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Abstract : Background: Juvenile onset primary open angle glaucoma (JOAG), affects individuals under the age of 40 years.
Studies on a few families of JOAG, that led to the discovery of the Myocilin gene, reported the disease to have an autosomal
dominant pattern of inheritance. However, sporadic forms of JOAG been seen to be more common in some populations. Most
pathological homozygous mutations in the CYP1B1 gene associated with JOAG have been seen among sporadic cases. Given the
higher prevalence of sporadic JOAG cases in our population, we aimed to look for common mutations E229K and R368H, the
two most common variants in the CYP1B1 gene associated with glaucoma. Objective: To determine the frequency and evaluate
genotype phenotype correlation of CYP1B1 E229K and R368H mutations in a cohort of 120 sporadic Juvenile open angle
glaucoma patients.Methods: Unrelated JOAG patients whose first degree relatives had been examined and found to be
unaffected were included in the study. The patients and their parents were screened for E229K and R368H mutations. The
phenotypic characteristics were compared between probands with and with out these mutations by SPSS v16. Results: Out of
120 JOAG patients included in the study, the E229K mutation was seen in 9 probands (7.5%) and R368H in 7 (5.8%). The
average age of onset of the disease (p=0.3) and the highest untreated IOP (p=0.4) among those carrying mutations was not
significantly different from those who did not have these mutations. The proportion of probands with angle dysgenesis among
those with E229K and R368H mutations was 70% (11 out of 16) in comparison to 65% (67 out of 104) of those who did not
harbour these mutations (p=0.56). Similarly the probands with moderate to high myopia among those with E229K and R368H
mutations was 20% (3 out of 16) in comparison to 18% (18 out of 104) of those who did not harbour these mutations(p=0.59).
Conclusion: The frequency of E229K and R368H mutations of the CYP1B1 gene is low even among sporadic JOAG patients.
Moreover there is no clinical correlation between the presence of these mutations and disease severity
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