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The autoinflammatory syndromes (AIS) refer to a group of 
disorders characterized by recurrent episodes of endogenous 
inflammation resulting from uncontrolled activation of the 
innate immune system [1]. Autoinflammation is a critical 
pathophysiological process in Behçet disease (BD), systemic 
onset juvenile idiopathic arthritis, adult-onset Still’s disease, 
psoriatic arthritis, gout, and certain hormonal and cardiac 
disorders [2].

AIS can manifest at varying ages, ranging from the neo-
natal period to young adulthood, and rarely at older ages. 
Each syndrome or related nosological entity is identified 
by distinct clinical features [1]. A significant proportion of 
AIS manifest with episodes of fever of varying periodicity. 
Endogenous (auto)inflammation of varying intensity can 
also present in classic autoimmune rheumatic and musculo-
skeletal diseases, sometimes following therapy.

Generally, AIS, and particularly familial Mediterranean 
fever (FMF), are prevalent among individuals of Mediter-
ranean descent. However, more and more reports on vari-
ous autoinflammatory features from all over the world point 
to the fact that physicians of any country may encounter 
AIS. Classification and diagnostic criteria for most of AIS 
are not uniformly described and validated. A recent set of 
clinical criteria was published for the four common periodic 
fever syndromes (PFS): FMF, mevalonate kinase deficiency 
(MKD), tumor necrosis factor (TNF) receptor-associated 
periodic fever syndrome (TRAPS), and cryopyrin-associ-
ated periodic fever syndromes (CAPS). These criteria were 
based on a multicentric registry from European countries 
(the Eurofever registry) which included more than 500 
patients [3].

The recognition of AIS is challenging, unless the physi-
cian is adequately trained to recognize them. This is espe-
cially a conundrum in low- and middle-income countries, 

where infectious etiologies of fever are highly prevalent and 
even in a child with recurrent fever, AIS may be missed 
unless carefully looked for. Once suspected or diagnosed, it 
is advisable to analyze the genome of the proband, parents, 
and other affected siblings.

Management of AIS depends on a particular disease. 
Inflammasome activation and increased serum interleukin-1 
levels characterize the underlying pathophysiology in a sig-
nificant number of AIS [4]. Blocking inflammasome activa-
tion by colchicine is a useful therapeutic strategy in FMF, 
whereas antagonism of interleukin-1 (anakinra, rilonacept, 
canakinumab) is useful in colchicine resistance in FMF, 
MKD, TRAPS and CAPS [1, 4]. Certain newer AIS such 
as deficiency of adenosine deaminase 2 (DADA2) show a 
favourable response to therapeutic blockade of TNF-alpha 
[5]. Hematopoietic stem cell transplantation to reset the 
defective immune system is another option in treatment-
refractory AIS [6]. Many of the monoclonal antibodies and 
targeted biologic therapies have come into clinical practice 
in the last 20 years. Therefore, more and more children with 
AIS are surviving into adolescence, and problems associ-
ated with long duration of uncontrolled (often unrecognized) 
systemic inflammation such as increased risk of premature 
cardiovascular events are being recognized [7].

In this context, the present theme-based issue of the 
journal specifically focusing on AIS is relevant. Such issues 
help bring attention to a particular group of diseases, enrich-
ing knowledge of the readers in areas that may not have 
been adequately emphasized during traditional rheumatol-
ogy training. This issue includes narrative reviews, cohort 
studies, and case-based reviews from different parts of the 
world, highlighting various aspects of diagnosis and therapy 
of AIS. Included articles also focus on comorbid conditions, 
and primarily cardiovascular disease, fatigue, and sleep dis-
turbances. Additionally, articles focusing on endogenous 
inflammation in rheumatic as well as non-rheumatic dis-
eases and their potential modulation by drug therapy serve 
to enlighten lesser emphasized areas in the practice of medi-
cine. Readers are invited to carefully digest this information 
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and utilize it in their clinical practice, hopefully to help them 
identify more such cases amongst their patients.
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