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Agenda:

• Le infezioni ricorrenti sono una 
preoccupazione crescente nella 
pratica clinica.

• L’obiettivo di questo workshop è 
esplorare le cause, le diagnosi e le 
modalità di gestione per pazienti 
che sviluppano infezioni ripetute.



Valutazione clinica:
Natura delle infezioni:
• Frequenza
• Cronicità
• Gravità
• Riposta alla terapiaa
• Interessamento d’organo
• Patogeno
Età di insorgenza della malattia
Alterazioni della crescita
Storia personale di malattie
linfoproliferative

Familiarità per:
• Suscettibilità alle infezioni
• Malattie autoimmuni
• Malattie linfoproliferative



Valutazione Clinica

• anomalie anatomiche o segni e stigmate di 
disturbi sottostanti significativi (p.es., 
insufficienza venosa).

• indice di massa corporea (BMI)

• sequele di infezioni ricorrenti sotto forma 
di cicatrici (delle membrane timpaniche o 
della pelle), segni di malattia polmonare
cronica (tosse cronica, riflesso del vomito
assente, bastonate, crepitii o respiro
sibilante per suggerire bronchiectasie) 

• infezione in corso (segni di sinusite cronica, 
mughetto orale, verruche o infezioni da 
dermatofiti). 

• linfoadenopatia e/o l'epatosplenomegalia
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Immunodeficienze 
primitive

Immunodeficienze 
secondarie
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La frequenza di recidiva:
• l'età al momento dell'infezione primaria, 
• l'età al momento della recidiva (immaturità immunologica nell'infanzia, diminuzione della protezione immunitaria 

in età avanzata), 
• variazioni del ceppo virale, 
• fattori scatenanti dell'infiammazione nella distribuzione dei neuroni infettati in modo latente 
•  malattie dell'ospite sottostanti. 

Nei pazienti con focolai 
ricorrenti o gravi, è 
importante confermare 
la diagnosi di herpes 
preferibilmente 
mediante 
immunofluorescenza 
diretta, coltura virale, 
diagnosi molecolare 
mediante PCR o 
sierologia. 
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• Esami di primo livello:

• Emocromo con conta

• IgG, IgA, IgM, IgE (quantitativi)

• Test DHR 123 per CGD (difetto
fagocitario)

• Ricerca HIV, mieloma



Limitata ad una 
particolare 

regione 
anatomica

Anomalie 
estrinseche 

Anomalie 
intrinseche

Diversi lobi  
polmonari

Fibrosi Cistica, 
Sindrome delle cigli 

aimmonili

Immunodeficienza 
secondaria o 

primaria



Esami di primo livello:

• IgG, IgA, IgM, IgE (quantitativi)

• Test DHR 123 per CGD (difetto
fagocitario)

• Ricerca HIV, mieloma, malattie
autoimmuni

Esami di secondo livello (se Ig normali):

• Sottoclassi IgG (IgG1, IgG2, IgG3, 
IgG4)

• Anticorpi antipolisaccaridici (pre e 
post vaccino pneumococcico)





Alterazioni 
Anatomiche

Immunodeficienze 
primitive

Immunodeficienze 
secondarie





• Il deficit di uno o più componenti terminali del complemento (C5, C6, 
C7, C8, C9) congenito o a malattie acquisite

• Deficit di immunoglobuline o compromissione della funzione 
reticoloendoteliale derivante da splenectomia o emoglobinopatia

•  Difetti della volta 
cranica congeniti o 
acquisiti (post-
traumatici o post-
neurochirurgici,

• Uso di dispositivi 
medici a permanenza 
(p.es., serbatoi di 
Ommaya, shunt 
ventricolari e impianti 
cocleari) inseriti nel 
sistema nervoso 
centrale. 
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Alterazioni 
Anatomiche

Immunodeficienze 
primitive

Immunodeficienze 
secondarie

●Diabete mellito
●Infezione da virus dell'immunodeficienza umana 
(HIV)
●Cirrosi
●Sindrome nefrosica
●Altri stati di perdita di proteine, come enteropatie, 
grave malattia essudativa della pelle, comprese le 
ustioni, e la dialisi peritoneale
●Malnutrizione
●Emoglobinopatia
●Malattia neurologica
●Malattia autoimmune
●Splenectomia
●Malignità
●Radioterapia
●Agenti immunosoppressori, come glucocorticoidi, 
RTX,anti TNFalfa ed altri
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• Le immunodeficienze primarie, chiamate anche 
errori congeniti dell'immunità, non sono così rare 
come si pensava in precedenza. Uno studio 
pubblicato nel 2007 ha stimato la prevalenza di 
disturbi da immunodeficienza primaria ben definiti 
a 1 su circa 1200 persone negli Stati Uniti, che è 10 
volte superiore alle stime precedenti. 

• Sono stati identificati centinaia di disturbi specifici. 
Alcuni di questi disturbi, in particolare alcuni difetti 
anticorpali, sono di lieve o moderata gravità clinica 
(p.es., deficit di anticorpi specifici, deficit della 
sottoclasse delle immunoglobuline G [IgG], deficit 
selettivo di immunoglobuline A [IgA]  e sfuggono 
regolarmente al rilevamento fino all'età adulta.



• Frequenze relative delle malattie 
da immunodeficienza primaria 
(Estratto dai dati dei report dei 
principali database, tra cui ESID 
(Società Europea per le 
Immunodeficienze), LASID (Società 
Latinoamericana per le Malattie da 
Immunodeficienza Primaria), 
USIDnet (rete statunitense per le 
Immunodeficienze), nonché da 
registri selezionati di Asia, Africa e 
Australia) 

Relative frequencies of primary immunodeficiency

diseases (Extracted from data of the reports from

major databases, including ESID (European Society 
for

Immunodeficiencies), LASID (Latin American 
Society

for Primary Immunodeficiency Diseases), USIDnet
(US

Immunodeficiency network), as well as selected 
reported

registries from Asia, Africa, and Australia)



Infezioni...e non solo!
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Difetti nelle immunoglobuline e/o 
nelle proteine del complemento — 
Infezioni sinopolmonari ricorrenti, 
infezioni gastrointestinali croniche, 
batteriemia e/o meningite sono 
associate a difetti nelle 
immunoglobuline e/o nelle proteine 
del complemento. Gli agenti 
patogeni comuni includono i batteri 
incapsulati, S. pneumoniae, H. 
influenzae di tipo b e N. meningitidis, 
nonché Giardia, Cryptosporidia e 
Campylobacter.

Difetti dei granulociti (neutrofili) — Le infezioni invasive ricorrenti della pelle 
e dei tessuti molli, in particolare gli ascessi focali che richiedono incisione e 
drenaggio, sono associate a difetti dei granulociti (neutrofili). Gli organismi 
caratteristici sono gli organismi catalasi-positivi, come S. aureus, i bacilli 
gram-negativi, l'Aspergillus e la Nocardia. 

Pattern di malattia



Difetti nell'immunità cellulo-mediata - Le infezioni progressive con virus 
normalmente "benigni", patogeni intracellulari opportunistici o funghi 
suggeriscono un'immunità cellulo-mediata difettosa, in particolare difetti delle 
cellule T. I microrganismi tipici includono citomegalovirus, virus di Epstein-Barr 
o altri virus dell'herpes, micobatteri (sia M. tuberculosis che micobatteri non 
tubercolari) e funghi (Candida, Cryptococcus e Pneumocystis). I difetti delle 
cellule natural killer (NK) si presentano anche con infezioni da virus dell'herpes 
gravi e fulminanti, sebbene queste condizioni siano rare. 



Approccio diagnostico 
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de Vries E. Patient-centred screening for primary
immunodeficiency: a multi-stage diagnostic protocol
designed for non-immunologists. Clin Exp
Immunol. 2006;145:204–14.
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Test di Laboratorio

Take home 
message

• La chiave per individuare una PID è considerare la possibilità. 
• Le PID si presentano quasi sempre con una o più delle 
otto presentazioni cliniche; queste possono essere utilizzate 
come punto di partenza per impostare il protocollo diagnostico 
appropriato. 
• Il riconoscimento tempestivo della carenza di anticorpi 
previene futuri danni d'organo. 
• Se si sospetta una PID o se è presente in famiglia, ritardare la 
vaccinazione con virus vivi attenuati e non rimandare gli esami 
immunologici. 
• Utilizzare valori di riferimento corrispondenti all'età per 
evitare interpretazioni errate dei risultati dei test immunologici. 



Il mio paziente fa  infezione a ripetizione

Overview eziologie

Valutazione clinica

Pattern di malattia

Approccio diagnostico 

Test di Laboratorio

Take home 
message

Riferimenti utili 

• Tangye SG, Al-Herz W, Bousfiha A, et al. Human Inborn Errors of Immunity: 2022 Update on the 
Classification from the International Union of Immunological Societies Expert Committee. J Clin 
Immunol 2022; 42:1473.

• García JM, Gamboa P, de la Calle A, et al. Diagnosis and management of immunodeficiencies in adults 
by allergologists. J Investig Allergol Clin Immunol 2010; 20:185.

• Nelson KS, Lewis DB. Adult-onset presentations of genetic immunodeficiencies: genes can throw slow 
curves. Curr Opin Infect Dis 2010; 23:359.

• The 6 warning signs for primary immunodeficiency in adults were developed by the European Society f
or Immunodeficiencies. Available on the web at http://www.esid.org/workingparty.php?party=3&sub=
2id=175.

• Ten warning signs for primary immunodeficiency in adults. http://www.info4pi.org/aboutPI/index.cfm
?section=aboutPI&content=warningsignsadult&CFID=40450642&CFTOKEN=62808651 (Accessed on N
ovember 06, 2012).

• Azar AE, Ballas ZK. Evaluation of the adult with suspected immunodeficiency. Am J Med 2007; 120:764.

• Bonilla FA, Khan DA, Ballas ZK, et al. Practice parameter for the diagnosis and management of primary 
immunodeficiency. J Allergy Clin Immunol 2015; 136:1186.

https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/44
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/45
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/46
http://www.esid.org/workingparty.php?party=3&sub=2id=175
http://www.esid.org/workingparty.php?party=3&sub=2id=175
http://www.esid.org/workingparty.php?party=3&sub=2id=175
http://www.esid.org/workingparty.php?party=3&sub=2id=175
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/49
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51
https://www.uptodate.com/contents/approach-to-the-adult-with-recurrent-infections/abstract/51


Grazie per la vostra attenzione! 

Per contatti: Gaia.Mancuso@eoc.ch
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