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We are grateful to Slouma and associates for mirroring our
thought processes in the letter [1] in response to our review
on reactive arthritis (ReA) before and after COVID-19 [2].

They have reiterated the need to differentiate infective
viral arthritis from post-viral reactive arthritis. The initial
concept of ReA was that it was a para-infectious arthritis
due to an autoimmune phenomenon without direct invasion
of the infectious agents into the synovium. However, the
demonstration of Chlamydial elementary bodies [3] or bac-
terial DNA [4] in joints of “ReA” has blurred this distinc-
tion. The time period between the infection and the onset of
arthritis may be important, but in post-streptococcal reac-
tive arthritis, this gap is very small [5]. Even in the case
of COVID-19, this time gap is not known and our review
included all cases labelled as the authors by post-COVID
ReA to demonstrate how variable the interpretation could
be. Ultimately, the immunopathogenesis of post-COVID
ReA must be understood to be able to differentiate it from
acute viral arthritis [6].

Slouma and associates are correct that certain drugs may
precipitate or unmask rheumatic symptoms. However, if they
check Table 1 in the review, they will see that most patients
have received only non-steroidal anti-inflammatory drugs,
and oral, parenteral or intra-articular steroids [2]. Also, in
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most of the case reports, the respective authors have speci-
fied how they have excluded other diagnoses before making
a diagnosis of post-COVID ReA.

Autoimmune/inflammatory syndrome induced by adju-
vant (ASIA) can be considered a differential diagnosis for
post-vaccination ReA. Most of the post-vaccination auto-
immune phenomena will meet the criteria for ASIA [11].
However, there are some controversies raised about this
entity [12] and the mere swapping of names will not leave
anyone the wiser.

This letter has helped bring out the message from our
review. The various controversies related to ReA diagnosis
are summarized in Table 1. Whether the concept of post-
COVID ReA should be treated as a separate entity needs
to be explored. Large online surveys of treating physicians
and multi-national cohort studies of reactive arthritis are
required to analyse the concept of viral arthritis and post-
COVID-19 joint involvement during the pandemic. This
should be a clarion call to clinicians and rheumatology soci-
eties worldwide to get together to update and craft better
classification criteria enabling better understanding of this
enigmatic entity.
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Table 1 Current controversies related to the diagnosis or classification of reactive arthritis

Serial Area

Controversy

1 Manifestations of ReA Should ReA incorporate only spondyloarthritic manifestations as stated in the National Medical Library
Medical Search Heading terminology [2] or all types of arthritis?

2 Source of preceding infection Should the definition of ReA be limited to arthritis post-genitourinary and gut infection [7], or any infec-
tion in any part of the body?

3 Organisms leading to ReA Should this be restricted to a list of specified bacteria or viruses [8] or can include new and emerging
infections as was in the case of COVID-19?

4 Severity of disease Should at least one joint have clinical swelling (as seen in countries with a high prevalence of infections)
[9] or any minor inflammatory phenomenon is sufficient [10]?

5 Duration of symptoms Should short-lasting arthritis such as post-streptococcal ReA be included in the definition of classical
ReA?

6 Duration from the onset This will depend on the organisms and manifestations included in the final definition

of infection to onset of
symptoms

Author contribution All co-authors contributed substantially to the
concept, formulation, searches of relevant articles, and revisions. They
approve the final version of the manuscript and take full responsibility
for all aspects of the work.

Compliance with ethical standards

Conflicts of interest SA reports speaker honorarium from Cipla,
Novartis, DrReddy, Pfizer, and Jannsen, outside the submitted work.
The other authors have no potential conflicts of interest to declare.

References

1. Maroua Slouma, Maissa Abbes, Lobna Kharrat, Imen Gharsallah
(2022) Post COVID-19 reactive arthritis. Clin Rheumatol Ahead
of print

2. Bekaryssova D, Yessirkepov M, Zimba O et al (2022) Reac-
tive arthritis before and after the onset of the COVID-19 pan-
demic. Clin Rheumatol 41:1641-1652. https://doi.org/10.1007/
$10067-022-06120-3

3. Keat A, Thomas B, Dixey J et al (1987) Chlamydia trachomatis
and reactive arthritis: the missing link. Lancet 1:72-74. https://
doi.org/10.1016/s0140-6736(87)91910-6

4. Siala M, Gdoura R, Fourati H et al (2009) Broad-range PCR,
cloning and sequencing of the full 16S rRNA gene for detection of
bacterial DNA in synovial fluid samples of Tunisian patients with
reactive and undifferentiated arthritis. Arthritis Res Ther 11:R102.
https://doi.org/10.1186/ar2748

5. Ahmed S, Padhan P, Misra R, Danda D (2021) Update on post-
streptococcal reactive arthritis: narrative review of a forgotten
disease. Curr Rheumatol Rep 23:19. https://doi.org/10.1007/
$11926-021-00982-3

@ Springer

10.

11.

12.

Kocyigit BF, Akyol A (2021) Reactive arthritis after COVID-19:
a case-based review. Rheumatol Int 41:2031-2039. https://doi.org/
10.1007/500296-021-04998-x

Braun J, Kingsley G, van der Heijde D, Sieper J (2000) On the dif-
ficulties of establishing a consensus on the definition of and diag-
nostic investigations for reactive arthritis. Results and discussion
of a questionnaire prepared for the 4th International Workshop on
Reactive Arthritis, Berlin, Germany, July 3-6, 1999. J Rheumatol
27:2185-2192

Selmi C, Gershwin ME (2014) Diagnosis and classification of
reactive arthritis. Autoimmun Rev 13:546-549. https://doi.org/
10.1016/j.autrev.2014.01.005

Malaviya AN, Agrawal N, Patil NS (2017) Clinical characteristics
of peripheral spondyloarthritis without psoriasis, inflammatory
enteropathy or preceding infection, from a single rheumatology
clinic in northern India. Clin Rheumatol 36:2613-2618. https://
doi.org/10.1007/s10067-017-3720-8

Walker TA, Grainger R, Quirke T et al (2022) Reactive arthri-
tis incidence in a community cohort following a large water-
borne campylobacteriosis outbreak in Havelock North. New
Zealand BMJ Open 12:¢060173. https://doi.org/10.1136/bmjop
en-2021-060173

Jara LJ, Vera-Lastra O, Mahroum N et al (2022) Autoimmune
post-COVID vaccine syndromes: does the spectrum of autoim-
mune/inflammatory syndrome expand? Clin Rheumatol 41:1603—
1609. https://doi.org/10.1007/s10067-022-06149-4

Ajmani S (2019) Autoimmune/autoinflammatory syndrome
induced by adjuvants: what is it and why the controversy? Indian
J Rheumatol 14(Suppl S1):76-81

Publisher's note Springer Nature remains neutral with regard to
jurisdictional claims in published maps and institutional affiliations.


https://doi.org/10.1007/s10067-022-06120-3
https://doi.org/10.1007/s10067-022-06120-3
https://doi.org/10.1016/s0140-6736(87)91910-6
https://doi.org/10.1016/s0140-6736(87)91910-6
https://doi.org/10.1186/ar2748
https://doi.org/10.1007/s11926-021-00982-3
https://doi.org/10.1007/s11926-021-00982-3
https://doi.org/10.1007/s00296-021-04998-x
https://doi.org/10.1007/s00296-021-04998-x
https://doi.org/10.1016/j.autrev.2014.01.005
https://doi.org/10.1016/j.autrev.2014.01.005
https://doi.org/10.1007/s10067-017-3720-8
https://doi.org/10.1007/s10067-017-3720-8
https://doi.org/10.1136/bmjopen-2021-060173
https://doi.org/10.1136/bmjopen-2021-060173
https://doi.org/10.1007/s10067-022-06149-4

	Revisiting reactive arthritis during the COVID-19 pandemic
	References


