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DesCripTion
A 72-year-old woman with a chronic cough was 
referred to the respiratory clinic due to the presence 
of basal lung cysts on CT of the thorax (figure 1A). 
She was a never smoker, and other than a long-
standing dry cough she was clinically well with no 
other symptoms and no history of pneumothorax. 
She had also recently been referred to the derma-
tology clinic due to a slow growing basal cell carci-
noma (BCC) on her right chest wall. At the time 
of review, multiple pale papules were noted on her 
face (figure 1B). The patient reported that they had 
been present for around 50 years, with multiple 
first-degree family members also affected. Subse-
quent excision confirmed the presence of a BCC on 
the chest, and punch biopsy found the facial lesions 
to represent fibrofolliculomas, benign tumours of 
the hair follicle. The combination of multiple fibro-
folliculomas in the presence of lung cysts prompted 
genetic testing, which demonstrated a mutation in 
the FLCN gene (heterozygous pathogenic variant 
c.1285dupC (p.His429Profs^27)) confirming a 
diagnosis of Birt-Hogg-Dubé syndrome.

Birt-Hogg-Dubé (BHD) syndrome is an auto-
somal dominant condition caused by mutation of 
the FLCN gene which encodes the protein follic-
ulin, a tumour suppressor protein highly expressed 
within the lungs, skin and kidneys. Consequently, 
most clinical features are observed in these organs. 
The characteristic skin lesions are facial papules 
(fibrofolliculomas and trichodiscomas) and skin 
tags (acrochordons).1 Fibrofolliculomas appear as 
white or skin-coloured papules on the upper body 
in patients over 20 years of age and can appear 
identical to trichodiscomas. Although common, 
approximately 25% of FLCN mutation carriers 
over 20 years of age do not manifest characteristic 
skin lesions, highlighting the phenotypic heteroge-
neity of the condition.2

Pulmonary changes are an early finding with 
approximately 90% of patients having lung cysts on 
imaging. There is a family history of pneumothorax 
in around 35% of cases, with individuals having a 
50-fold increased lifetime risk of pneumothorax.3 4 
Interestingly, around 5%–10% of apparent primary 
spontaneous pneumothoraces have been attributed 
to underlying BHD syndrome, likely reflecting 
underdiagnosis of this condition.5

Many benign and malignant tumours have 
been described in BHD syndrome, including 
BCC; however, renal tumours are the only type to be 
accepted as part of the BHD phenotype.6 7 There is a 
sevenfold increased risk of developing renal tumours 
which can be benign or malignant, ranging from 
oncocytomas to chromophobe renal cell carcinomas, 
may be multifocal and bilateral and often present 
earlier than the general population at an average age 
of 50 years.8 Although there are no standard guide-
lines, annual surveillance of the kidneys is recom-
mended. In this case, CT of the kidneys demonstrated 
no evidence of renal neoplasia, and annual surveil-
lance with renal ultrasound is planned. We postulate 
that, given the late age at diagnosis and lack of prior 
complications, this patient may well have ‘outlived’ 
much of the risk associated with BHD syndrome. 
Nonetheless, the diagnosis also has implications 
for family members, given the autosomal dominant 
pattern of inheritance. The patient was counselled, 
and all first-degree relatives were offered genetic 
testing.

In conclusion, this patient presented relatively 
late in life having had a history of skin lesions for 
50 years. There was no prior associated morbidity 
related to BHD syndrome, such as pneumothorax 
or renal tumours, and no family history of the 
same. The BCC may be related to the underlying 
genetic abnormality; however, the causal link is 
not established—it is fortuitous that the presence 
of a BCC led to the other cutaneous features being 

Figure 1 (A) Axial CT slice through the lung bases 
demonstrating multiple cystic changes within the lung 
parenchyma. (B) Photograph of the face demonstrating 
multiple pale papules on the cheeks and nose, consistent 
with fibrofolliculomas.

Learning points

 ► Birt-Hogg-Dubé (BHD) syndrome should be 
considered in the differential diagnosis of a 
patient presenting with lung cysts, when the 
presence of the classic skin findings may help to 
make the diagnosis.

 ► Annual screening for renal tumours should be 
offered to patients with BHD syndrome due to 
an increased lifetime risk of developing renal 
cancers compared with the general population.

 ► Given the autosomal dominant pattern of 
inheritance, first-degree family members should 
be offered genetic testing.
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diagnosed. The original presenting symptom - cough - was 
deemed secondary to laryngopharyngeal reflux, with treatment 
achieving good symptomatic response. It is unlikely that small 
focal lung cysts would contribute to her symptomatology.
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