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Chapter 6 

Introduction 

Ocular inflammation of the posterior pole often presents with white lesions in 
choroid, pigment epithelium and the neuroretina. One of these white dot 
syndromes is the presumed ocular histoplasmosis syndrome (POHS). It is not 
very often seen in general ophthalmological practice, but is a distinct entity. 
White atrophic sharply circumscribed scars are scattered throughout the ocular 
fundus (histospots), there are disciform macular scars, peripapillary scarring, 
and there is no active inflammation. It concerns young patients usually 
presenting with subretinal neovasularisation in the macular region, resulting in 
permanent visual loss of the affected eye in about 50%. 

In the United States it is predominantly seen in the Mid-West, where the 
fungus Histoplasma capsulatum is endemic. Based on epidemiological studies 
in the United States a correlation with this fungus has been established, ' hence 
the name presumed ocular histoplasmosis syndrome. 
The clinical picture of POHS in Dutch patients is identical to the clinical picture 
in the United States, but H. capsulatum is absent in Europe. In Dutch patients 
no serological evidence of previous infection with either the fungus or other 
infectious agents could be detected." There was, however, a predilection of 
females, the age between 20 and 50 years, and myopia. POHS is also 
infrequently seen in African-Americans or immunocompromised patients. '4 

These factors point to a multifactorial etiology where several vectors have a 
common pathway and result in the same clinical picture. One of these vectors 
might be a genetic predisposition, as HLA class I and II have been proved to 
play an important role in the expression of infection in individuals. 
Earlier studies investigating POHS in the United States reported associations of 
HLA class I (HLA-B7)6 and class II (HLA-DR2)7 antigens. To investigate 
whether the genetic predisposition to POHS in Dutch patients is similar to that 
seen in the United States, Dutch patients with POHS were typed for HLA 
anti eens. 

Patients and Methods 

Patients were included in this study when fundus photographs were available, 
showing the following criteria: a macular disciform lesion, peripapillary and 
chorioretinal scarring, and multiple, often sharply circumscribed white atrophic 
scars (punched out lesions) in combination with a clear vitreous.s Twenty-six 
patients were thus included; consisting of six men and 20 women with a median 
age of 38.5 years (range 25-63). Patients were given detailed information about 
HLA-typing and were asked for a written informed consent. 
A venous blood sample was collected in an EDTA tube. DNA was isolated 
from blood-derived lymphocytes by a salting-out method, and sequenced for 
HLA I and II using dye labelled primers as described earlier. ' 
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HLA and POHS in the Netherlands 

Results of the HLA typing were compared to the frequency of alleles present in 
the normal Dutch population (N= 2440). 
Statistical significance was determined with the X~-test using Graphpad Instat. 

Results and Conclusions 

Twelve of 26 patients (46%) with POHS had a HLA -DR*15011 allele 
compared with 25% in the normal Dutch population (Table 1). Nine of 26 
(35%) had a HLA-B07 allele compared with 27% in the normal Dutch 
population. In the American patients who had POHS, HLA-DRw2 was present 
81% and in 28% of normal blood donors, HLA-B7 was present in 77% of 
patients with POHS and in 26% of normal blood donors (Table 1). 

Table 1. Frequencies of HLA in American patients who have POHS as compared to Dutch 

patients who have POHS (in %). 

Frequency of HLA Frequency of % relative P 

in patients with HLA in normal risk 

POHS blood donors 

American 

HLA-B7 77 26 32.7 9.5 <10'7 

DRw2 81 28 18.2 10.8 <10"5 

Dutch patients 

HLA-B7 35 27 0.36 1.3 0.54 

DR* 15011 46 25 1.8 0.02 

The American study as well as our study detected an association of POHS and 
HLA-DR2 (currently classified as DR 15 and DR 16). The finding of an 
association with the HLA-B7 molecule is probably the result of a linkage 
disequilibrium that exists between HLA-DR2 and HLA-B7. Although we could 
not confirm the association with HLA-B7, our preliminary data provide 
evidence that there may be a common etiology of presumed ocular 
histoplasmosis syndrome in the Netherlands as well as in the United States and 
that this is based on an association with HLA-DR15. A very strong HLA-
association has already been established for HLA-A29 in Birdshot 
chorioretinopathy (relative risk 224) ' and this might also be the case for other 
white dot syndromes, a subject of future research. 
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