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Introduction: Congenital adrenal hyperplasia (CAH) is a 
group of autosomal recessive disorder and is characterized 
by impaired cortisol synthesis. The most common form is 
21-hydroxylase deficiency which is responsible for 95% of 
cases. More than 100 patients with CYP21A2 mutation have 
been described so far in the literature. Some patients have 
more than two different CYP21A2 mutations in both alleles.

Aim: In this study, evaluation of genotype-phenotype 
relationships in patients with more than two complex 
(multiple) mutations in the CYP21A2 gene was aimed.

Methods: Genotypes and phenotypic findings of 8 
patients who have received a diagnosis of CAH based on 
clinical and endocrine testing and have complex mutations 
were compared. The reverse dot-blot method which shows 
the most common CYP21A2 mutations was used to 
investigate mutations in patients and parents.

Results: Cases 1-2-3: Homozygous (I2 splice, P30L, 
Del8bp E3) mutations have been detected in patients with 
classic salt-wasting; Case 4: Homozygous (I2 splice, P30L, 
Del8bp E3) mutations have been detected in this patient 
with simple virilizing; Case 5: Homozygous (I2 splice, P30L, 
Del8bp E3, V281L) mutations have been detected in this 
patient with classic salt-wasting; Case 6: Homozygous (I2 
splice, P30L, Del8bp E3) mutations have been detected in 
this patient with classic salt-wasting; Case 7: Heterozygous 
I2 splice, I172N, ClusterE6, L307Frameshift, Q318X , V281L 
mutations have been detected in this patient with classic 
salt-wasting; Case 8: Heterozygous (I2 splice, P30L, Del8bp 
E3, V281L) mutations have been detected in this patient 
with clinical symptoms compatible with non-CAH.

Conclusion: Clinical course of patients with heterozygous 
multiple mutations is aggravating as number of mutations in 
allele increases. This case series has shown that patients 
with homozygous 12 splice mutation are associated with 
serious clinical condition as it is known also in the literature.
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