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APDS
Activated PI3K Delta Syndrome

previously known as PASLI Disease

PASLI =p110 delta activating mutation causing senescent T cells, 

lymphadenopathy, and immunodeficiency
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APDS

✓First described in 2006

✓Caused by mutations that lead to 

hyperactivation of the AKT-mTOR-Pi3kδ  pathway

✓Pi3kδ plays a critical role in lymphocyte signaling
and survival

Introduction
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APDS

Background

Autosomal Dominant mutations

APDS1 : Gain-of-Function mutations in PIK3CD

  encoding the p110δ catalytic subunit

APDS2 : Loss-of-Function mutations in PIK3R1 

  encoding the p85α regulatory subunit

No clinically relevant genotype-phenotype correlations have been identified to date
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APDS

Considerable clinical variability
 from nearly asymptomatic with mild laboratory findings 

 to severe manifestations of the disease

Symtoms

Symptoms usually begin in childhood, 
but diagnosis is often delayed until adolescence or adulthood
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APDS

Symtoms Recurrent infections

✓ Respiratory tract infections sinusitis, otitis media, 

bronchitis, and pneumonia

✓ Chronic viral infections
particularly herpesviruses (EBV, CMV, HSV)

✓ Progressive lung damage such as

bronchiectasis is a major cause of long-term 
morbidity
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APDS

Symtoms

Lymphoproliferation
(non-malignant)

✓ Generalized lymphadenopathy

✓ Splenomegaly a/o hepatomegaly

✓ Lymphoid hyperplasia in various organs
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APDS

Symtoms

Autoimmunity

✓ Autoimmune cytopenias
ITP, AIHA, neutropenia

✓ Enteropathy and chronic diarrhea resembling

inflammatory bowel disease

✓ Arthritis and other autoimmune disorders
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APDS

Symtoms
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APDS

Diagnosis

Antibodies

✓Low levels of IgG, often with elevated IgM

✓Impaired vaccine responses

B cells

✓Reduced class-switched memory B cells

T-cells

✓Impaired memory T cells 

✓T cells show sign of senescence and exhaution

✓Reduced Tregs

✓Abnormal CD4/CD8 T cell ratio

LABS
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APDS

Diagnosis

Clinical features & Immunological tests

Diagnosis of APDS is based on a combination of:

Definitive confirmation requires genetic testing 
for mutations in PIK3CD or PIK3R1
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APDS

Diagnosis Similarities and differences 
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APDS

Treatment

HSCT may cure selected severe cases

Prophylactic antibiotics and antivirals

Immunoglobulin replacement therapy

Corticosteroids for autoimmune
manifestations

mTor inhibitors for lymphoproliferation
i.e. sirolimus
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APDS

Treatment

Targeted therapy

Specific PI3Kδ inhibitors 
leniolisib (tabl, for ages ≥12 yrs)
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APDS

Recommended Follow-up / Surveillance

Sacco K, Uzel G. Activated PI3K Delta Syndrome. 2025 Jan 30. In: Adam MP, Feldman J, Mirzaa GM, et al., editors. GeneReviews® 
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APDS ”Take homies”
1. Shares many features of other immunodeficiency disorders
   - APDS patients may be among your CVID / HyperIgM / CID patients

2. Signs and symptoms start in childhood 

3. Recurrent infections, lymphoproliferation, autoimmune cytopenias

4. Genetic testing is the only way to definitively diagnose APDS 

5. Antibiotic prophylaxis, immunoglobulin replacement and leniolisib
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