
What is APDS?
APDS (previously known as PASLI* disease) is a rare primary immunodeficiency 
(PI)† that was first characterized in 2013.1,2 It is caused by variants in either one of 
two identified genes known as PIK3CD or PIK3R1, which are vital to the normal 
development and function of immune cells in the body.3

Impact on People with APDS
APDS has potential life-threatening complications if left under-treated, 
misdiagnosed, or undiagnosed completely.

Signs and symptoms of APDS vary widely but often begin in infancy with 
frequent and severe sinopulmonary (respiratory tract, sinus, and ear) infections. 
Immune dysregulation signs and symptoms are also frequent and appear later 
in childhood, including lymphadenopathy (swollen lymph nodes), splenomegaly 
(enlarged spleen), autoimmune cytopenias (low numbers of blood cells due to 
destruction by the immune system), and enteropathy (digestive tract issues like 
diarrhea). Eventually, bronchiectasis (permanent lung damage) and lymphoma 
(cancer of the immune system) can develop.4-6 It’s important to note that not 
everyone experiences all these signs and symptoms. Even affected people 
from within the same family may experience APDS differently.

According to Nicholas Hartog, MD,‡ “Typically, a person with APDS will present to 
a hospital within the first 5 years of life with a predominant and recurring respiratory 
tract infection. They can also present with swollen lymph nodes. Unfortunately, 
these general patient symptoms often result in medical professionals pre-
diagnosing a range of autoimmune disorders before a PI diagnosis is considered. 
Even if a PI classification is given, a patient can be misdiagnosed with common 
variable immune deficiency (CVID) and hyper IgM. This leads to APDS patients 
being cared for by a variety of physicians, and managed by treatments that don’t 
address the underlying cause of symptoms.”
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Common Symptoms Seen 
in Patients with APDS3

While symptoms can vary, APDS should 
be considered in patients with two or more 
of the following:

• Recurrent, severe sinopulmonary tract 
infections (eg, pneumonia, sinus, and 
ear infections) 

• Persistent swollen or enlarged lymph nodes
• An enlarged spleen or liver
• Bronchiectasis (permanent lung damage) 
• Chronic herpesvirus infections:

– Epstein–Barr virus (EBV) 
– Cytomegalovirus (CMV) 
– Herpes simplex virus (HSV) 
– Varicella-zoster virus (VZV) 

• Enteropathy (digestive issues, eg, 
diarrhea, abdominal pain or cramping) 

• Autoimmune or autoinflammatory 
conditions (eg, cytopenias, arthritis,  
and eczema)

• Developmental delay (speech  
and growth)

• Lymphoma (cancer of the immune system)

For patients with two or more of the above 
signs and symptoms, a PI such as APDS 
can be screened for with a PI genetic 
testing panel.

A definitive diagnosis may offer new hope and better  
clinical outcomes for patients with APDS

* PASLI, p110δ-activating variation causing senescent T cells, lymphadenopathy, and immunodeficiency.
† Primary Immunodeficiency (PI) is also known as Inborn Errors of Immunity (IEI).
‡ Nicholas Hartog, MD, is board certified in pediatric and adult allergy and immunology.

http://www.allaboutapds.com


Testing for APDS
APDS is inherited in an autosomal dominant manner, meaning that a 
person needs the disease-causing gene variant from only one parent 
to potentially have it themselves. Other family members may be 
affected, yet present with varying symptoms.2

A blood test can identify changes in B and T cells that are a hallmark 
for APDS. This combined with other lab results and clinical signs and 
symptoms should raise suspicion and be followed up with a genetic 
test to diagnose APDS.

Family Variant Testing
Family variant testing is recommended for family 
members of patients that have been positively 
identified. The navigateAPDS program offers 
sponsored, no-charge genetic testing for all 

immediate family members previously  
diagnosed with APDS.

Diagnosing APDS

• Low to normal concentrations of  
IgG and IgA

• Normal or elevated concentration of IgM 
• Reversed CD4/CD8 ratio
• Decreased naïve CD4+ and CD8+ T cells
• Increased follicular T helper cells 
• Increased transitional B cells
• Reduced CD19+ B cells

Laboratory and Flow 
Cytometry Reveal B and T 
Cell Dysfunction and the 

APDS Phenotype3,4

According to Dr Nicholas Hartog, 
“Patients may have multiple complications 
though lack a unified diagnosis.”

Some patients may be misdiagnosed 
with common variable immune 
deficiency (CVID), hyper IgM 
syndrome (HIGM), or autoimmune 
lymphoproliferative syndrome (ALPS).

Patients with APDS often develop 
conflicting symptoms such as 
autoimmune and inflammatory 
complications with frequent severe 
infections. Some patients have been 
first diagnosed with lymphoma, not 
realizing that APDS was the cause.

Differential Diagnosis5,8-10

Current Management Strategies7

There is now an FDA-approved treatment for APDS. This treatment 
works on the source of the disease itself, not just the symptoms.  
Ask your doctor if this treatment could be right for you.

Other options to manage APDS symptoms include, antibiotics and 
antivirals to treat or prevent recurrent infections. The majority of 
patients have antibody deficiencies and may receive immunoglobulin 
replacement therapy (IRT). mTOR inhibitors have been used to 
manage lymphoproliferation. Immunosuppressive treatments like B cell 
inhibitors have been used for autoimmune complications. For patients 
with the most severe or life-threatening complications, hematopoietic 
stem cell transplantation (HSCT) has been used to correct the 
underlying dysfunction, though with a high risk/benefit consideration.

Ongoing Clinical Research in APDS
If you are a physician and would like more information, 
or are interested in participating in future clinical trials, 
please visit www.pharmingclinicaltrials.com

Keep Up to Date
If you are a patient or caregiver and would like ongoing 
information about APDS events, insights, news, and 
education, register here: www.pharmingapds.com

Genetic Testing and 
Counseling Available
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Individuals in the United States and Canada who present with a 
clinical picture associated with APDS may be eligible for genetic 

testing, and pre-test and post-test counseling, at no charge, under 
a sponsored genetic testing program called navigateAPDS.

For more information about testing, counseling and eligibility visit:

www.navigateAPDS.com
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