CAH

Dr. Maria New, the Harold and Percy Uris Professor of Pediatric Endocrinology and a professor of Pediatrics at the Cornell University Medical School delivered a stimulating lecture on disorders of adrenal metabolism.  Of course, she is well known for her work in the area of congenital adrenal hyperplasia, the most common cause of which is 21-nhyedorylase deficiency.   In the so-called classical form, this disorder occurs in 1/15000 live births.  It affects male and female infants differently. Female infants are born with signs of virilization, including labial fusion and clitoromegaly. As a result they are easily identifiable at birth, before the presentation of salt wasting adrenal crisis, which can occur at 10 days to 2 weeks of age.    More difficult to detect is the occurrence of 21-hyroxylase deficiency in male infants, who are normal in appearance at birth.  Since they do not look different from other male infants, these babies are sent home prior to the onset of salt-wasting symptoms. When identified, lifesaving treatment of this disorder includes high dose glucocorticoid therapy, and mineralocorticoid replacement therapy, as well as salt during the neonatal period. 

A more intriguing and much more widespread disorder is the so-called non-classical form of 21-hydroxylase deficiency (NC-OHD).  This is an attenuated late onset form of adrenal hyperplasia, first suspected by gynecologists who would treat women with hirsutism and infertility with glucocorticoids.  Since the gene for 21-hydroylase deficiency is linked to the HLA determining region, it was possible to determine that Nonclassical 21-OHD is a variant of the classic form of 21-OHD, with distinctly different associations seen in different ethnic groups. This disorder is one of the most common autosomal recessive disorders known and occurs with a gene frequency of 1out of 27 among Ashkenazi Jews and 1 out of 40 among Hispanics in NYC.

The problems arising from the non-classical form of this disease are common and troublesome: they include irregular menses, severe cystic acne, male pattern baldness in women; additionally, NC-OHD has been identified as a cause of oligospermia and infertility, which is responsive to glucocorticoid treatment., Taken together, these diseases account for expenditures of several billion dollars per year. 

At the present time, the best way to make the diagnosis is by ACTH stimulation testing, with comparison of the pre- and 60 minute post-ACTH levels of 17-hydroxyporgesteraone (the immediate precursor to 21-hydroxylation).  This is easily done using the nomogram provided. (“Update on Congenital Adrenal Hyperplasia”, by M. New, L. Ghizzoni and P. Speiser in Pediatric Endocrinology ed by Fima Lifshitz, ( 1996, Marcel Dekker, NYC p314. ) 

Treatment with dexamethasone 0.25 mg at hs is usually sufficient to keep 17-OH progesterone levels < 1000 ng/dl.  She reminded us that dexamethasone crosses the placental membrane and therefore pregnant women should be changed to another preparation.

