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• Rubinstein-Taybi syndrome (RTS): is an 
autosomal dominant disorder typically caused by
pathogenic variants in the CREBBP or EP300 
genes and characterized by distinctive facial 
features, thumb abnormalities, and global 
developmental delays. RTS is phenotypically broad 
and can affect nearly any organ system. RTS 
patients may present with recurrent infections 
secondary to humoral immunodeficiency. 

• IPEX: (immune dysregulation, 
polyendocrinopathy, enteropathy, X-linked) is a 
regulatory T cell impairment disorder caused by 
FOXP3 mutations. It classically presents in infancy 
with the triad of failure to thrive due to autoimmune 
enteropathy, endocrinopathy, and dermatitis.

2-year-old boy admitted with polymicrobial 
bacteremia and pneumonia. PMH included:
• RTS (diagnosed in infancy due to distinctive facial & 

thumb abnormalities)
• Eosinophilic esophagitis 
• Failure to thrive with need for enteral feeds
• Dermatitis
• Obstructive sleep apnea
• Recurrent respiratory infections, initially attributed 

to RTS-associated structural abnormalities and 
micro-aspiration versus RTS-associated 
immunodeficiency

His history of recurrent infections led to 
immunodeficiency testing, which showed:
↓IgM  ↑IgE ↓memory B  ↓class-switch cells 
↓platelets (+anti-platelet antibodies)

The constellation of B cell dysfunction, immune-
mediated thrombocytopenia, plus eosinophilic 
esophagitis prompted evaluation for alternative 
diagnoses (beyond RTS-associated 
immunodeficiency):
• Genetic testing showed he was hemizygous for 

FOXP3 (c.1118T>C) variant, concerning for IPEX
• Flow cytometry showed reduction in FOXP3 

protein, confirming diagnosis of IPEX

This case demonstrates a patient diagnosed in 

infancy with RTS followed by IPEX at age 2 years, 

two unrelated genetic disorders due to mutations 

on two distinct chromosomes (16 and X). The 

presence of RTS initially confounded recognition 

of IPEX, particularly given RTS has been show to 

be associated with immunodeficiencies and 

recurrent respiratory infections. Our case 

highlights the importance of recognizing possible 

alternative processes in atypical presentations of 

phenotypically variable genetic diseases.
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