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Clinical and genetic distinctions of pediatric FMF patients
with erysipelas-like erythema: Clinical and genetic profile

Pediatrik FMF hastalarinda erizipel benzeri eritem: Klinik ve genetik ayrimlar

@ Giilcan Ozomay Baykal, ® Betiil Sozeri

University of Health Sciences Tiirkiye, Umraniye Training and Research Hospital, Clinic of Pediatric Rheumatology, istanbul, Tiirkiye

Abstract

Objective: Familial Mediterranean fever (FMF) is an autosomal recessive
autoinflammatory disease characterized by recurrent fever and serosal
inflammation. Erysipelas-like erythema (ELE) is a pathognomonic but under-
recognized skin manifestation. This study aimed to compare the clinical and
genetic features of FMF patients with and without ELE.

Methods: We retrospectively analyzed 2,325 pediatric FMF patients who
were followed from 2016 to 2024 at University of Health Sciences Ttirkiye,
Umraniye Training and Research Hospital. Patients were grouped based on
the presence (Group 1) or absence (Group 2) of ELE. Demographics, clinical
data, MEFV mutations, and treatment features were compared.

Results: ELE was present in 215 patients (9.25%). Group 1 had higher ages
at symptom onset and at diagnosis (p=0.003). Musculoskeletal symptoms—
including arthralgia (73.5%), arthritis (54.4%), myalgia (63.7%), leg pain
(51.2%), and prolonged febrile myalgia (2.3%)—were significantly more
frequent (all p<0.001). Chest pain and splenomegaly were also more
common (p<0.05). No differences between groups were observed for
fever and abdominal pain. Use of biologics (9.9% vs. 4.7%; p=0.0049) and
colchicine doses (p<0.001) were higher in Group 1. Ankle arthritis was
markedly more common (38.1% vs. 6.4%, p<0.001). M694V homozygosity
was enriched in Group 1 (47.9% vs. 13.7%, p<0.001), whereas M694V/— and
E148Q/— mutations were more common in Group 2.

Conclusion: ELE is associated with a more severe FMF phenotype,
characterized by predominant musculoskeletal involvement, ankle
arthritis, increased treatment requirements, and delayed diagnosis. Its early
recognition may aid in timely and personalized FMF management.

Keywords: Familial Mediterranean fever, erysipelas-like erythema, MEFV
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Ozet

Amag: Ailesel Akdeniz atesi (AAA), tekrarlayan ates ve seroz iltihaplanma
ile seyreden otozomal resesif bir otoenflamatuvar hastaliktir. Erizipel-
benzeri eritem (EBE), patognomonik ancak yeterince taninmayan bir deri
bulgusudur. Bu calismada, EBE varligina gore AAA'll hastalarin klinik ve
genetik ozelliklerinin karsilastirilmasi amaclanmistir.

Yontem: 2016-2024 yillari arasinda Saghk Bilimleri Universitesi, Umraniye
Egitim ve Arastirma Hastanesi’'nde izlenen 2.325 pediatrik AAA hastasi
retrospektif olarak incelendi. Hastalar, EBE varligina (Grup 1) ve yokluguna
(Grup 2) gore siniflandirildi. Demografik veriler, klinik ozellikler, MEFV
mutasyonlari ve tedavi profilleri karsilastirildi.

Bulgular: EBE, 215 hastada (%9,25) saptandi. Grup 1’de semptom baslangic
yasi ve tani yasi daha yiiksekti (p=0,003). Kas-iskelet sistemi bulgulari—
artralji (%73,5), artrit (%54,4), miyalji (%63,7), bacak agrisi (%51,2) ve uzamis
febril miyalji (%2,3—Dbelirgin sekilde daha sik goruldu (tumi p<0,001).
Gogus agrisi ve splenomegali de daha yaygindi (p<0,05). Ates ve abdominal
agr bakimindan fark saptanmadi. Biyolojik ajan kullanimi (%9,9'a karsi
%4,7; p=0,0049) ve kolsisin dozlari (p<0,001) Grup 1’de daha ytiksekti. Ayak
bilegi artriti belirgin oranda daha sik gortildi (%38,1’e karsi %6,4; p<0,001).
M694V homozigotlugu Grup 1de daha fazlaydi (%47.9a karsi %13,7;
p<0,001); buna karsin M694V/— ve E148Q/— mutasyonlari Grup 2'de daha
yaygindi.

Sonug: EBE, daha siddetli bir AAA fenotipi ile iliskili olup kas-iskelet sistemi
baskinhgi, ayak bilegi artriti, artmis tedavi gereksinimi ve gecikmis tani
ile karakterizedir. Erken taninmasi, zamaninda ve kisisellestirilmis AAA
yonetimine katki saglayabilir.

Anahtar Kelimeler: Ailesel Akdeniz atesi, erizipel-benzeri eritem, MEFV
mutasyonu, ayak bilegi kizarikligi, AAA ataklari
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Introduction

Familial Mediterranean fever (FMF) is the most common
monogenic autoinflammatory disease, primarily affecting
individuals from the Mediterranean region. It is characterized by
recurrent, self-limited episodes of fever and serosal inflammation
that typically begin in childhood or adolescence.['?

The disease is caused by mutations in the MEFV gene, which
encodes the pyrin protein—an essential regulator of innate
immunity. While over 300 mutations have been described, a
small group of variants—especially M694V, M680I, V726A, and
M694/ in exon 10— are most commonly implicated in FMF.
The £748Q variant in exon 2 is frequently observed but remains
controversial in terms of its pathogenicity.t4

Among the cutaneous manifestations of FMF, erysipelas-like
erythema (ELE) stands out due to its frequency and diagnostic
relevance. ELE typically presents as sharply defined, tender, red
plaques on the lower limbs, particularly the feet and ankles.
Pathophysiologically, ELE is thought to result from dysregulation
of the innate immune response driven by pyrin dysfunction
in FMF. Mutations in MEFV enhance interleukin-1—mediated
inflammatory signaling and impair apoptosis, resulting in
exaggerated neutrophilic activation in the superficial dermis,
which clinically manifests as ELE.*® Although observed in 25-
47% of FMF patients, its prevalence differs across cohorts.
However, when ELE is strictly defined as a pathognomonic
finding, its frequency has been reported to be between 7% and
10%." Because it can resemble cellulitis or other inflammatory
conditions, misdiagnosis is common, especially if ELE is the first
or sole manifestation. Physical exertion and trauma often trigger
these episodes, which usually resolve spontaneously within a
few days. 8121

Although ELE is only minimally represented in pediatric FMF
criteria, several large-scale studies have indicated that it may
be associated with a more severe disease profile. ELE has been
reported to occur more frequently in colchicine-resistant patients
and in individuals homozygous for M694V, suggesting a link to
both treatment refractoriness and high-risk genetic background.
16171 Based on this, our central hypothesis was that FMF patients
with ELE would differ meaningfully from those without ELE,
demonstrating more pronounced musculoskeletal involvement,
a higher prevalence of pathogenic MEFV variants—particularly
M694V homozygosity—and greater treatment requirements.
To test this hypothesis, we compared the clinical and genetic
characteristics of ELE-positive and ELE-negative pediatric FMF
patients within our cohort.

This study aims to investigate the clinical and genetic
characteristics of FMF patients presenting with ELE compared
to those without ELE. We specifically examine whether ELE
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is associated with distinct demographic features, laboratory
findings, and MEFV mutations. By clarifying these associations,
we seek to improve diagnostic accuracy and facilitate more
tailored management strategies in FMF.218

Materials and Methods

This retrospective study was conducted using the medical
records of pediatric patients diagnosed with FMF who were
followed at the Pediatric Rheumatology Unit of University
of Health Sciences Tiirkiye, Umraniye Training and Research
Hospital, between 2016 and 2024. A total of 2325 patients who
met the diagnostic criteria and had at least 6 months of regular
follow-up were included in the study. Patients older than 18
years at diagnosis and lacking genetic MEFV analysis reports
were excluded. Follow-up duration, treatment protocols, and
clinical data were obtained from patient records.

FMF diagnosis was established by pediatric rheumatologists
based on clinical evaluation. All included patients fulfilled at
least one of the established FMF classification criteria (Eurofever/
PRINTO or Turkish pediatric FMF classification criteria).l'>%)

Demographicinformation, clinical features, attack frequency,
colchicine dosage, and treatment were recorded in detail.
Patients were divided into two groups based on the presence
or absence of ELE, and demographic, clinical and genetic
differences between the groups were analyzed.

The study was conducted following approval by the
University of Health Sciences Tiirkiye, Umraniye Training and
Research Hospital Ethics Committee (approval date: 26.12.2024;
number: B.10.1TKH.4.34.H.GP.0.01/460). Informed consent was
obtained from all patients or their legal guardians, as required
by the institutional ethics committee. The study was conducted
in accordance with the principles outlined in the Declaration of
Helsinki.

Statistical Analysis

All statistical analyses were conducted using SPSS version
26.0 (IBM Corp., Released 2019. IBM SPSS Statistics for Windows,
Version 26.0, Armonk, NY: IBM Corp.). Descriptive measures were
calculated: means * standard deviations for normally distributed
quantitative variables and medians with interquartile ranges
(IQRs) for non-normally distributed quantitative variables.
Absolute frequencies and percentages were presented for
qualitative variables. Normality was assessed using the Shapiro-
Wilk test. Differences in categorical variables between groups
were assessed using the chi-square test, while comparisons of
continuous variables were made using the Mann-Whitney U test
or the unpaired Student’s t-test, depending on the distribution of
the data. A p-value of less than 0.05 was considered statistically
significant for all analyses.



Results

The study included 2,325 children diagnosed with FMF. The
patient population consisted of 1,146 males (49.29%) and 1,179
females (50.71%) (Figure 1). The median age at symptom onset
was 4.2 years (IQR, 2-7.8), and the median age at diagnosis was
6 years (IQR, 4-10). The median duration between attack onset
and diagnosis was 12 months (IQR 6-24 months). Parental
consanguinity was present in 19.6% of patients (n=449). A family
history of FMF was documented in 51.2% of patients (n=1171),
as was a history of amyloidosis in another 5.3% of patients
(n=122) (Table 1).

ELE was detected in 215 patients (9.25%). The patients were
divided into two groups based on the presence of ELE. Patients
with ELE were assigned to Group 1, and patients without ELE
were assigned to Group 2. Group 1 included 215 patients,
while Group 2 included 2,110 patients. With respect to gender
distribution, both groups exhibited almost equal proportions,
with no statistically significant difference (p=0.77). The median
age at symptom onset was earlier in Group 2 [4 (IQR 2-7.6)]
than in Group 1[5 (IQR 2.9-9)]; this difference was statistically
significant (p=0.003). Similarly, the median age at diagnosis was
significantly lower in Group 2 than in Group 1 [6 (IQR 4-9) vs. 7
(IQR 4.25-11); p=0.003].

In Group 1, inflammatory musculoskeletal symptoms
were significantly more frequent than in Group 2. Specifically,
arthralgia was reported in 158 patients (73.5%) in Group 1
compared with 1,083 patients (51.5%) in Group 2 (p<0.001);
arthritis occurred in 117 patients (54.4%) in Group 1 compared
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with 302 patients (14.4%) in Group 2 (p<0.001). Likewise,
myalgia affected 137 patients (63.7%) in Group 1 versus 839
patients (39.9%) in Group 2, and leg pain or stiffness affected 110
patients (51.2%) in Group 1 versus 488 patients (23.2%) in Group
2 (p=0.014). Additionally, myalgia after exercise or walking was
significantly more common in Group 1 (41.9%, n=90) than in
Group 2 (18.5%, n=389) (p<0.001). Prolonged febrile myalgia,
which was reported in 5 patients from Group 1 (2.3%) has been
compared with 14 patients from Group 2 (0.7%) (p=0.026).
Furthermore, chest pain (23.3% vs. 14.9%) and splenomegaly
(5.6% vs. 1.3%) were significantly more common in the ELE-
positive group (p<0.001). In contrast, no statistically significant
differences were observed between the groups in terms of fever
(Group 1: 78.1%, n=168; Group 2: 82.4%, n=1732; p=0.135)
or abdominal pain (Group 1: 79.5%, n=171; Group 2: 83.7%,
n=1759; p=0.125).

The last colchicine dose was significantly higher among
patients with ELE. Group 1 had a median dose of 1 mg/day
(IQR 1-1.5; n=175), while Group 2 had a median dose of 1 mg/
day (IQR 1-1; n=1664); p<0.001. The use of biologic agents
was significantly more frequent in Group 1 than in Group 2: 21
individuals (9.9%) versus 97 individuals (4.7%) (p=0.005) (Table 1).

Joint involvement during arthritis attacks differed between
the groups. Ankle arthritis was observed in 82 (38.1%) of ELE-
positive patients compared with 135 (6.4%) of ELE-negative
patients (p<0.0001). Conversely, the absence of joint involvement
was markedly more frequent among ELE-negative individuals
(p<0.0001). No significant differences were observed for knee
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Figure 1. Schematization of the study for Familial Mediterranean fever patients grouped as with or without ELE and major clinical findings with statistical significance

across these groups
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involvement [43 (20.0%) vs. 366 (17.3%); p=0.772], elbow
involvement [2 (0.9%) vs. 5 (0.2%); p=0.534], or hip, wrist, and
small-joint involvement (all p>0.05) (Table 1).

A detailed comparison of MEFV genotype distributions is
presented in Table 2. The M694V/M694V genotype was the
most common, observed in 47.9% of patients (103/215) in
Group 1, compared with 13.7% (290/2110) in Group 2 (p<0.01).

Conversely, heterozygous carriers were significantly less frequent
in the ELE-positive group; specifically, the M694V/- genotype was
found in 16.3% of Group 1 versus 25.4% of Group 2 (p<0.01), and
the E748Q/- genotype was found in 6.0% of Group 1 versus 12.9%
of Group 2 (p<0.01). Additionally, the compound heterozygous
M6801/V726A genotype was absent in Group 1 but was present in
1.8% of Group 2 (p=0.044).

Table 1. Demographic and clinical comparison of patients with and without erysipelas-like erythema

Patients with ELE Patients without ELE p-value

(n=215) (n=2110)
Demographic features
Gender
Female; [n (%)] 111 (51.63) 1068 (50.62) 077
Male; [n (%)] 104 (48.17) 1042 (49.38)
Age of onset (years); [median (IQR Q1-Q3)] 5 (3-9) 4(2-7.6) 0.003
Age of diagnosis (years); [median (IQR Q1-Q3)] 7 (4.25-11) 6 (4-9) 0.003
F;ézzf;(rgéwgf_%g;]txk onset and diagnosis (months); 12 (6-24) 12 (6-24) 0.084
Followup duration (months): [median (IQR Q1-Q3)] 40 (20-62) 34 (15-58) 0.002
Parental consanguinity existence; [n (%)) 56 (26.05) 393 (18.93) 0.012
Diagnosis of FMF in family; [n (%)] 113 (53.05) 1058 (51.01) 0.613
Diagnosis of amyloidosis in family; [n (%)) 13 (6.07) 109 (5.22) 0.826
Clinical features
The annual number of attacks; [median (IQR Q1-Q3)] 12 (4-12) 12 (6-12) 0.382
Attack duration (days); [median (IQR Q1-Q3)] 3(2-3) 3(2-3) 0.345
Age at colchicine start (months); [median (IQR Q1-Q3)] 85 (55-132) 72 (44-108) 0.000
Fever; [n (%)] 168 (78.14) 1732 (82.4) 0.135
Abdominal pain; [n (%)] 171 (79.53) 1759 (83.68) 0.125
Chest pain; [n (%)] 50 (23.26) 314 (14.93) 0.002
Pleural effusion; [n (%)] 1(0.47) 18 (0.86) 1
Vomiting; [n (%)] 15 (6.98) 266 (12.64) 0.015
Diarrhea; [n (%)] 40 (18.6) 275 (13.08) 0.028
Constipation; [n (%)] 6(2.79) 116 (5.52) 0.107
Orchitis; [n (%)] 2(0.95) 6(0.29) 0.165
Splenomegaly; [n (%)] 12 (5.61) 27 (1.29) 0
Amyloidosis; [n (%)] 0(0) 4(0.19) 1.000
Headache; [n (%)] 18 (8.37) 202 (9.62) 0.626
Arthralgia; [n (%)] 158 (73.49) 1083 (51.47) 0
Arthritis; [n (%)] 117 (54.42) 302 (14.35) 0
Myalgia; [n (%)] 137 (63.72) 839 (39.86) 0
Myalgia after exercise/walking; [n (%)] 90 (41.86) 389 (18.48) 0
Prolonged febrile myalgia; [n (%)] 5(2.33) 14 (0.67) 0.026
Non-erysipelas rash; [n (%)] 22 (10.23) 130 (6.18) 0.021
Leg pain/stiffness; [n (%)] 110 (51.16) 488 (23.22) 0.014
Treatment features
Colchicine dose at last visit (mg/day); [median (IQR Q1-Q3)] | 1.0 (1.0-1.5) 1.0 (1.0-1.0) <0.001
Use of hiologic agents; [n (%)] 21(9.8) 97 (4.6) 0.005
ELE: Erysipelas-like erythema, FMF: Familial Mediterranean fever, IQR: Interquartile range
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Table 2. Genotypic manifestations of patients with and without erysipelas-like erythema
Group1 (n=215) Group2 (n=2110)

Genotype n % n % p-value
M694V/M694V 103 47.9 290 13.7 <0.001
M694V/- 35 16.3 535 25.4 <0.001
M680I/M694V 17 7.9 130 6.2 0.3
E1480Q/- 13 6 272 12.9 <0.001
E1480Q/M694V 10 4.7 67 3.2 0.23
V726A/- 8 3.7 145 6.9 0.08
M694V/V726A 8 3.7 117 5.5 0.34
M6801/- 7 33 105 5 0.32
E148Q/E148Q 4 1.9 29 1.4 0.54
R761H/- 1 0.5 44 2.1 0.12
M6801/M6801 1 0.5 36 1.7 0.25
M694V/R761H 1 0.5 36 1.7 0.25
P3695/R408Q 1 0.5 29 1.4 0.52
E1480Q/P369S 1 0.5 27 13 0.51
K695R/- 1 0.5 17 0,8 1
E148Q0/M6801 1 0.5 12 0.6 1
M694V/ M6941 1 0.5 4 0.2 0.38
M694V/G632S 1 0.5 1 0 0.18
E148Q/K695R 1 0.5 0 0 0.09
M6801/V726A 0 0 37 1.8 0.04
A744S/- 0 0 22 1 0.26
V726A/V726A 0 0 17 0.8 0.39
E148Q/V726A 0 0 12 0.6 0.62
P3695/- 0 0 11 0,5 0,61
Other genotypes 0 0 115 4 1

Discussion genetic risk and treatment refractoriness.''%"7 This striking

This study contributes to the understanding of ELE, a distinct
but underrecognized cutaneous manifestation in pediatric
patients with FMF. ELE was observed in 9.25% of our cohort,
consistent with previous reports, ranging from 7% to 10% in
similar pediatric populations.>™ Although ELE has traditionally
been perceived as a minor skin manifestation, our findings affirm
that ELE is not merely a dermatological feature but is intricately
linked to a more severe inflammatory phenotype characterized
by a distinct clinical presentation, delayed diagnosis, pronounced
musculoskeletal involvement, and increased treatment needs.

Genetic analysis in our cohort revealed a significantly
higher frequency of homozygosity for the M694V mutation
among patients with ELE (47.9% vs. 13.7%, p<0.001), consistent
with previous large-scale pediatric FMF studies reporting that
ELE occurs more frequently in individuals homozygous for
M694V. In parallel, ELE has been reported as a clinical feature
enriched in colchicine-resistant patients in large registry-based
analyses, supporting the view that ELE may be linked to both
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genotype-phenotype correlation suggests that the observed
clinical severity in the ELE group—such as increased frequency
of arthritis and higher colchicine requirements—is likely driven
by underlying genetic enrichment. Accordingly, ELE may be
interpreted not merely as a cutaneous manifestation but as a
visible surrogate marker for high-risk genotypes (particularly
M694V homozygosity), signaling a predisposition to a more
severe disease course.

Clinically, ELE-positive patients had a significantly higher
prevalence of musculoskeletal symptoms, particularly arthralgia
(87.5%), arthritis (52.7%), myalgia (82.4%), and exercise-induced
leg pain (74.5%) than their ELE-negative counterparts (p<0.001
for all). These findings corroborate one of the prior observations
which identified a musculoskeletal-predominant phenotype
among ELE-positive patients." Moreover, our data indicate that
classical FMF symptoms, such as fever and abdominal pain, did
not differ significantly across groups, reinforcing the notion that
ELE may delineate an alternative inflammatory axis less reliant
on traditional diagnostic criteria [



Although splenomegaly is not considered a classical feature
of FMF, it may appear as a reactive finding in the context of
persistent systemicinflammation. Similar observations have been
reported in large pediatric FMF cohorts, where splenomegaly has
been described more prominently among individuals carrying
high-risk MEFV genotypes, particularly M694V homozygosity.
M In the same analysis, splenomegaly was identified as an
independent predictor of a more severe genetic profile. Within
this framework, the splenomegaly observed in our study likely
reflects an increased inflammatory burden and a phenotype
aligned with genetically driven disease severity.

Notably, arthritis in ELE-positive patients exhibited a distinct
predilection for specific anatomical sites. Ankle arthritis was
significantly more common in ELE patients (38.1% vs. 6.4%,
p<0.0001), whereas other joints, such as the knees and hips,
showed no significant differences in prevalence. This aligns
with previous findings suggesting that ELE may reflect lower-
extremity-dominant inflammation.' Furthermore, our dataset
revealed that patients with ELE had significantly higher colchicine
requirements (median 2 tablets, IQR 2-3; p<0.001) and increased
use of biologics (9.9% vs. 4.7%; p=0.005), suggesting a more
treatment-resistant phenotype.

The observation that ELE often emerges as an early and
sometimes sole clinical finding further complicates the
diagnostic process. Patients with ELE were diagnosed significantly
later notwithstanding their clinical symptoms, indicating a
diagnostic delay (median age at diagnosis: 7 years vs. 6 years;
p<0.01), which may be attributed to non-specific or atypical
presentations that fail to meet conventional FMF classification
criteria.l'! In our cohort, patients with ELE had a slightly older
age at disease onset than those without ELE. Although this may
appear counterintuitive in the context of a more severe clinical
course, the finding is consistent with the inherent heterogeneity
of FMF and aligns with previous reports. Recent Turkish studies
similarly reported older age at diagnosis among patients with
ELE.*12T Moreover, the literature emphasizes that ELE tends
to be a symptom observed more frequently at relatively later
ages.’2'22l When considered together, these converging data
suggest that the somewhat higher age at onset seen in the ELE
group reflects the marked clinical heterogeneity of FMF rather
than contradicting the more severe phenotype associated with
ELE. Given this, the presence of ELE should prompt clinicians
to consider FMF even in the absence of hallmark features,
particularly when supported by family history or elevated
inflammatory markers.

Consistent with one study in the literature, we also noted
that ELE is often localized to the lower extremities, unilateral
and transient, and not always accompanied by fever-
characteristics that distinguish it from infectious cellulitis or
erysipelas."l ELE may be misdiagnosed as infectious erysipelas
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due to its sharply demarcated erythematous appearance;
however, the absence of high fever, a background of FMF, a
spontaneous, short-lived course (usually <4 days), a bilateral yet
alternating presentation, absence of systemic toxicity, and rapid
responsiveness to colchicine help distinguish it from infectious
etiologies. Additional differential diagnoses include cellulitis,
erysipelas, and acute septic arthritis; the latter is an important
contributor to the wide range of reported prevalence (5-30%).
223 Differentiation is critical, as misdiagnosis may lead to
unnecessary antibiotic use or missed therapeutic opportunities
in FMF management.

Finally, theimportance of ELEasa predictor of disease severity
and treatment escalation warrants inclusion in scoring systems
for disease activity or colchicine resistance.l" While current
FMF diagnostic and management algorithms do not universally
incorporate ELE, our findings and those of others suggest that
its inclusion may enhance phenotypic characterization and
therapeutic stratification.

Study Limitations

This study has several limitations. Its retrospective design
relies on routinely documented clinical data, which may limit
the level of detail available for some variables. Conducting
the study in a tertiary referral center may have resulted in
a higher proportion of complex cases, potentially reducing
generalizability. ELE was identified through expert clinical
assessment rather than histopathology, a pragmatic choice
to avoid unnecessary invasive procedures for a transient skin
manifestation.

Conclusion

This study establishes that ELE is not merely a cutaneous
manifestation of FMF but a distinct clinical marker indicating
a severe disease phenotype. Our findings demonstrate a strong
association between ELE and the M694V homozygous genotype,
which is characterized by earlier symptom onset, pronounced
musculoskeletal involvement—particularly ankle arthritis—
and a significantly higher requirement for colchicine and
biologic therapies. Consequently, the presence of ELE should be
recognized as a “red flag” in pediatric FMF, prompting clinicians
to suspect high-risk genotypes and to consider more aggressive
management strategies early in the disease course to minimize
long-term complications.
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