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Female, 10y

• ALPS-like syndrome with heterozygous mutation of ORAI1

• Recent EBV infection

• Persistent left latero-cervical lymphadenopathy; splenomegaly

• No systemic symptoms

Clinical history



Female, 10y

• ALPS-like syndrome with heterozygous mutation of ORAI1

• Recent EBV infection

• Persistent left latero-cervical lymphadenopathy; splenomegaly

• No systemic symptoms

Laboratory tests

• Hb= 112 g/L 

• WBC= 7.24 x109L

• PLTS= 337 x109L

• Expansion (8%) of CD4-/CD8- T-cells

Clinical history
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Molecular tests

Polyclonal TR gene rearrangement



Lymphoid hyperplasia with paracortical expansion 

and increase of DNT cells in the setting of 

immunodeficiency/dysimmunity

Final diagnosis



ALPS is a genetic disorder characterised by autoimmunity and

lymphoproliferations associated with mutations in genes

involved in FAS-mediated apoptosis.

Autoimmune lymphoproliferative syndrome (ALPS) and related disorders
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ALPS-LIKE SYNDROMES

Dysimmune disorders with 

clinical and laboratory features of 

ALPS but genetic defects outside 

the Fas–FasL pathway



Diagnostic criteria of ALPS

Blood. 2010;116(14):e35-40.



Gratzinger D et al. Am J Clin Pathol. 2017;147(2):204-216; van den Brand M et al. Virchows Arch. 2025;487(2):275-286; Lim MS et al. Am J Pathol. 1998;153(5):1541-1550

- Paracortical hyperplasia

- Increased DNTs

T-cells expansions

Lymphoid proliferations in ALPS and ALPS-like syndromes
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- Paracortical hyperplasia

- Increased DNTs

- Expansion of perifollicular CD57+ T-cells

- Increased perifollicular PD1+ T-cells 

T-cells expansions

Lymphoid proliferations in ALPS and ALPS-like syndromes
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IgG4 IgG

Mainardi C et al. Pediatr Allergy Immunol. 2020;31(3):332-336

B-cells and plasma cells 

proliferations

- Florid follicular hyperplasia

- Progressive transformation of GCs (PTGC)

- Plasmacytosis of GCs

- IgG4-related lymphadenopathy

Lymphoid proliferations in ALPS and ALPS-like syndromes
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proliferations
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Lymphoid proliferations in ALPS and ALPS-like syndromes

Increased risk for Hodgkin and 

non-Hodgkin B-cell lymphomas



Rosai-Dorfman disease 

in ALPS and ALPS-like syndromes

Maric I et al. Am J Surg Pathol. 2005;29(7):903-911

S100

- Features of RDD in 25-40% of cases

- Large histiocytes with evident nucleoli

- Variable emperipolesis

- Positivity for S100+ in histiocytes

- Numerous accompanying plasma cells

S100



Conclusions

ALPS and ALPS-like syndromes can have heterogeneous histological features



Conclusions

ALPS and ALPS-like syndromes can have heterogeneous histological features

In the IEI setting, lymphoid expansions can mimic lymphoma



Conclusions

ALPS and ALPS-like syndromes can have heterogeneous histological features

In the IEI setting, lymphoid expansions can mimic lymphoma

Correct diagnoses rely on clinical, histological and molecular integration
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