RARO MA NON
IMPOSSIBILE:

Conoscereper riconoscere

16 Ottobre 2010 Grand Hotel Terme
Castrocaro Terme (FC)

P.F.A.P.A.

Periodic Fever Apthous stomatitis,

Pharyngitis and Adeniitis

Elisa BENELLI
Mauro POCECCO

U.O. di PEDIATRIA

Cesena



P [THE JOURNAL OF

EDIATRICS

July 1959 Wolume 135 Mumber 1

EDITORIALS

Synclrome of Periodic Fever, Aphthous stomatitis,

Pharyngitis, and Adenitis (PFAPA)—What it isn't.

What is it?

CLINICAL AND

LABORATORY
OBSERVATIONS ORIGINAL ARTICLES

Perioclic fever, aphthous stomatitis, pharyngitis, and Perioc]ic fever syndrome in children

adenopathy syndrome: Clinical characteristics and Kenneth Tyson Thomas, 24, Henry M. Feder; Jr; MD, Alexander R. Lawton, MD, and
Kathryn M. Edwards, MD

outcome

Shai Padely, MD, Naphtaii Brezniak, MD, DMD, MSD, Debora Zemer, MD, Elon Pras, MD, Avi Livnel, MD,
Pnina Langevitz, MD, Amyel Migdai, MD, Mordechai Pras, MD), and Justen H. Passwell, MD)




Criteri diagnostici per PFAPA

| — Episodi febbrili ricorrenti con cadenza
regolare da > 6 mesi insorti < 5 anni di vita

Il — Almeno uno del seguenti segni.

e Faringite

e Linfoadenopatia laterocervicale

e Stomatite aftosa
lll — Esclusione di una neutropenia ciclica
IV — Intervalli liberi fra gli episodi

V — Sviluppo e crescita regolari




Eziopatogenesi della PFAPA

Prove in favore all’ipotesi:

Infettiva

Immunomediata

Eta d’esordio < 5 anni

Prevalenza sesso M

Periodicita

Miglioramento spontaneo

Stomatite aftosa

Assenza di esitl

Risposta agli steroidi

Risposta alla
tonsillectomia




La storia di mia figlia Francesca, n. il 16.9.77

e 8-10 episodi febbrili/anno dall’eta dell’asilo, con
cadenza regolare

e Spesso non vi e evidenza di contagio (la sorella sta bene)

e Gli episodi iniziano sempre con rinolalia

® Ha sempre un quadro di tonsillite con le “placche”

e Non ha mai né tosse né raffreddore

® Il tampone e sempre neg. per SBEA e ’antibiotico non serve
e Pronta e drammatica risposta allo steroide

e Resisto alla tonsillectomia e guarisce verso i 13 anni







ed. Med. Chir. (Med. Surg. Ped.), 2003, 25: 181-184_

Febbre periodica, stomatite aftosa, taringite,
linfoadenopatia (PFAPA): una casistica pediatrica

Periodic fever;, aphtous stomatitis, pharyngitis, and adenopathy syndrome (PFAPA):
pediatric case reports

Gﬁmbm R., Milocco C., Facchini S., Leone V., Locatelli C., Pocecco M)

Esordio | Ricorrenza | Durata Segni/ Rinite/ Stato Risposta | Tonsillecto-

(mesi) | (settimane) | (giorni) sintomi tosse | generale agli mia
premonitori steroidi

15 4 - 0.k. +

10 3 o.k.

18 o.k.

10 o.k.

60 o.k.
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Focus
FEBBRI PERIODICHE
Sindromi febbrili periodiche in Pediatria

La tonsillite ricorrente e la tonsillite focale: una rivisitazione

Incidenza e storia naturale della PEFAPA
in Friuli-Venezia Giulia: una ricerca collaborativa dei PdF

e 20 Pdf del FVG hanno identificato 40 casi in 5 anni

e Incidenza approssimativa di 0.4 casi/1000 bambini/anno

e 1 nuovo caso per pediatra ogni 1-2 anni

e 12/40 tonsillectomie (11/12 con effetto favorevole)




Periodic Fever and Pharyngitis in Young Children

A New Disease for the Otolaryngologist?

Kimberly A. Dahn, MD; Mary P. Glode, MD; Kenny H. Chan, MD

Arch Otolaryngol Head Neck Surg 2000; 126: 1146 - 1149

e Studio retrospettivo di 5 anni

e 117 bambini < 5 anni tonsillectomizzati

e 22/117 per faringiti ricorrenti

e 5/22 (23 %) PFAPA (diagnosi a posteriori)
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Criteri diagnostici per HIDS

e Febbre periodica della durata di 3-7 gg da piu

di 6 mesi (usualmente ad esordio nel primo anno di vita)

e Associata ad 1 o piu dei seguenti rilievi:

1) fratello con diagnosi confermata geneticamente

2) IlgD > 100 [U/L (140 mg/L)

3) primo attacco dopo la prima vaccinazione

4) tre o piu dei seguenti segni/sintomi durante gli attacchi:
- dolore addominale
- vomito o diarrea
- artralgia o artrite delle grosse articolazioni

- manifestazioni cutanee

- linfoadenopatia laterocervicale

- afte orali




Eta d’esordio

Periodicita

Faringite

Segni associati:
- afte
- dolori addominali
- artralgie
- eritema

Familiarita

Eziologia

gD 11 (?)
deficit MVK

Effetto:

- tonsillectomia
- steroidi




ACTA PADIATRICA

[ NURTURING THE CHILD |

Adta Paediatrica 201099, pp 178-184
REVIEW ARTICLE

A clinical review of 105 patients with PFAPA (a periodic fever syndrome)

HM Feder (feder@nso2.uchc.edu)™, JC Salazar™®
1 .Diisi i i f Family Medicine and Pediatrcs, Connacticut Children's Medical Center, Hartford, CT, USA

ytrics, Connecticut Children’s Medical Center, Hartford, CT, USA

m Sintomi prodromici in > 60% dei casi
m Risposta ad una singola dose di steroide (anche 0.5 mg/kg)
m Non e vero che gli steroidi accorciano gli intervalli liberi

m La prognosi alla lunga e sempre buona "
of 105 patients with PEAPA
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ARTICLES

Differentiating PFAPA Syndrome From Monogenic
Periodic Fevers Pediatrics 2009;,124.e721—e728

210 Soggetti rispondenti ai criteri diagnostici per PFAPA

43 PFAPA + 37 PFAPA £

130 PFAPA - MKD = 33 (genotipi incompleti o
FMF =7 mutazioni a bassa

TRAPS = 3 penetranza)

Eta esordio (m)
Durata (gg) : : NS

Ricorrenza NS

Dolore P<0.001
addominale
Rash P<0.01

Artralgia P<0.01

Essudato P<0.01
faringeo




Effectiveness of Adenotonsillectomy in PFAPA Syndrome:
A Randomized Study

Wemer Garavello, MD, Marco Romagnoli, MD, and Renato Maria Gaini, MD

Objective To evaluate whether adenotonsillectomy leads to complete resolution in children with PFAPA (periodic
fever, aphthous stomatitis, pharyngitis, and cervical adenitis) syndrome.

Study design Thirty-nine children with PFAPA syndrome were randomized to either adenotonsillectomy (surgery
group; n = 19) or expectant management (control group; n = 20). All patients were then invited prospectively to
record all PFAPA episodes, and were evaluated clinically every 3 months for 18 months after randomization.
Results The proportion of patients experiencing complete resolution was 63% in the surgery group and 5% inthe
control group (P < .001). The mean (4 standard deviation) number of episodes recorded during the study period was
0.7 £ 1.2 in the surgery group and 8.1 + 3.9 in the control group (P < .001). The episodes were less severe in the
surgery group.

Conclusions Adenotonsillectomy is an effective treatment strategy for children with PFAPA syndrome. (J Pediatr
2009;155:250-3).
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Tonsillectomy for periodic fever, aphthous stomatitis,
pharyngitis and cervical adenitis syndrome (PFAPA) (Review)

Burton M]J, Pollard AJ, Ramsden JD

I'his is a reprint of a Cochr
2010, Issue 9

| / | ) published in 7he Cochrane Library
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Tonsillectomy for periodic fever, aphthous stomatitis, pharyngitis and cervical adenitis syndrome (PFAPA) (Review)

Copyright © 2010 The Cochrane Collaboration. Published by John Wiley & Sons, Ltd.
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ORIGINAL ARTICLE

PFAPA syndrome: new clinical aspects disclosed

D Tasher, E Somekh, | Dalal ./
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Arch Dis Child 2006;91:981-984, doi: 10,1134/ adc. 2005084731

Background: The recently described PFAFA (Periodic Fever, Aphthous stomatitis, Pharyngitis and Adenitis)
syndrome is characterised by periodic fever, aphthous stomatitis, pharyngitis and adenttis. However, there
are currently relatively few data on the natural history of this syndrome.

Objective: To describe the presentation, clinical course, doctors’ awareness, therapeutic response and
long-term follow-up of children with PFAPA syndrome.

Methods: Children with FFAPA syndrome referred over a 5-year period [from January 1999 to January
2004) were enrolled in the study. Daka were gathered from medical records, parents’ interviews, physical
examination and telephone calls.

Results: 54 patients with FFAPA syndrome were evaluated. Our patierts had a higher rate of abdominal
pain [65%) and a lower rate of aphthous stomatitis [39%) than those in previous reports. Four different
patterns of disease evolution were identified, including the relatively common [n= 14, 26%) and newly
described course of allernating remissions and relapses. The remissions lasted 8.5 months on average
[range 4-34 months). Diagnosis was established by primary poediatricians in 30 of 54 [56%) patients,
However, a substantial delay in diagnosis was apparent [mean 15 menths). Episodes were curtailed by a
much lower dose of prednisone or equivalent corticosteroid [mean 0.6 mg/ka/day, range 0.15-1.5 mg/
kg /day) than reported previously. Tonsillectomy was successhul in the prevertion of recurrence of further
episodes in all six patients who underwent the procedure.

Conclusions: 'We dlqj::.crﬁu several new charocteristics of PFAFA syndrome in children, contributing to our
knowledge of this relatively unrecognised but roublesome syndrome. Early diognesis and appropriate
treatment can markedly improve the quality of life of both patients and families.



A Randomized, Controlled Trial of Tonsillectomy in Periodic Fever,
Aphthous Stomatitis, Pharyngitis, and Adenitis Syndrome

M. Reraez, MO, PD) E Sawo, MDD, PRD, A Purre-Laumies, MO, PRD, HL Seeer, MO, BRD, PS5 Marmies, MO, PAD,
|- LucTomes, MD, PRy, O Ruuskares, MO, PO, e ML Usess, MO, PAD

Objective We carried out a prospective. randomized. controlled trial to clarifv the effect of tonsillectomy on the clinical
course of perindic fever, aphthous stomatitis, pharyngitis, and adenitis (PFAPA) svndrome.

Study deslgn Twenty-six consecutive children {(mean age 4.1 vears) with at least 5 PFAPA attacks were recruited from 3
tertiary care pediatric hospitals during 1990920003 and randomly allocated to tonsillectomy or follow-up alone. They were all
followed up with symptom diaries for 12 months. Tonsillectomy was allowed after 6 months in the control group if the attacks
recurred.

Results Six months after randomization all 14 children in the tonsillectomy group and 6/12 children in the control group
(530'%) were free of symptoms (difference 50%, 95% confidence interval 23% to 73%, P < .001). Tonsillectomy was performed
on 3/6 of the patients in the control group who still had svmptoms after & months. The remaining unoperated child in the
control ¢group had recurrences of the fever episodes throughout the follow-up, but the svmptoms became less severe, and the
parents did not choose tonsillectomy.

Conclusion Tonsillectomy appeared to be effective for treating PFAPA svodrome. The fever episodes ceased without any
intervention in half of the control subjects. We conclude that although the mechanisms behind this smdrome are unknown,
tonsillectomy can be offered as an effective intervention for children with PFAPA. (J Pediatr 2007:151:259-92)




Jacopo, n.6.8.97

|° Ricovero all’eta di 1 anno e 2 mesi

e febbre della durata di 4-6 giorni, cronometrica ogni 15 giorni, con

probabili dolori addominall dall’et

e il primo episodio &€ occorso dopo 7 giorni da un@cinazioneD

e condizioni cliniche generali buone, ob. d’organo non significativa,

@nge normaD

e indici di flogosi: VES 50, PCR 3 mg%, GB 11.300/mmc in crisi,
normali fuori crisi
< 1gD 191 Ul/ml e dopo 1 mese 201 Ul/ml (v.n. <100) >

IgA 252 mg%,; TG, Tgivre sottopopoiazioni linfocitarie o.k.
rapporto CD4/CD8 = 2

Ultimo controllo: febbraio 2000

e gli episodi febbrili si sono diradati nell’ultimo anno

e dall’ottobre '99 due soli episodi febbrili senza mal di pancia
e IgD normali (82 Ul/ml)




Familial Cold Autoinflammatory S.
Muckle Wells Syndrome
7 C.I.LN.C.A

Febbre Mediterranea L GxorvrmvenaLrsD(+)

| arorross |

ANGIOGENESIS

METASTASIS : : “INE kappa B dependent
TUMOR PROMOTION - gene transcription
IMMORTALIZATION

PROLIFERATION

Fig. 1. Proteins containing PyD domain regulate inflammation through their interaction with apoptotic
speck protein (ASC). The assembly of cryopyrin and ASC induces TL-1 processing through caspase-1,
whereas pyrin may act as an inhibitor. Loss of function by mutations in the pyrin could potentially lead
to autoinflammation by reducing the pyrin inhibitory role. Alternatively, gain-of-function mutations in
cryopyrin, as found in MWS/FCU/NOMID patients, could activate this pathway. ASC participates in
apoptosis and activation of NF-kappa B, a transcription factor involved in both initiation and
resolution of the inflammatory response. IL-1, interleukin-1; LRR, LLR, leucine-rich repeats; TNF,
tumor necrosis factor.

Pediatr Clin N Am 2005, 52: 577 - 609




Febbri periodiche ereditarie

MALATTIA

CROMOSOMA

TRASMISSIONE

GENE

PROTEINA

+ MWS
+ FCAS

Febbre Braccio corto Cr. 16 AR MEFV Pirina

Mediterranea

IperlgD Braccio lungo Cr. 12 AR MVK Mevalonato
chinasi

Febbre Iberniana Braccio corto Cr. 12 AD TNFRSF Recettore
TNFa

CINCA = NOMID Cr 1 (1g44) AD CIAS1 Criopirine

C.I.N.C.A. = chronic, infantile, neurologic, cutaneous, articular syndrome

N.O.M.I.D. = neonatal-onset multisystem inflammatory disease

M.W.S. = Muckle Wells Syndrome

F.C.A.S. = familial cold autoinflammatory syndrome




Febbri periodiche e ricorrenti
(in ordine di probabilita)

Forme acquisite

¢ P.FAPA.

¢ Neutropenia ciclica

¢ Morbo di Crohn

¢ Artrite Reumatoide Sistemica
¢ Malattia di Behcet

Forme congenite

¢ lperlgD

¢ Febbre Mediterranea Familiare
¢ Febbre Iberniana

¢ C.I.N.CA.
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Hyper-lgD Syndrome

Cervical lymphadenopathy,
erythematous macules,
abdominal pain, vomiting,
arthralgia
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Familial Mediterranean Fever

Serositis {peritonitis},
vomiting, arthritis,
erysipelas-like skin lesions
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TNF-Receptor—Associated Periodic Syndrome

41 Conjunctivitis, erythematous skin lesions,
myalgia and arthralgia, abdominal pain
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Filippo F, n. il 25.4.03

e Dall’eta di 4 mesi, ddlopo una vaccinazione episodi
febbrili settimanali:

- non ha latonsillite

- ha sempre un esantema

e In corso di febbre:
- GB 25.400, PMN 85%
- VES 88, PCR 8.5 mg/dL

« La madre’ha avuto una storia di febbri periodiche ogni
mese, subito dopo la prima gravidanza associata ad
artralgie ed entesopatia. Risoluzione spontanea dopo 1
anno.

o'll fratello'-maggiore ha avuto una storia analoga dagli 8
mesi al 15 mesi






Colloquio del 27.2.05 col curante

e |l livello delle IgD sia nella madre che nel b.
e normale (38 e 71 mg/l rispettivamente)

e Ha sempre risposto allo steroide
e Da 7 mesi non ha piu avuto episodi febbrili

e Cosa ha avuto?



TABLE 1. DISTINCTIVE FEATURES OF FAMILIAL MEDITERRANEAN FEVER, THE HYPER-IgD
SYNDROME, AND THE TUMOR NECROSIS FACTOR (TNE) RECEPTOR—ASSOCIATED
PERIODIC SYNDROME.™ :

FaMiLIAL
MEDITERRANEAN
FEATURE Fever
Jewish, Turkish,
Armenian, Arab

Ancestry

Horizontal
<20

Typical duration of artack <2
(days)

Symptoms other than fever

Familial transmissiont}

Age at onset (yr)

Serositis, scrotal involve-
ment, crysipelas-like
erythema

Low Cb5a ihibitor in
serosal fluids

MEFV

Laboratory findings
Gene

Protein Pyrin ( marenostrin)

Therapy Colchicine

Hyrer-IgD
SYNDROME

Dutch, French

Horizontal
=l
4-6

Prominent cervical
lymphadenopathy

High serum IgD
(=100 IU/mi)

Gene for mevalo-
nate kinase

Mevalonate kinase

None available

TNF-RECEPTOR-
AssociaTen PERICDIC
SYNDROME

Scottish, Irish

Vertical
=20
=14

Conjunctivitis, localized
myalgia

Low serum type 1 TNF
receptor (<<1 ng/ml)

Gene for type 1 TINE
receptor

Type 1 TNF receptor

Corticosteroids,
etanercept

*The features that are helpful in the diagnostic evaluation are shown. The presence or absence of
a particular feature does not rule out the diagnosis.

tHorizontal transmission denotes discase in one or more siblings of an affected patient, and vertical
transmission disease in one or both parents or in one or more uncles or aunts.
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Figure 3. Petechiae and Purpura on the Lower Right Leg during
a Febrile Attack in a Patient with the Hyper-IlgD Syndrome.




ORIGINAL ARTICLES

Periodic fever syndrome in children

Kenneth Tyvson Thomas, BA, Henry M. Feder, Jr; MD, Alexander K. Lawton, MD, and
Kathryn M. Edwards, MD

Tabte I Characteristics of the febrile episodes in children with PFAPA at onset and
follow-up

83
Female : 36
Male . 47
Omnset of PFAPA (v) 2.8 1£.4-3.3)
Duration of episode (d) 4.8 (4.5-5.1) Tabie IT. Symptoms reported by parents in children with PFAPA, expressed as
Max temperature ("C) 40.5 (40.4-40.6) percent
Diays temperature =38.3°C 3.8 (315-4.1) Oridi .
o b riginal Registry Follow-up survey
Frequency (fevers/y) 11.5 (1.5-12.5) (n = 66)* (n = BZ}T
Symptom-free interval (d)* 28,2 (F6.0-30.4) e s bt s s b s i
........................................................................................................................... Aphthous stomatitis 67 70
*P= 0003 for comparison of intervals in D'@J. and follow-up reports. Pharyngitis 65 72
Cervical lymphadenopathy 77 #8
Chills il 80
Cough 20 13
Coryza 18 15
Headache Bh Ll
Abdominal pain 45 49
Nausea 52 32
Diarrhea 30 16
Rash 15 9

Classict 97 100
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PFAPA syndrome in children evaluated for tonsillectomy

E Galanakis, C E Papadakis, E Giannoussi, A D Karatzanis, M Bitsori, E S Helidonis

Arch Dis Child 2002; 86: 434 — 435

79 casi (eta 3-7 a.)

/\

39 ostruzioni 40 faringiti ricorrenti
(15 PFAPA)




