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Summary. Purpose was to make a clinical assessment and molecular genetic 
analysis in patients with autosomal dominant form of retinitis pigmentosa (adRP) 
in a Bulgarian Roma family. Clinical assessment and genealogical analysis in a 
Bulgarian Roma family suggested the presence of RP with autosomal dominant 
inheritance with at least 12 affected in 4 generations. Clinical results showed best 
corrected visual acuity. Performed were kinetic Goldmann perimetry; direct and 
indirect ophthalmoscopy; ERG;  uorescein angiography. The molecular genetic 
analysis involved screening of 15 known adRP genes using microarray panel of 
Asper Biotech in the index patient. T in exon 4 of the RP1 gene, leading to an 
amino acid substitution T373I was found in heterozygous condition. Conclusion 
shourd adRP is a severe and genetically heterogeneous retinal degeneration. 
We present a Bulgarian Roma family with typical clinical symptoms of RP and 
heterozygous change in the RP1 gene, which has previously been described 
as a possible disease causing mutation in a Pakistani family with adRP and in 
homozygous condition leading to a severe arRP in 2 consanguineous families 
of Pakistani origin. The clinical and genetic analysis of additional affected and 
unaffected family members is ongoing. This will allow better genotype-phenotype 
correlations to be made.
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INTRODUCTION

Retinitis pigmentosa (RP) is a type of progressive retinal dystrophy, a 
group of inherited disorders in which abnormalities of the photorecep-
tors (rods and cones) or the retinal pigment epithelium (RPE) of the 

retina lead to progressive visual loss [1].
Clinical variability and genetic heterogeneity have an important impact on ge-

netic testing and counselling of affected families. RP is a group of inherited progres-
sive retinal diseases affecting about 1 in 3500 people worldwide.

Linkage mapping in a large, seven-generation family with type 2 autosomal 
dominant retinitis pigmentosa (ADRP) demonstrates linkage between the disease 
locus (RP1) and DNA markers on the short arm of human chromosome 8 [2, 3, 4]. 

Purpose: To make a clinical assessment and molecular genetic analysis in 
patients with autosomal dominant form of retinitis pigmentosa (adRP) in a Bulgar-
ian Roma family.

MATERIAL AND METHODS

Clinical assessment and genealogical analysis in a Bulgarian Roma family 
suggested the presence of RP with autosomal dominant inheritance with at least 
12 affected in 4 generations. 

Best corrected visual acuity; kinetic Goldmann perimetry; direct and indirect 
ophthalmoscopy; ERG;  uorescein angiography. 

The molecular genetic analysis involved screening of 15 known adRP genes 
using microarray panel of Asper Biotech in the index patient.

CLINICAL RESULTS

We found the following symptoms in the 8 examined patients from the family: 
1. The onset of the  rst visual complaints ranged from 7-8 years. 
2. Bilateral symmetrically reduced visual acuity in the range between 0.01 

till 0,3. 
3. Bilateral tunnel visual  eld and central/paracentral scotomas.
4. Dustlike and granular pigmentation in the macular area and midperiphery. 
5. RPE atrophy and optic disc pallor. 
6. In all patients, the ERG are non detectable as well under red and blue 

 lter. 
7. Fluorescein angiography showed an atrophy of the RPE in the macular 

area and midperiphery.
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Fluorescein angiography of the proband

Molecular genetic results

The mutation 1118C > T in exon 4 of the RP1 gene, leading to an amino acid 
substitution T373I was found in heterozygous condition in the proband

            RP1   EX4             1118C>T        T373I                CT/GA 
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DISCUSSION 

Retinitis pigmentosa is a frequent retinal dystrophy characterized by a pro-
gressive loss of photoreceptors along with retinal degeneration [5]. RP1 gene mu-
tations are the second most common cause of autosomal dominant retinitis pig-
mentosa [3].

As phenotypes do not always correlate with the respective genotypes, it is of ut-
most importance that clinicians, geneticists, counsellors, diagnostic laboratories and 
basic researchers understand the relationships between phenotypic manifestations 
and speci  c genes, as well as mutations and pathophysiologic mechanisms [6]. 

Dominant RP caused by mutations in the RP1 gene often shows late onset of 
the disease phenotype, usually by the third decade of life. Pierce et al. [7] observed 
that patients suffering from adRP who were heterozygous for the RP1 mutation had 
classic, less severe adRP phenotype with late onset of disease.

The adRP is a severe and genetically heterogeneous retinal degeneration. 
We present a Bulgarian Roma family with typical clinical symptoms of RP and pig-
mentation in the macular area.

The molecular genetic analysis of the known adRP genes led to the identi  ca-
tion of heterozygous change in the RP1 gene (1118C>T,T373I), which has previ-
ously been described as a possible disease causing mutation in a Pakistani family 
with adRP and in homozygous condition leading to a severe arRP in 2 consanguin-
eous families of Pakistani origin [8].

The study [9] provides the  rst report of involvement of mutations in the RP1 
gene in the autosomal recessive RP phenotype. All three recessive Pakistani fami-
lies presented here showed the severe form of RP with early onset [9].

The clinical and genetic analysis of additional affected and unaffected fam-
ily members is ongoing. This will allow better genotype-phenotype correlations 
to be made.
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