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SHORT COMMUNICATION

Clinical phenotype of an Italian family
with a new mutation in the PRPF8 gene
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Purpose. To report the clinical and functional characteristics of an autosomal dominant re-
tinitis pigmentosa (ADRP) family with a novel point mutation (P2301S) in the PRPF8 gene.
MeTtHops. PRPF8 gene analysis and complete ophthalmologic examination in an ADRP family.
ResuLts. Clinical examination revealed the typical RP phenotype in all family members. Elec-
troretinography showed preserved ERG photopic responses. Genetic analysis showed that
the P2301S missense mutation segregated with the disease in all subjects.

ConcLusions. Unlike previously reported families, the PRPF8 gene mutation in our family is
associated with a mild phenotype in which cone function is partially preserved. (Eur J Oph-

thalmol 2006; 16: 779-81)

Key Worbps. ADRP, PRPF8 gene, P2301S mutation

Accepted: May 9, 2006

INTRODUCTION

Retinitis pigmentosa (RP) is an inherited degener-
ative disease of the retina that can be inherited in an
X-linked, autosomal recessive, or autosomal domi-
nant manner. To date, 12 autosomal dominant RP (ADRP)-
causing loci have been cloned, namely RHO, RDS,
RP1, IMPDH1, PRPF31, ROM1, PRPF8, HPRP3, NRL,
FSCN2, CRX, and CA4 (RETnet, http://www.sph.
uth.tmc.edu/Retnet/disease.htm).

PRPF8 mutations have been associated with type |
or diffuse RP, with early onset of night blindness, non-
recordable electroretinogram (ERG), visual field loss,
and partial loss of sight by age 30 years (1-6). Here
we report the phenotypic manifestations of an Italian
family affected by the recently reported P2301S mu-
tation in the PRPF8 gene (7).

Case report

Molecular analysis showed that the P2301S mu-
tation in the PRPF8 gene segregated with the dis-
ease in our family (Fig. 1). In our ADRP patients (5
females, 1 male), the disease started at a mean age
of 10.3 years (£6.4 SD) with night blindness. Best-
corrected visual acuity was between 1 and 0.2 (mean
values 0.68+0.36 SD); myopic refraction was between
-4 and -2 diopters in 4 of 6 patients. Color vision
was normal in all patients except Patient I11-3, who
had achromatopsia. At fundus examination, Patients
I1-2, 111-3, 111-4, and 111-6 showed atrophy of the reti-
nal pigmented epithelium in the midperiphery. Bone-
spicule pigmentation was diffuse in all retinal quad-
rants, and retinal vessels were narrowed (Fig. 2A).
Optical coherence tomography examination re-
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Fig. 1 - Pedigree of the autosomal dominant retinitis pigmentosa family and the mutation identified in the PRPF8 gene.

Fig. 2 - (A) Fundus photography of Patient Ill-8 showing typical
retinitis pigmentosa with optic nerve pallor, narrowed retinal vessels,
and bone spicule pigmentation in the midperiphery. (B) Optical
coherence tomography of Patient IlI-8 with macular edema. (C)
Scanning laser ophthalmoscope examination of Patient Ill-8 with auto-
fluorescence perimacular ring.

vealed cystoid macular edema in Patient I11-6 (Fig.
2B). Patient IV-5 had a “salt-and-pepper” pigment-
ed fundus, whereas his sister (IV-6) was affected by
scattered intraretinal bone spicule pigment deposits
in the inferotemporal sectors. Scanning laser oph-
thalmoscope evaluation revealed a parafoveal hy-
perautofluorescent ring in all patients (Fig. 2C), ex-
cept 11-2 and I11-3, in whom this phenomenon could
not be evaluated because of the size of the cataract.
Scotopic ERG was recordable only in the youngest
patient (IV-5). The mean amplitude of five photopic
traces was 47 pv (67 SD): the signal was extinguished
in Subject I11-3.




Testa et al

DISCUSSION

Previous studies of ADRP families with linkage and
mutations of the PRPF8 gene revealed a severe type
of RP with early onset of night blindness, diffuse reti-
nal involvement, and a nonrecordable ERG (1-6). Dif-
ferently, our family, which carries the P2301S muta-
tion, presents a typical RP phenotype with quite good
visual acuity until middle age, associated with nor-
mal color vision in all patients but one. Moreover,
ERG responses were preserved in all patients, which
indicates primary impairment of rod photoreceptors
and partially preserved cone function. In addition,
four of our ADRP patients showed a perimacular hy-
perautofluorescent ring. This finding indicates pre-
served central photopic sensitivity, which is typical
of RP patients who have good visual acuity (8). In
line with this finding, a histologic study of RP caused
by a PRPF8 gene mutation revealed the absence of
rod photoreceptors and a reduced number of cone
photoreceptors in the affected retina of a 63-year-
old woman (9).

The clinical expression of ADRP in our family could

be due to the biological effect exerted by mutation
P2301S on PRPF8 protein function. Based on our re-
sults, we would argue that a combined clinical and
genetic analysis would allow a more careful and pre-
cise prognostic evaluation of ADRP patients.
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