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Abstract

Introduction: In pediatric patients with a history of recurrent chronic 
tonsillitis in both their mother and father, they may show an excessive immune 
response due to genetic inheritance. 

Method: Family history in immune defense mechanism predispose to 
tonsil disorders. Biofilm formation theory explains that the underlying factor 
of recurrent/ chronic tonsillitis formation is the bacterial biofilm on the surface 
of the tonsils.

Results: Although recurrent chronic tonsillitis is a clinical diagnosis,  
patient’s symptoms and signs should be monitored carefully. The history of 
each patient and family members should be taken carefully. Since the clinical 
presentation of PFAPA (Periodic Fever, Aphthous Stomatitis, Pharyngitis, 
Adenitis) syndrome can be confused with pediatric patients with a history of 
recurrent chronic tonsillitis in both parents, must follow a multidisciplinary 
approach before starting a treatment.

Conclusions:  Family history determines the severity of tonsillar damage 
with immune response in pediatric patients with a history of recurrent chronic 
tonsillitis in both their mother and father.

Introduction
Recurrent / chronic tonsillitis, a common childhood disease, is 

a parenchymal infection of the palatine tonsils. Recurrent tonsilitis 
is diagnosed when tonsilitis occurs at least 5 times in a year and 
diagnosis of recurrent chronic tonsillitis has been done based 
on clinical criteria1.  It is reported that more than 65% of human 
bacterial infections comprise bacterial biofilm, and connection 
between bacterial biofilms2 and human disease has been established 
long ago. 

Formation of biofilms is associated with many otolaryngological 
infections and closely related to the recurrence and chronicity of 
these infections. Biofilm formation theory argues that the underlying 
factor of recurrent / chronic tonsillitis is bacterial biofilms on 
the surface of the tonsils3. Bacteria uses the biofilm formation 
for communication signals sent from cell to cell. In bacterial 
pathogenesis, bacteria can detect the population density and stimuli 
from the environment and activates a mechanism called “quorum 
sensing” (QS) that enables it to develop a response by coordinating 
gene regulation4. Changes in genetic information and the ability of QS 
in bacteria residing in biofilm are important mechanisms explaining 
antibiotic resistance of many pathogens. Genetic variations in 
immune defense mechanism predispose to tonsil disorders. While 
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the etiology of PFAPA (Periodic Fever, Aphthous Stomatitis, 
Pharyngitis, Adenitis) syndrome remains uncertain. 
Some candidate genes have been suggested to be factors 
contributing to the etiology of the disease 5. Some studies 
have shown different immunological aspects of tonsils and 
tonsil microbiota in children with PFAPA syndrome6. 

This article provides an overview of current information 
on the clinical role of genetics and mucosal biofilm volume 
in pediatric recurrent chronic tonsillitis patients with a 
parental history, and underlines the similarity between the 
clinical symptoms of these and with PFAPA syndrome. It 
also highly recommends a careful clinical examination and 
history taking, including hereditary conditions and genetic 
screening, before PFAPA is diagnosed.

Role of Genetics in Recurrent Tonsillitis
Genetic inheritance determines the severity of tonsillar 

damage with immune response in pediatric patients with 
a history of recurrent chronic tonsillitis in both parents7. 
Martin et al. previously reported the effects of genetics 
on the incidence of tonsillectomy8. In another clinical 
study, importance of genetic clustering in the family was 
elucidated in tonsillectomy cases9. In a genetic analysis 
on recurrent/chronic tonsillitis patients with at least 
one copy of the IL1B-31*C allele (both homozygous and 
heterozygous) are found at higher risk to develop the 
disease10. Also, it was reported that two host immunity 
related polymorphisms complement factor (CFH) and 
(TLR) 4-T399I play role in GAS tonsilitis11-12.

Group A streptococcus is the major bacterial pathogen 
of tonsilitis. It was shown that streptococcal tonsillitis can 
stimulate psoriasis attacks, which is explained by molecular 
mimicry between human and bacterial antigens. Most 
substantial polymorphisms were detected in the intron of 
the MUC22 gene close to PSORS1 and HLA-C and -B loci. 
MUC22 was also seen within the TRIM10-TRIM15 locus13.  
TRIM family proteins are known to be involved in the 
regulation of inflammatory and innate immune signaling14 
and a nearby locus with the TRIM39 gene has been 
associated with Behcet’s disease15 an autoimmune disease 
also known to be triggered by streptococcal infections. Also 
in patients having recurrent tonsillitis episodes, integration 
host factor (IHF) is reported as a bacterial protein, which 
can stimulate transcription and regulate gene expression16. 
Also in patients having recurrent tonsilitis episodes, IHF 
is reported as a bacterial protein, which can stimulate 
transcription and regulate gene expression17. 

Significance of Mucosal Biofilm Volume in Recurrent 
Tonsillitis

Biofilms prefer moist environments, which make 
respiratory system and related mucosal surfaces 
particularly attractive for their development18. Some 

recurrent infections accompanied with biofilm formation, 
including chronic rhinosinusitis, chronic otitis media, 
and chronic Aden tonsillar diseases, lead to myriad of 
morbidities19. Biofilm formation theory explains that the 
underlying factor of recurrent / chronic tonsillitis is the 
bacterial biofilm on the surface of the tonsils 20. Moreover, 
bacteria contain a large and accessible gene pool. As more 
bacteria colonize, the production of signaling molecules 
continues until a threshold level is exceeded, QS mechanism 
gets activated 21. QS and extracellular signallings between 
bacteria residing in biofilm are important mechanisms 
that explain both antibiotic resistance of many pathogens, 
alterations in genetic information22. Bacteria can exist 
in several forms: free-floating, individual planktonic or 
in biofilm organization containing millions of bacteria. 
Biofilm bacteria have alternative gene expression models 
compared to planktonic bacteria, and many novel genes 
have been reported in biofilm formations. The importance 
of biofilm thickness has been reported in previous studies1. 
Deeper biofilm 23 layers are better protected from a 
myriad of antibacterial methods, including host immune 
reactions, detergents, and antimicrobial agents. Bacteria 
are surrounded by a major structural component of biofilm 
referred to as extracellular polymer substances (EPS) 
enriched with polysaccharides,  glycolipids,  proteins  and  
nucleic acids2. The first study related to histomorphometric 
examination of the tonsillar tissues of children with a 
history of recurrent / chronic tonsillitis in both parents 
and the biofilm volume in tonsillar tissue were performed 
by us. Bacterial biofilm thickness and volume in pediatric 
patients with a history of recurrent chronic tonsillitis in 
both parents were measured higher in light microscopy 
examinations24. Furthermore, the effects of different drugs 
on biofilms have been reported so far25. Our previous 
research also displayed the effect of n-acetylcysteine and 
acetylsalicylic acid on bacterial biofilm26.

Differential Diagnosis of PFAPA (Periodic Fever, 
Aphthous Stomatitis, Pharyngitis, Adenitis) 
Syndrome From 3-Year-Old Children with a History 
of Recurrent Chronic Tonsillitis in Both Their Mother 
and Father

We observed persistent fever despite antibiotic 
treatment, halitosis and frequent recurrent episodes of 
chronic tonsillitis in children under 3 years of age with the 
recurrent chronic tonsillitis story in both in both parents. 
Unlike PFAPA, recurrent tonsilitis attacks along with fever 
were found in patients before the age of 1 and we did not 
observe aphthous stomatitis. Halitosis was experienced 
just before and during episodes. Clinical findings show 
similarity with symptoms of PFAPA. PFAPA syndrome is 
the most common periodic fever syndrome among children 
and it was first recognized with an antibiotic-resistant 
fever with unknown origin, pharyngitis, stomatitis and 
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cervical adenitis between the ages of 2 and 527.  On the other 
hand, PFAPA syndrome presenting with recurrent chronic 
tonsillitis has been reported to have a strong relationship 
with familial inheritance28. PFAPA is characterized by 
different febrile attacks with a regular periodicity, however, 
PFAPA is one of the most difficult disease to distinguish 
from hereditary periodic fevers29. PFAPA exacerbations 
are mediated by activated T lymphocytes, GM-CSF, G-CSF 
and some proinflammatory cytokines such as IL-1β, 
IL-6 and IL-8. During PFAPA attacks, genes associated 
with complement system, IL-1, and IFN are markedly 
overexpressed, also evidences showed that there is an 
increased IL1RN and TNF expression in the tonsillar 
tissue taken from tonsillectomy performed during the 
asymptomatic periods30. The percentage of IL-1β positive 
B cells is higher in tonsils with PFAPA and most of the 
intracellular IL-1β positive cells are found to be memory B 
cells29. Also, TLR stimulation increases the TNF production. 
Indeed, saliva cytokines (protein or RNA) have been 
examined as a potential diagnostic marker when seems 
promising technique even for young children31. 

Persistent colonization with GAS may also occur, but 
does not appear to cause frequent recurrent infection or 
transmission of the disease to contacts32. Both host factors 
and bacterial factors appear to play a role in determining 
the severity of the infection33. And some candidate genes 
have been suggested to be factors contributing to the 
etiology of periodic fever and PFAPA syndrome. It has been 
shown that tonsils from PFAPA patients have a different 
cellular structure compared to tonsils of patients with 
recurrent streptococcal pharyngitis (RP). In histological 
examination, both PFAPA and RP tonsils have been reported 
to show variable expansion of the follicles and epithelium, 
displaying multifocal inflammatory events distinguished 
with neutrophils infiltrating the squamous mucosa6. Some 
studies have shown different immunological aspects 
of tonsils and tonsil microbiota in children with PFAPA 
syndrome and there is not yet an international consensus 
on this matter5. In another study, histological features of 
adult-onset PFAPA has been shown to be very similar to 
pediatric-onset PFAPA34. PFAPA syndrome is an immune-
mediated disease characterized by cytokine dysfunction30. 

Diagnosis 
A recent study reported that glycogen synthase kinase 

3β (GSK-3β) activation index is a clinically applicable 
method for pediatric recurrent chronic tonsillitis patients35. 
Pediatric patients under 3 years of age with a history of 
recurrent chronic tonsillitis in both the parents present 
antibiotic resistant fever, halitosis and frequent recurrent 
episodes of tonsillitis. Diagnostic criteria’s in PFAPA; 
regular recurrent fevers with an early onset age (<5 years), 
principal symptoms in the absence of upper respiratory 
tract infection with at least one of the following clinical 

signs: a) aphtous stomatitis, b) cervical lymphadenitis, 
c) pharyngitis, a complete asymptomatic period between 
attacks, normal growth and development36. Typically, 
over a 3 to 5 day period, body temperature reaches 40.5 
°C, it occurs within almost constant intervals every 3-6 
weeks. Comprehensive studies in PFAPA patients have 
not revealed any evidence of an infectious cause. Also, its 
cyclic nature of diseases is not consistent with classical 
infection and suggests an immunological disorder caused 
by inappropriate congenital immune responses27, 37. 

Persistent Fever in Recurrent / Chronic Tonsillitis
Many theories have been proposed to explain 

colonization of antibiotic-resistant GAS, such as; biofilm 
formation38-40 and intracellular bacterial41. A relevant 
study conducted by us shows that children under age of 3 
with a history of recurrent / chronic tonsillitis in parents 
have resistant fever despite antibiotic treatment24. PFAPA 
syndrome occurs with recurrent drug resistant fever 
attacks between the age 2-5 and it is recognized as an 
autoinflammatory disease42. Another study presents a 
serious case of chronic EBV infection caused by a novel 
CD70 mutation, which is manifested with periodic fever43. 
Current pharmacological treatment of PFAPA often includes 
corticosteroids that are effective in treating fever attacks5. 
Effectiveness of corticosteroid usage against antibiofilm 
has been reported 25. Oral glucocorticoids dramatically 
alleviate the symptoms of PFAPA44. Cimetidine, an H2 
antagonist with immunomodulating properties, was 
proposed by Feder in 1992 as an effective prophylactic 
treatment for PFAPA as it inhibits chemotaxis and T 
cell activation45. A single dose of prednisone (1-2 mg / 
kg) or betamethasone (0.1-0.2 mg / kg) administered 
at the beginning of an attack can excellently stop fever 
attacks within a few hours. Apremilast may have great 
efficacy in the treatment of PFAPA patients as it reduces 
the production of proinflammatory cytokines, including 
IL-12p70 and IFN from human PBMCs46,47. Additionally, 
since IL-12 is important in the pathogenesis of PFAPA, 
ustekinumab, a monoclonal antibody targeting the p40 
subunit of IL-12 and IL-23, could be a potential treatment 
for resistant cases48. PFAPA is described as a clinical entity, 
with a beneficial effect of tonsillectomy operations but the 
underlying mechanism of success is still unclear5. 

Conclusion
There is a similarity between the clinical symptoms 

of pediatric patients under 3 years of age with a parental 
history of recurrent chronic tonsillitis, and those with 
PFAPA (Periodic Fever, Aphthous Stomatitis, Pharyngitis, 
Adenitis) syndrome. Patients with clinical symptoms 
such as halitosis and fever which do not decrease despite 
treatment, should be monitored carefully. In pediatric 
patients with a history of recurrent chronic tonsillitis 
in both parents, they may show an excessive immune 
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response due to genetic inheritance. It is important to 
reveal the relationship between biofilm volume-thickness 
and genetic predisposition in these patients. With a better 
understanding of the biofilm structure, it will have a 
significant contribution in both treatment and prevention 
of complications in patients who are clinically diagnosed 
at an early stage in recurrent chronic tonsillitis. Since the 
clinical presentation of PFAPA syndrome can be confused 
with pediatric patients with a history of recurrent chronic 
tonsillitis in both their mother and father, must follow a 
multidisciplinary approach before starting a treatment.  
Genetic studies to be conducted in the future will better 
reveal the tonsillar immunology and will make easy to 
differentiate chronic/recurrent tonsillitis and PFAPA 
syndrome.

References
1. Post JC, Hiller NL, Nistico L, et al. The role of biofilms in otolaryngologic 

infections: update 2007. Curr Opin Otolaryngol Head Neck Surg. 
2007; 15(5): 347–51.

2. Potera C. Forging a link between biofilms and disease. Science. 1999; 
283(5409): 1837, 1839.

3. Chole RA, Faddis BT. Anatomical evidence of microbial biofilms 
in tonsillar tissues: a possible mechanism to explain chronicity: A 
possible mechanism to explain chronicity. Arch Otolaryngol Head 
Neck Surg. 2003; 129(6): 634–6.

4. Donabedian H. Quorum sensing and its relevance to infectious 
diseases. J Infect. 2003; 46(4): 207–14.

5. Førsvoll J, Kristoffersen EK, Øymar K. The immunology of the 
periodic fever, aphthous stomatitis, pharyngitis and cervical adenitis 
syndrome; what can the tonsils reveal. A literature review. Int J Pediatr 
Otorhinolaryngol. 2020; 130(109795): 109795.

6. Luu I, Sharma A, Guaderrama M, et al. Immune dysregulation in the tonsillar 
microenvironment of periodic Fever, Aphthous stomatitis, pharyngitis, 
adenitis (PFAPA) syndrome. J Clin Immunol. 2020; 40(1): 179–90.

7. Todorović MM, Zvrko EZ. Immunoregulatory cytokines and chronic 
tonsillitis. Bosn J Basic Med Sci. 2013; 13(4): 230–6.

8. Martin NG, Kehren U, Battistutta D, et al. Iatrogenic influences on the 
heritability of childhood tonsillectomy: cohort differences in twin 
concordance. Acta Genet Med Gemellol (Roma). 1991; 40(2): 165–72.

9. Katznelson D, Gross S. Familial clustering of tonsillectomies and 
adenoidectomies. Clin Pediatr (Phila). 1980; 19(4): 276–83.

10. González-Andrade B, Santos-Lartigue R, Flores-Treviño S, et al. The 
carriage of interleukin-1B-31*C allele plus Staphylococcus aureus 
and Haemophilus influenzae increases the risk of recurrent tonsillitis 
in a Mexican population. PLoS One. 2017; 12(5): e0178115.

11. Haapasalo K, Vuopio J, Syrjänen J, et al. Acquisition of complement 
factor H is important for pathogenesis of Streptococcus pyogenes 
infections: evidence from bacterial in vitro survival and human 
genetic association. J Immunol. 2012; 188(1): 426–35.

12. Liadaki K, Petinaki E, Skoulakis C, et al. Toll-like receptor 4 gene 
(TLR4), but not TLR2, polymorphisms modify the risk of tonsillar 
disease due to Streptococcus pyogenes and Haemophilus influenzae. 
Clin Vaccine Immunol. 2011; 18(2): 217–22.

13. Haapasalo K, Koskinen LLE, Suvilehto J, et al. The psoriasis risk allele 
HLA-C*06:02 shows evidence of association with chronic or recurrent 
streptococcal tonsillitis. Infect Immun [Internet]. 2018; 86(10). 
Available from: http://dx.doi.org/10.1128/IAI.00304-18

14. Uchil PD, Hinz A, Siegel S, et al. TRIM protein-mediated regulation of 
inflammatory and innate immune signaling and its association with 
antiretroviral activity. J Virol. 2013;87(1):257–72.

15. Kurata R, Nakaoka H, Tajima A, Hosomichi K, Shiina T, Meguro A, 
et al. TRIM39 and RNF39 are associated with Behçet’s disease 
independently of HLA-B∗51 and -A∗26. Biochem Biophys Res 
Commun. 2010; 401(4): 533–7.

16. Galeone M, Colucci R, D’Erme AM, et al. Potential infectious etiology of 
Behçet’s disease. Patholog Res Int. 2012; 2012: 595380.

17. Dorman CJ. Nucleoid-associated proteins and bacterial physiology. 
Adv Appl Microbiol. 2009; 67: 47–64.

18. Liu YCC, Post JC. Biofilms in pediatric respiratory and related 
infections. Curr Allergy Asthma Rep. 2009; 9(6): 449–55.

19. Hall-Stoodley L, Stoodley P. Evolving concepts in biofilm infections. 
Cell Microbiol. 2009; 11(7): 1034–43.

20. Conley J, Olson ME, Cook LS, et al. Biofilm formation by group a 
streptococci: is there a relationship with treatment failure? J Clin 
Microbiol. 2003; 41(9): 4043–8.

21. Bassler BL. How bacteria talk to each other: regulation of gene 
expression by quorum sensing. Curr Opin Microbiol. 1999; 2(6): 
582–7.

22. Zhao X, Yu Z, Ding T. Quorum-sensing regulation of antimicrobial 
resistance in bacteria. Microorganisms. 2020; 8(3):425.

23. Sauer K, Camper AK, Ehrlich GD, et al. Pseudomonas aeruginosa 
displays multiple phenotypes during development as a biofilm. J 
Bacteriol. 2002; 184(4): 1140–54.

24. Bulut F, Cumbul A, Safak AS. An analysis of the histomorphometric and 
clinical significance of mucosal biofilm in tonsil tissue of the children 
with a history of recurrent/chronic tonsillitis in both the mother and 
father. Eur Arch Otorhinolaryngol. 2020; 277(12): 3381–9.

25. Cirkovic I, Pavlovic B, Bozic DD, et al. Antibiofilm effects of topical 
corticosteroids and intranasal saline in patients with chronic 
rhinosinusitis with nasal polyps depend on bacterial species and their 
biofilm-forming capacity. Eur Arch Otorhinolaryngol. 2017; 274(4): 
1897–903.

26. Bulut F, Meric F, Yorgancilar E, et al. Effects of N-acetyl-cysteine and 
acetylsalicylic acid on the tonsil bacterial biofilm tissues by light 
and electron microscopy. Eur Rev Med Pharmacol Sci. 2014; 18(23): 
3720–5.

27. Marshall GS, Edwards KM, Butler J, et al. Syndrome of periodic fever, 
pharyngitis, and aphthous stomatitis. J Pediatr. 1987; 110(1): 43–6.

28. Cochard M, Clet J, Le L, et al. PFAPA syndrome is not a sporadic disease. 
Rheumatology (Oxford). 2010; 49(10): 1984–7.

29. Renko M, Salo E, Putto-Laurila A, et al. A randomized, controlled trial 
of tonsillectomy in periodic fever, aphthous stomatitis, pharyngitis, 
and adenitis syndrome. J Pediatr. 2007; 151(3): 289–92.

30. 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 blockade. Proc Natl 
Acad Sci U S A. 2011; 108(17): 7148–53.

31. St John MAR, Li Y, Zhou X, et al. Interleukin 6 and interleukin 8 as 
potential biomarkers for oral cavity and oropharyngeal squamous cell 
carcinoma. Arch Otolaryngol Head Neck Surg. 2004; 130(8): 929–35.

32. Pichichero ME, Marsocci SM, Murphy ML, et al. Incidence of 
streptococcal carriers in private pediatric practice. Arch Pediatr 
Adolesc Med. 1999; 153(6): 624–8.

33. Kotb M, Norrby-Teglund A, McGeer A, et al. An immunogenetic and 
molecular basis for differences in outcomes of invasive group A 
streptococcal infections. Nat Med. 2002; 8(12): 1398–404.



Bulut F, Cumbul A, Ballica B. Clinical Importance of Family History in Recurrent Chronic 
Tonsillitis Pediatric Patients: Review. J Pediatrics & Pediatr Med. 2020; 4(3): 1-5 Journal of Pediatrics and Pediatric Medicine

Page 5 of 5

34. Yamahara K, Lee K, Egawa Y, et al. Surgical outcomes and unique 
histological features of tonsils after tonsillectomy in adults with 
periodic fever, aphthous stomatitis, pharyngitis, and cervical adenitis 
syndrome. Auris Nasus Larynx. 2020; 47(2): 254–61.

35. Gao Y, Mi J, Chen F, et al. Detection of GSK-3β activation index in 
pediatric chronic tonsillitis is an indicator for chronic recurrent 
inflammation. Am J Otolaryngol. 2018; 39(3): 277–81.

36. Thomas KT, Feder HM Jr, Lawton AR, et al. Periodic fever syndrome in 
children. J Pediatr. 1999; 135(1): 15–21.

37. Feder HM, Salazar JC. A clinical review of 105 patients with PFAPA (a 
periodic fever syndrome). Acta Paediatr. 2010; 99(2): 178–84.

38. Gerber MA, Tanz RR, Kabat W, et al. Potential mechanisms for failure 
to eradicate group A streptococci from the pharynx. Pediatrics. 1999; 
104(4 Pt 1): 911–7.

39. Vlastarakos PV, Nikolopoulos TP, Maragoudakis P, et al. Biofilms in ear, 
nose, and throat infections: how important are they? Laryngoscope. 
2007; 117(4): 668–73.

40. Post JC, Stoodley P, Hall-Stoodley L, et al. The role of biofilms in 
otolaryngologic infections. Curr Opin Otolaryngol Head Neck Surg. 
2004; 12(3): 185–90.

41. Osterlund A, Popa R, Nikkilä T, et al. Intracellular reservoir of 
Streptococcus pyogenes in vivo: a possible explanation for recurrent 
pharyngotonsillitis. Laryngoscope. 1997; 107(5): 640–7.

42. Wekell P, Karlsson A, Berg S, et al. Review of autoinflammatory 
diseases, with a special focus on periodic fever, aphthous stomatitis, 
pharyngitis and cervical adenitis syndrome. Acta Paediatr. 2016; 
105(10): 1140–51.

43. Caorsi R, Rusmini M, Volpi S, et al. CD70 deficiency due to a novel 
mutation in a patient with severe chronic EBV infection presenting as 
a periodic fever. Front Immunol. 2017; 8: 2015.

44. Peridis S, Pilgrim G, Koudoumnakis E, et al. PFAPA syndrome in 
children: A meta-analysis on surgical versus medical treatment. Int J 
Pediatr Otorhinolaryngol. 2010; 74(11): 1203–8.

45. Feder HM Jr. Cimetidine treatment for periodic fever associated with 
aphthous stomatitis, pharyngitis and cervical adenitis. Pediatr Infect 
Dis J. 1992; 11(4): 318–21.

46. Schafer PH, Parton A, Gandhi AK, et al. Apremilast, a cAMP 
phosphodiesterase-4 inhibitor, demonstrates anti-inflammatory 
activity in vitro and in a model of psoriasis: Anti-psoriatic activity of 
apremilast. Br J Pharmacol. 2010; 159(4): 842–55.

47. Schafer PH, Parton A, Capone L, et al. Apremilast is a selective PDE4 
inhibitor with regulatory effects on innate immunity. Cell Signal. 
2014; 26(9): 2016–29.

48. Manthiram K, Preite S, Dedeoglu F, et al. Common genetic susceptibility 
loci link PFAPA syndrome, Behçet’s disease, and recurrent aphthous 
stomatitis. Proc Natl Acad Sci U S A. 2020; 117(25): 14405–11.


	Title
	Correspondence
	ABSTRACT
	Introduction
	screening, before PFAPA is diagnosed. Role of Genetics in Recurrent Tonsillitis
	Significance of Mucosal Biofilm Volume in Recurrent Tonsillitis
	Differential Diagnosis of PFAPA (Periodic Fever, Aphthous Stomatitis, Pharyngitis, Adenitis) Syndrom
	Diagnosis 
	Persistent Fever in Recurrent / Chronic Tonsillitis
	Conclusion
	References

