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   R. M. was born in April, 1991 with no previous familiar history related to any immunodeficiency. He has one previous healthy brother. He was healthy until the age of 6 month old, when he started to present with recurrent infections (suppurative media otitis and pneumonia). In May 1992 at the age of 13 months old, he had Pneumocystis carinii pneumonia. Laboratory tests showed: IgG 13 mg/dl, IgA 1,9 mg/dl, IgM 173 mg/dl, WBC:6800/mm3, lymphocytes 25% lymphocytes1700/mm3, lymphocytes subsets: CD4+ 20%, 340 mm3, CD8+ 21%, 357/mm3, CD19+ 6%, 103/mm3, HIV (-). Flow cytometry CD40L assay was performed resulting in an absence of the CD40L gene product and a diagnosis of Hyper IgM syndrome was established. A therapy of monthly intravenous gammaglobulin (400mg/k) was started. With this therapy he had been in very good clinical conditions, with normal weight and height despite some infection episodes of upper respiratory tract infections, two diarrhea that resolved spontaneously and two pneumonias that responded to treatment. In June 2003 he presented with chronic diarrhea and 15 kg loss. In October he was admitted and Cryptosporidium parvum was found in stools. He was treated with erythromycin and then nitazoxamide, and 20 gr. IVIG bimonthly because a quick drop of IgG levels during last months. The diarrhea didn’t stop (500-1000 ml daily) and he required parenteral nutrition. There wasn’t clinical evidence of disseminated cryptosporidium. Because of his bad evolution, a bone marrow transplant was considered. There weren’t compatible donors, so a stem cell bone marrow transplant was done in August 2005. He had various complications afterwards, and two weeks later he died of a multiorganic failure.

   Molecular analysis of the patient’s genetic material was performed postmortem in order to determine the mutation and its inheritability, as requested by his parents in response to their willingness of having another child. All the exons from CD40L gene were amplified by PCR using patient’s bone marrow cells genomic DNA. The amplification products were electrophoresed in a SSCP gel. The results showed an alteration in exon Va. This alteration was absent in the patient’s mother DNA and in a control’s DNA. The amplified exon Va from the patient was sequenced and a two nucleotide deletion was identified. This deletion generates a truncated nonfunctional CD40L protein.
