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TepmMmunHonorua

1. nepwuogunyeckasa
nmxopapgka

(periodic fever)
Temneparypa Bbliwe 38, 40
42 no Lenbcuio.

2. adTO3HbIN CTOMATUT
(aphthous stomatitis)
s13Bbl Ha CIMU3UCTOU
o0or104Ke rnosocTu pTa.




TepmuHonorug

3. apuHrnT (pharyngitis)
BOCNarieHne Crn3ncTomn
000No4YKM 1 NMMdoonagHom
TKaHW ITOTKM.

4. UepBUKarbHbIN aOEHUT
(cervical adenopathy)
BOCManeHuto
nMma@aTnyecKknx y3nos,
PACMNOSIOXEHHbIX B
obrnacTu wewn.

bonesus

Hopma

b ETRCTOS

[ToxpacHenne

[morka

Hébo

Hopmanbisie
MHHIaTHHbI

- N\_Pasnyreie
MHHJIaTHHBI

anMuIaogrmaT



icTopua

[lepBoe onncaHne n obocobrieHne oT LMKNNYEeCKOU HENPOMEHNN MPON3OLLSIO B january
1987:

«Syndrome of periodic fever, pharyngitis, and aphthous stomatitis

Marshall, Gary S. et al.
The Journal of Pediatrics , Volume 110, Issue 1, 43 — 46»

ABTOpbI YKa3blBanu Ha cnegyoLme npusHaki:

«['pucTtynel, xapaktepusyruwmeca BHe3arnHbIM NoABNeHNEM NUXopaaKkn, HeAOMOraHums,
03HO00a, apTO3HOro ctoMmatuTa, apuHrmuTa, ronoBHOM 60N N YyBCTBUTESTBHOM
ageHonaTunu LWenkn MmaTkuy, NPoOUCXoadaT ¢ MHTepBanamMmu B 4-6 He4ernb B TEYEeHNe
HECKOJSTbKUX NET. OTU ann3oabl 60Ne3Hn NPoxXoasaT CaMonpon3BONbHO Yepes 4-5 OAHEN.
Jlerkmn nenmkounTos 1 NoBbILLEHNE CKOPOCTU OCedaHUsa SPUTPOLINTOB BO BPEMS
NPUCTYNOB ABMAKTCA €4MHCTBEHHBIMU NAabopaToOpHbLIMM HAPYLLEHUSMNA.
[TocTpagaBLuMe OeTU pacTyT HOpMarbHO, HE ABMSAOTCA HEODbIYHO BOCMTPUMMYNBBIMU K
NHMPEKUMN N HE MMEIOT OONTOCPOYHbIX rnocreacTesun. MNpuctynbel MOryT ObITb NpepBaHbI

KOPOTKNMU KypCaMi npeaHn3oHa, HO OHN HE pearmpyrotT Ha HECTEPOUOHbIE
nootTmBoOBOCIIalinNTeribHble cobefactBa.»
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Syndrome of periodic fever, pharyngitis, and aphthous
stomatitis

Marshall, Gary S. et al.

The Journal of Pediatrics , Volume 110, Issue 1, 43 — 46

Syndrome of periodic fever, pharyngitis,
and aphthous stomatitis

A syndrome of periodic fever that resembles human cyclic neuiropenia in its
clinical presentation has been identified in 12 children observed at two major
referral centers. Attacks characterized by abrupt onset of fever, malaise, chills,
aphthous stomatitis, pharyngitis, headache, and tender cervical adenopathy
occur at 4- to 6-week Intervals over periods of years. These eplsodes of lliness
resolve spontaneously in 4 to 5 days. Mild leukocytosis and elevation of the
erythrocyte sedimentiation rate during attacks are the only laboratory abnor-
malities. Affected children grow normally, are not unusually suscepfible to
infection, and exhibit no long-term sequelae. Attacks may be aborted by short
courses of prednisone but do not respond to nonsteroidal anti-infilammatory
agents. This syndrome is sporadic and appears to be much more common than
cyclic neutropenia. (J Pebiar 1987;110:43-6)

Gary S. Marshall, M.D., Kathryn M. Edwards, M.D., Joseph Butler, M.D.,
and Alexander R. Lawton, M.D.
From the Department of Pediatrics, Divisions of Immunology and Infectious Diseases, Vander-

bilt University Hospital, Nashville, and the Department of Pediatrics, Division of Cellular
Immunobiology, The University of Alabama at Birmingham

In the late 1940s, Reimann®™ proposed the term “periodic
disease™ to encompass a heterogenous group of disorders of
unknown cause, characterized by uniform limited periods
of illness that recur regularly for many years in otherwise
healthy individuals. Since then, several periodic syndromes
have emerged as distinct entitics with well-defined clinical
and laboratory features; among these are familial Mediter-
ranean fever,* hereditary angioedema,’ familial periodic
paralysis,* and human cyclic neutropenia.’'® Other peri-
odic syndromes, such as Behget disease,'"'* are less well
defined in terms of pathologic correlates. Reimann'* more
recently proposed that periodic fever is a distinct heritable
clinical entity, although he recognizes considerable overlap
with other periodic disorders. Specific associations with
periodic fever syndromes have been proposed, including
elevated unconjugated plasma etiocholanolone'"" and
hyperimmunoglobulinemia D.'"™" Finally, some periodic
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disorders remain poorly characterized, such as the “peri-
odic syndrome™ of cyclic vomiting, abdominal pain, fever,
and somatic complaints in childhood.*??

We describe 12 children who have a syndrome of
periodic fever associated with symptoms that are strikingly
similar to those seen during neutropenic episodes in cyclic
neutropenia but in whom this discase has been ruled out by
careful serial peripheral blood neutrophil counts. All of
these children are asymptomatic between febrile cpisodes,

ANA  Antinuclear antibody

have had normal growth and devclopment, and have
remained in good general health. Extensive investigation
has failed to discern other known causes of periodic fever.
We believe that this syndrome represents a previously
undescribed, distinct clinical entity.
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Quantity = 21
KnnHnyeckmne 4epThl

PFAPA npeactaBnsieT codboin CrioXXHoe ayTo-
BOCNanuTernbHoe 3aboneBaHne, XxapakTepmayoLeecs:

Bo3BpaTHOMN dhebpurnbHON NMxopaakomn
APTO3HLIM CTOMaTUTOM

LLlenHbIM nuMmdageHNnToMm
dapuHrnTom

[onoBHOW OONbLIO CO PBOTOM
ACUMMNTOMHbIMUN Nepunogamm
HopmanbHbIM POCTOM U pasBUTUEM.

onnsoabl PFAPA anatca 4,8 AHA U MOBTOPAKTCS KaXable
28 oHeWn ¢ MakcumaribHou Temnepatypou 41°C.

C B3pOCNeHNeM, 3NnM304bl MOBTOPAIOTCSH peEXe.

N o Uk wN e

Characteristic Value
Demographic
Age (yr) - median {IQR) 5.2(3.6-6.7)
Age at onset (yr) - median (IQR) 1.1(06-3.4)
Sex - number (%)

Female 8 (38)

Male 13 (62)
Ethnicity - number (%)

Caucasian 21 (100)

Clinical Features of Attacks
Duration (d) - median (IQR) 45 (3.2-5)

Frequency (d) - median (IQR)
Maximum temperature - °C (IQR)

28 (22.7 - 29.5)
40.8 (406-41.1)

Associated Features with Fever — number (%)

Aphthous stomatitis
Pharyngitis
Cervical lymphadenopathy
Abdominal pain
Diarrhea
Nausea/Vomiting
Loss of appetite
Myalgia

Arthralgia

Rash

Pleurisy

Ocular

13 (62)
18 (86)
21 (100)
12 (57)
2 (10)
8 (38)
20 (95)
12 (57)
6 (29)
2 (10)
1(5)
1 (5)




YacTtoTa BCTpeyaeMoCTH, y naymeHToB ¢ PFAPA

Marshall et al. Thomas et al. Hofer et al.

1987 [1] 1999 [6] Feder and Salazar 2010 [7] | 2014 [9]
Onset <5 years (%) 100 100 83 90
Fever onset BHesanHoe Abrupt NR NR NR
Episode frequéiayano ' 4-6 weeks NR More than 6 episodes, 4 weeks

_ | | | every 2-8 weeks
Episode periodicity 'Regular ] Regular Regular | Regular
Episode duration (days) :~57 ~5 1 <10 ~4
Symptom reported in cohort (%)
Constitutional symptoms (>1) 100 100 100 82
Aphthous stomatitis 83 70 38 57
Pharyngitis 73 12 85 90
Cervical adenitis 67 88 62 78
Asymptomatic intervals | 100 100 | 100 100 Edwards, K. M., &
Exclusion of URI 100 85 NR NR Hofer, M.
‘Exclusion of CN 1100 | ICT INR |NR (2019). Periodic Fever,
Benign coursebnaronpuatHbii 1cxod 00 1100 1100 1100 Aphthous Stomatitis,
Response to corticosteroids 100 100 100 95 Pharyngitis and
Normal growth and 100 100 100 NR Cervical Adenitis
development (PFAPA) Syndrome.
Elevated acute phase reactants | 100 ICT ICFE 100 Textbook of
during episodes | Autoinflammation,
NR not reported; URI upper respiratory infection; CN cyclic neutropenia; 541-561.

ICT incomplete testing



XapakTtepuctuka

Cochard et al. coobwanu, 4YTo 57% naumeHToB UMenu
NONOXUTENbHbLIN CEMEeNHbIN aHaMHe3 Mo NoBoAY
peunaneupyroLien nuxopaakm nnm PFAPA (B OCHOBHOM poauTenu
nnn opaTba N CECTPbI) MO CPaBHEHUIO C KOHTPOJSIbHOW rpyrnoun
(0%).

HepnaBHWeE cepumn nokasbiBatoT, YTO OT 10 A0 78% NALIMEHTOB C
PFAPA UMeIOT YNIEHOB CEMbMU C peLnanBuUpyroLLEN NTNXOpaaKoW.

BbI,EI,BI/IHyTa rmrnorte3a o aytocoOMHO-AOMUHAHTHOM TUTIE
HacrnegoBaHUsA PFAPA.



[ eH PFAPA

CKPUHUHT myTauun B MEFV, TNFRSF1A, MVK, NLRP3, AIM2 1 NOD2 /
CARD15 B nonynauuax s Anonuun, Napauns, Typunumn, Ntanuu,
CnoBeHuun n LLiBenuapuu He Bcerga nokasan 60sriee BbICOKYIO
pacnpoCcTpaHeEHHOCTb BApUaHTOB B 3TUX reHaxX Mo CpaBHEHUIO C

KOHTpONneM.

HepasHO Cheung et al. coobLwmnm, 4To noytm 14% naumeHToB B UX
BbIOOPKe 13 82 HEPOACTBEHHLIX MaLUMEHTOB C PFAPA nmvenwu
MyTaLuMIo CO caBUrom pamkn B CARDS, B TO BpeMSA Kak 3TO ObINO
3aMe4eHO TONbKO Y 3,2% 340POBbIX B KOHTPOMNbLHOW rpynne.



UHacToTa pacnpocTpaHeHuns

E.U.VlHCTBeHHOe NonynsauMoHHOE 3abonesaemoctb PFAPA, no nonam

nccnengoBaHue ObINo NPoOBEOEHO B
2013 rogy B HopBeruun, oxear
cocTaBun 46 neTen.

PacyeTHasa YyactoTa coctaBnsana 2,3
cnydas Ha 10 000 geteun oo 5 ner.

smales
sfemales

CpeaHunn Bo3pacTt Ha4yana = 11 mec

CpeaHun BO3pacT paspeLleHmns =
52,1 mecC



CoBpeMeHHble MeToAbl ANAarHOCTUKU

[unarHocTmka npoBoaNTCS KNUHUYECKU, MYTEM NUCKMIOYEHUS:
CemenHoun cpean3eMHOMOPCKOU NUXopaaku
CemenHoun VipnaHackon nmxopagku
[MneprnodynnHemmn D

Linknnyeckon HenTponeHnu

bone3Hn bex4yeta

Kopun, OPBU

[pyrue bakTtepuanbHble N BUPYCHLIE 3ab0rieBaHUA

N o o W

AHanM3npyrTCcA: NOCEB U3 HOCOIMOTKN, PEHTreHorpaMmmMa rpyaHon KneTku, odime
aHanu3bl KPOBU, YPOBEHb MMMYHOITIO0OYNIMHOB 1 KOMMIEMeEHTa, cyoTunsl IgD, IgG,
aHTUMHYKNeapHbIN PakTop, aHTUTENa K HEKOTOPbIM BO30OYANTENSAM.



CoBpeMEeHHble METObI NEYEHUS

1. TOH3UNN3KTOMUSA YaaneHue MUHAGNUH NPU XPOHUUECKOM TOH3UIUTE
2. BseneHwue

KOPTUKOCTEPOMIO0B

(NpegHU30s0H)

3. BBepeHue
NMMMYHOMOLYNATOP
a (LUTOTUMUH)




Fig. 30.4 Algorithm for
the treatment of periodic
fever, aphthous
stomatitis, pharyngitis
and cervical adenitis
(PFAPA) syndrome

Trial prednisone or prednisolone (0.6-2 mg/kg)

Does the fever episode completely resolve?

Yes l

Are episodes occurring more frequently and
requiring more than 2 mg/kg of steroid per month?

Are episodes increasingly disruptive to the family
and patient’s quality of life?

Yes

No

Consider alternate
diagnoses

No

Consider
corticosteroid for
each episode

:

:

Corticosteroids can be used

Trial prophylactic therapies: | Neffective,1  Tonsillectomy
Colchicine or cimetidine

l Ineffective

to abort episodes while on
prophylactic therapy

Consider alternate diagnoses
Consider anakinra




