bridgewood © ,' Helena Marzo-Ortega'?

"Leeds Institute of Rheumatic and Musculoskeletal Medicine (LIRMM), University of
Leeds, Leeds, UK

“National Institute for Health Research (NIHR) Leeds Biomedical Research Centre
(BRC), Leeds Teaching Hospitals Trust, Leeds, West Yorkshire, UK

Correspondence to Dr Dennis G McGonagle, University of Leeds, Leeds, UK;
d.g.mcgonagle@leeds.ac.uk

Acknowledgements DGM and HM-O are supported by the National Institute
for Health Research (NIHR) Leeds Biomedical Research Centre (LBRC). The views
expressed are those of the authors and not necessarily those of the (UK) National
Health Service (NHS), the NIHR, or the (UK) Department of Health.

Contributors DGM, CB and HMO all contributed to the writing of the manuscript.
Funding This study was funded by National Institute for Health Research (NIHR).
Competing interests None declared.

Patient and public involvement Patients and/or the public were not involved in
the design, or conduct, or reporting, or dissemination plans of this research.

Patient consent for publication Not required.
Provenance and peer review Not commissioned; internally peer reviewed.

© Author(s) (or their employer(s)) 2023. No commesrcial re-use. See rights and
permissions. Published by BMJ.

I '.) Check for updates

To cite McGonagle DG, Bridgewood C, Marzo-Ortega H. Ann Rheum Dis
2023;82:¢164.

Received 27 May 2021
Accepted 29 May 2021
Published Online First 22 June 2021

C%D Linked

» http://dx.doi.org/10.1136/annrheumdis-2021-220910
Ann Rheum Dis 2023;82:e164. doi:10.1136/annrheumdis-2021-220871

ORCID iD
Charlie Bridgewood http://orcid.org/0000-0001-6797-4633

REFERENCES

1 Kragsnaes MS, Kjeldsen J, Horn HC, et al. Safety and efficacy of faecal Microbiota
transplantation for active peripheral psoriatic arthritis: an exploratory randomised
placebo-controlled trial. Ann Rheum Dis 2021;80:1158-67.

2 Van Praet L, Van den Bosch FE, Jacques P, et al. Microscopic gut inflammation in axial
spondyloarthritis: a multiparametric predictive model. Ann Rheum Dis 2013;72:414-7.

3 Armaka M, Apostolaki M, Jacques P, et al. Mesenchymal cell targeting by TNF as a
common pathogenic principle in chronic inflammatory joint and intestinal diseases.
Exp Med 2008;205:331-7.

4 Rahman MA, Thomas R, Rheumatology RC. The SKG model of spondyloarthritis. Best
Pract Res Clin Rheumatol 2017;31:895-909.

5 Dubash S, Marianayagam T, Tinazzi |, et a/. Emergence of severe spondyloarthropathy-
related entheseal pathology following successful vedolizumab therapy for inflammatory
bowel disease. Rheumatology 2019;58:963-8.

BM)

Ann Rheum Dis July 2023 Vol 82 No 7

eular '

yBLAdoo Ag paroaloid 1sanb Aq £Z0z ‘6T [Udy uo jwod lwg pre//:dny woly papeojumoq "TZ0zZ SUnt 2z Uo T.8022-T202-SIpwnayuue/9sTT 0T Se paysignd 1siy :SIg wnayy uuy


http://www.eular.org/
http://ard.bmj.com/
http://orcid.org/0000-0001-6797-4633
http://crossmark.crossref.org/dialog/?doi=10.1136/annrheumdis-2021-220871&domain=pdf&date_stamp=2023-05-31
http://dx.doi.org/10.1136/annrheumdis-2021-220910
http://orcid.org/0000-0001-6797-4633
http://dx.doi.org/10.1136/annrheumdis-2020-219511
http://dx.doi.org/10.1136/annrheumdis-2012-202135
http://dx.doi.org/10.1084/jem.20070906
http://dx.doi.org/10.1084/jem.20070906
http://dx.doi.org/10.1016/j.berh.2018.07.004
http://dx.doi.org/10.1016/j.berh.2018.07.004
http://dx.doi.org/10.1093/rheumatology/key267
http://ard.bmj.com/

	Correspondence on ‘Safety and efficacy of faecal microbiota transplantation for active peripheral psoriatic arthritis: an exploratory randomised placebo-­controlled trial’
	References


