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 Uncontrolled disease activity in autoinflammatory diseases (AID) can cause morbidity and mortality. Familial Mediterranean Fever (FMF),
NOD-like receptor protein 3 (NLRP3)-AID, Tumor Necrosis Factor Receptor-Associated Periodic Syndrome (TRAPS) and Mevalonate Kinase
Deficiency (MKD) are effectively treatable after diagnosis is made. Early diagnosis is critical to mitigate disease burden and to improve
patient outcomes.

 This study characterizes the diagnostic journey of children and adolescents with FMF, NLRP-3-AID, TRAPS and MKD.

Background and Objectives

Methods

 Multicenter, prospective PRO-AID cohort study, embedded in
the National Pediatric Rheumatologic Database

 Inclusion criteria
 Children and adolescents ≤18 years
 Diagnosis: FMF, NLRP3-AID, TRAPS, or MKD
 Informed consent

 Time to diagnosis was defined as the interval between
symptom onset and confirmed diagnosis.

Results

Conclusion

 In total 124 children and adolescents (45% females) were
included. Diagnosis distribution is shown in figure 2.
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Figure 1: PGA (physician) and PPGA (patient/parent) global assessment (VAS 0 to 10 cm); 
1 journey data: number of physicians consulted, antibiotic treatment prior to diagnosis, 
symptom onset, diagnosis date 2 diagnosis and confirmed diagnosis date

 Median disease duration: 7.0 (IQR 4.0, 11.0) years
 Mean age at symptom onset: 2.0 (IQR 1.0, 4.0) years
 In median, 2 clinicians (IQR 1.0, 3.0) were consulted until

diagnosis was made
 Diagnosis was made mostly by pediatric rheumatologists

(59%)
 FMF was frequently recognized by pediatricians prior to

referral (44%)

FMF NLRP3-
AI6

MKD TRAPS

Median time to diagnosis, 

months (IQR)

12 

(4, 20)

21 

(8, 24)

5 

(4, 12)

26.5 

(24, 29)

Hospitalization before

diagnosis, % (N)

29 

(28/95)

56 

(9/16)

50 

(3/6)

50

(2/4)

 Median time to diagnosis was 12.5 (IQR 4, 23) months
 Almost 50% of all patients were diagnosed with a delay of ≥12

months
 ↑ Time to diagnosis ↔ ↑ physician (PGA) and patients/parents

(PPGA) global assessment of disease activity
 Median PGA ≥ 12 months versus < 12 months: 1 (IQR 0, 3)

vs. 0 (IQR 0, 2)
 Median PPGA ≥ 12 months versus < 12 months: 3 (IQR 0, 6)

vs. 0.5 (IQR 0, 2)

Table 1: IQR Interquartile ranges, FMF Familial Mediterranean Fever, NLRP3-AID NOD-
like receptor protein 3- autoinflammatory Disease, TRAPS Tumor Necrosis Factor
Receptor-Associated Periodic Syndrome, MKD Mevalonate Kinase Deficiency

 The  time to diagnosis in FMF, NLRP3-AID, TRAPS and MKD remains still significant.
 Diagnostic delay hinders timely access to effective treatment and may increase the risk of organ damage and psychosocial impairment. 
 Raising awareness and promoting early referral to pediatric rheumatologists in case of recurrent fevers are critical for optimizing care.
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Figure 2: FMF Familial Mediterranean Fever, NLRP3-AID NOD-like receptor protein 3-
autoinflammatory disease, TRAPS Tumor Necrosis Factor Receptor-Associated Periodic
Syndrome, MKD Mevalonate Kinase Deficiency


