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PERIYODIK ATES
SENDROMLARI

Aysel Burcu IBILI"

GIRIS

Periyodik ates; atesin sebebini agiklayacak bir nedenin bulunamadigy, alt1 aylik
slire boyunca ii¢ ya da daha fazla kez tekrarlayan ve 3-5 giin siiren 38,4 °Cden
yiiksek ates saptanmasidir. Bu atesli ataklar arasinda tamamen ategsiz gegen en
az yedi giin olmasi gerekmektedir V. Cocukluk doneminde tekrarlayan ates en
sik akut tonsillit, otit, siniizit, farenjit ve tiriner sistem enfeksiyonlarindan kay-
naklanmaktadir. Cocukluk déneminde normalde yil boyunca iist solunum yolu
enfeksiyonlar1 7-8 kez tekrarlayabilmektedir. Anaokulu ve kres gibi toplu yasam
alanlarina baglama doneminde enfeksiyon ataklar1 yilda 10-12 kez olarak gorii-
lebilmektedir . Periyodik ates sendromlarinda herhangi bir enfeksiyon kaynag:
olmadan gelisen tekrarlayan ates ve sistemik inflamasyon ataklar1 olmasi karak-
teristik bir ozelliktir . Periyodik ates sendromlarinda spontan gelisen otoinf-
lamasyon oldugu bilinmektedir. Tekrarlayan bu otoinflamasyon ataklar1 serozal
ve sinovyal yiizeylerde inflamasyona yol agabilmektedir . Bu hastaliklarin en-
teksiyonlar, otoimmun diger hastaliklar ve malignitelerle ayrimlarinin yapilmasi
gerekmektedir ©. Ayirici tanida diigtiniilmesi gereken hastaliklar Tablo 1de veril-
mistir ©. Bu grupta yer alan hastaliklarin bir kismi ¢ok diizenli tekrarlayan ates
ataklarina sahipken (Periyodik ates, aftoz stomatit, farenjit, adenopati [PFAPA] ve
siklik notropeni), bir kismi kesin bir ritm gostermeden tekrarlayan ates ataklar:
(Tumor nekroze edici faktor reseptor iliskili periyodik sendrom [TRAPS], hipe-
rIgD sendromu, MuckleWells sendromu gibi) ile karakterizedir ). Periyodik ates
sendromuna ait hastaliklar Tablo 2'de verilmistir .

! Uzm. Dr., Afyon Devlet Hastanesi, Cocuk Sagligi ve Hastaliklar1 Klinigi, drburcua@gmail.com
ORCID iD: 0000-0003-2371-4893
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SONUC

Periyodik ates sendromlarinin diger sebeplerden ayirt edilmesi hem gereksiz

antibiyotik kullanimini azaltmak i¢in hem de amiloidoz gibi ciddi yan etkileri

onlemek i¢in 6nemlidir. Periyodik ates sendromlarinin benzer 6zellikler icermesi

sebebiyle birbirinden ayirt edilmesi ve erken tani konulmasi zordur. Detayli bir

anamnez ve iyi bir fizik muayene sonrasinda; gerekli tetkikler istenmelidir. Co-

cukluk caginda en sik goriilen semptomun ates olmasi sebebiyle periyodik ates

sendromlarinin da akilda tutulmas: gerekmektedir.

KAYNAKCA

1. Long SS. Distinguishing among prolonged, recurrent, and periodic fever syndromes: approach
of a pediatric infectious diseases subspecialist. Pediatr Clin North Am. 2005 Jun;52(3):811-35).

2. Tiarkmen AV, Uzuner S & Tagkin N. PFAPA Sendromu ve Herediter Periyodik Ates Sendrom-
lar1. Journal of Pediatric Infection/Cocuk Enfeksiyon Dergisi, 2012, 6.1

3. McDermott ME, Aksentijevich I, Galon J et al. Germline mutations in the extracellular domains
of the 55 kDa TNF receptor, TNFR1, define a family of dominantly inherited autoinflammatory
syndromes. Cell 1999;97(1):133e44

4. Kastner DL, Janka G. Hereditary Periodic Fever Syndromes:Childhood and Adolescent Hema-
tology 2005; 45: 74-81

5. Grateau G & Durudz MT. Autoinflammatory conditions: when to suspect? How to treat?. Best
Practice & Research Clinical Rheumatology, 2010, 24.3: 401-411.

6. John CC, Gilsdorf JR. Recurent fever syndrome in children. Ped Infect Dis J 2002;21:1071

7. Somer A. Periyodik Ates Sendromlar1. Klinik Tip Pediatri Dergisi, 9(6), 41-46).

8.  Marshall GS, Edwards KM, Butler Jet al. Syndrome of periodic fever, pharyngitis, and aphthous
stomatitis. ] Pediatr 1987; 110: 43- 6

9. Jacobs Z, Ciaccio CE. Periodic Fever syndromes. Curr Allergy Asthma Rep 2010;10(6):398-
404. https://doi.org/10.1007/s11882-010-0141-z

10. Kasapgopur O, Arisoy N. PFAPA Sendromu. Turk Arch Ped 2009; 44: 80-3

11. Padeh S, Brezniak N, Zemer D, et al. Periodic fever, aphthous stomatitis, pharyngitis, and ade-
nopathy syndrome: clinical characteristics and outcome. J Pediatr 1999;135:98-101

12. Hernandez-Bou S, Giner M, Plaza AM, et al. PFAPA syndrome: with regal to a case. Allergol
Immunopathol 2003; 31: 236-9

13. Theodoropoulou K, Vanoni F & Hofer M. Periodic fever, aphthous stomatitis, pharyngitis, and
cervical adenitis (PFAPA) syndrome: a review of the pathogenesis. Current rheumatology re-
ports, 2016, 18.4: 18

14. Stojanov S, Lapidus S, Chitkara P, et al. Periodic fever, aphthous stomatitis, pharyngitis, and
adenitis (PFAPA) is a disorder of innate immunity and Th1 activation responsive to IL-1 bloc-
kade. Proc Natl Acad Sci U S A. 2011 Apr 26;108(17):7148-53

15. Brown KL, Wekell P, Osla V, et al. Profile of blood cells and inflammatory mediators in periodic
fever, aphthous stomatitis, pharyngitis and adenitis (PFAPA) syndrome. BMC Pediatr. 2010 Sep
6;10:65

16. Aridogan BC, Yildirim M, Baysal V, et al. Serum Levels of IL-4, IL10, IL-12,IL-13 and IFN-gam-
ma in Behget’s disease. ] Dermatol. 2003 Aug;30(8):602-7

17. Tasher D, Stein M, Dalal I, et al. Colchicine prophylaxis for frequent periodic fever, aphthous
stomatitis, pharyngitis and adenitis episodes. Acta Paediatr. 2008 Aug;97(8):1090-2

18. Scully C, Gorsky M, Lozada-Nur E The diagnosis and management of recurrent aphthous sto-

matitis: a consensus approach. ] Am Dent Assoc 2003; 33: 200-7. 11.



Pediatride Glincel Yaklagimlar-2 103

19. Ceyhan M. Ates Patogenezi . Katki Pediatri Dergisi 2007; 29(4): 351- 358

20. Ciftci E, Ozdemir H, 1ncesoy Ozdemir S, et al. Periyodik ates, aftoz stomatit, farenjit ve servikal
adenit. Tirk Pediatri Arsivi 2004;39(1):36-40

21. Gattorno M, Caorsi R, Meini A, et al. Differentiating PFAPA syndrome from monogenic pe-
riodic fevers. Pediatrics. 2009 Oct;124(4):e721-8. 26. Padeh S. Periodic fever with aphthous
stomatitis, pharyngitis and adenitis (PFAPA syndrome). UptoDate [en linea][consultado el
25/06/2015]. Disponible en http://www. uptodate. com/contents/search, 2015

22. Scholl PR. Periodic fever syndromes. Curr Opin Pediatr 2000;563-566

23. Garavello W, Romagnoli M, Gaini RM. Effectiveness of adenotonsillectomy in PFAPA syndro-
me: a randomized study. J Pediatr. 2009;155(2):250-3

24. Sohar E, Gafni ], Pras M, et al. Familial Mediterranean fever: a survey of 470 cases, and review
of the literatiire. Am ] Med 1967;43:227-253. http://dx.doi.org/10.1016/0002-9343(67)90167-2

25. Janeway TC & Mosenthal HO. “an Unusual Paroxysmal Syndrome, Probably Allied To Recur-
rent Vomiting,” South. Med. J., vol. 1, no. 5, pp. 341-342, 1908

26. Marmarali A. “Garip bir karin agris1” Tirk Tip Cem Mec. 1946; 12

27. Heller H, Sohar E, Gafn1 ], et al. “Amyloidosis in familial Mediterranean fever. An independent
genetically determined character.,” Archives of internal medicine, vol. 107. pp. 539-550, 1961

28. Korkmaz C, Ozdogan H, Kasapgopur O, et al. “Acute phase response in familial Mediterranean
fever;” vol. 21, pp. 79-81, 2002

29. Abuhandan M, Kaya C, Giizelgicek A. Ailevi Akdeniz atesi tanisi alan 186 olgunun klinik
semptom ve MEFV geni mutasyonlarinin incelenmesi. Dicle Tip Derg 2015;42:61-5

30. FMF consortium. Ancient missense mutations in a new member of the RoRet gene family are
likely to cause familial Mediterranean fever. Cell 1997; 90(4): 797-807

31. Infevers: The Registry of Hereditary Auto-Inflammatory Disorders Mutations. Available from:
http://fmf.igh.cnrs.fr/ ISSAID/infevers/

32. Padeh S, Shinar Y, Pras E, et al. Clinical and diagnostic value of genetic testing in 216 Israeli
children with familial Mediterranean fever. ] Rheumatol 2003;30:185-90

33. Tamir N, Langevitz P, Zemer D, et al. Late-onset familial Mediterranean fever (FMF): a subset
with distinct clinical, demographic, and molecular genetic characteristics. Am ] Med Genet
1999; 87(1): 30-35

34. Lidar M, Livneh A. Familial Mediterranean Fever: clinical,molecular and management advan-
cements. Neth ] Med 2007; 65: 318-24

35. Chetrit BE, Levy M. Familial Mediterranean Fever. Lancet 1998; 351: 659-664.

36. Chetrit BE. Familial Mediterranean Fever (FMF) and renal AA amyloidosis phenotype-genot-
ype correlation, treatment and prognosis. ] Nephrol 2003; 16(3): 431-434.

37. Livneh A, Langevitz P, Zemer D, et al. Criteria for the diagnosis of familial Mediterranean fever.
Arthritis Rheum 1997;40(10):1879-85

38. Friman Claes MD; Pettersson, Tom MD”Amyloidosis”Current Opinion in Rheumatology: Ja-
nuary 1996 - p 62-71. .

39. Bakkaloglu A. Familial Mediterranean fever. Pediatr Nepherol 2003; 18: 853-9

40. Zemer D, Pras M, Sohar E, et al. Colchicine in the prevention and treatment of the amyloidosis
of familial Mediterranean fever. N Eng ] Med 1986; 314(16): 1001-1005

41. Grateau G. “The relation between familial Mediterranean fever and amyloidosis,” Curr. Opin.
Rheumatol,, vol. 12, no. 1, pp. 61-64, 2000

42. Goldfinger SE. Colchicine for familial Mediterranean fever. N Eng ] Med 1972; 287(25): 1302

43. Chetrit BE, Bergmann S & Sood R. Mechanism of the antiinflammatory effect of colchicine
in rheumatic diseases: a possible new Outlook through microarray analysis. Rheumatology
(Oxford) 2006; 45(3): 274-282

44. Kallinich T, Haffner D, Niehues T, et al. Colchicine use in children and adolescents with fa-
milial Mediterranean fever: literature review and consensus statement. Pediatrics. 2007 Fe-
b;119(2):e474-83



104

45.

46.
47.

48.

49.

50.

51.

52.

53.
54.

55.

Pediatride Giincel Yaklasimlar-2

Akgul O, Kilic E, Kilic G, et al. Efficacy and Safety of Biologic Treatments in Familial Mediter-
ranean Fever. Am ] Med Sci 2012; 0(0):1-5

Boxer LA. Neutrophil abnormalities. Pediatr Rev. 2003 Feb;24(2):52-62.

Dingli D, Antal T, Traulsen A, et al. Progenitor cell self-renewal and cyclic neutropenia. Cell
Prolif. 2009 Jun;42(3):330-8.

Houten SM, Kuis W, Duran M, ,et al. Mutations in MVK, encoding mevalonate kinase, cause
hyperimmunoglobulinaemia D and periodic fever syndrome. Nat Genet. 1999 Jun;22(2):175-7.
Frenkel ], Houten SM, Waterham HR, et al. Clinical and molecular variability in childhood peri-
odic fever with hyperimmunoglobulinaemia D. Rheumatology (Oxford). 2001 May;40(5):579-
84

Takada K, Aksentijevich I, Mahadevan V, et al. Favorable preliminary experience with eta-
nercept in two patients with the hyperimmunoglobulinemia D and periodic fever syndrome.
Arthritis Rheum. 2003 Sep;48(9):2645-51

Aganna E, Hammond L, Hawkins PN, et al. Heterogeneity among patients with tumor necrosis
factor receptor-associated periodic syndrome phenotypes. Arthritis Rheum 2003;48: 2632-44
Hoffman HM, Mueller JL, Broide DH, et al. Mutation of a new gene encoding a putative py-
rin-like protein causes familial cold autoinflammatory syndrome and Muckle-Wells syndrome.
Nat Genet 2001; 29: 301-5.

Blau EB. Familial granulomatous arthritis, iritis, and rash. ] Pediatr 1985;107: 689-93

Majeed HA, Al-Tarawna M, El-Shanti H, et al. The syndrome of chronic recurrent multifocal
osteomyelitis and congenital dyserythropoietic anaemia. Report of a new family and a review.
Eur J Pediatr 2001;160: 705-10

Kasapgopur O, Barut K, Sahin S, et al. Cerrahpaga Cocukluk Caginda Otoenflamatuar Hasta-
liklar Kitabi, Subat 2016



