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Abstract 
A 49 year old gentleman presented with intermittent bilateral knee swelling 
for the past 37 years and was eventually diagnosed as primary hypertrophic 
osteoarthropathy after secondary forms were excluded. This case illustrates 
that the disease can present during childhood with an insidious onset and 
progressively become more severe and that is when medical attention is 
sought. Furthermore, the patient did not voluntarily report his skin changes 
as he considered the slow progressive changes as normal. We report a case of 
primary hypertrophic osteoarthropathy, its clinical presentation, imaging 
findings and therapeutic treatment. It is a rare differential diagnosis for 
chronic joint pain and swelling.  
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1. Introduction 

Primary or idiopathic hypertrophic osteoarthropathy (also called pachydermo-
periostosis and Touraine-Solente - Gole syndrome) is a condition characterized 
by digital clubbing of both hands and feet, extremity enlargement secondary to 
bone and periarticular tissue proliferation, joint pain and edema, bilateral eyelid 
ptosis and thickened skin. The genetic abnormality involves a mutation in the 
HPGD gene that encodes 15 hydroxyprostaglandin dehydrogenase which is the 
primary enzyme responsible for prostaglandin degradation as described by Up-
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pal et al. [1]. The second gene that had been reported in Japanese, Chinese and 
Korean patients is the SLCO2A1 gene. The primary form is not associated with 
any other medical disorders whereas the secondary form occurs in patients with 
underlying lung pathology, cardiac, hepatic and gastrointestinal disease. Since 
prostaglandin is likely to be involved in periosteal bone formation and acroos-
teolysis this explains why non-steroidal anti-inflammatory drugs and steroids 
are useful in alleviating arthritis [2]. 

2. Case Report 

A 49 year old gentleman presented to our department 6 years ago with hyper-
trophic osteoarthropathy. His medical history began at the age of 12 when he 
complained of intermittent bilateral knee swelling and pain. It was insidious in 
onset and gradually worsening. He had multiple right knee aspirations and left 
knee arthrotomy with biopsy done 12 years ago but results were all inconclusive. 
He also complained of right wrist pain and swelling. He denied alopecia, oral 
ulcer, photosensitivity or fever. 

The patient had no cardiovascular, gastrointestinal or respiratory symptoms. 
There was no family history of similar condition. 
Clinical examination noted presence of drooping of both eyelids and thicken-

ing of the facial skin and scalp. He had greasy and coarse skin with deeply fur-
rowed forehead skin (Figure 1). His scalp showed a cerebriform appearance 
with accentuating folds and furrows (cutis verticis gyrata) [3], (Figure 2). There 
was no cyanosis, jaundice, palmar erythema or prognathism. His cardiovascu-
lar, respiratory, abdomen and central nervous system examinations were nor-
mal. 

The musculoskeletal examination showed presence of digital clubbing of both 
hands and feet with diffuse swelling of both knees, right wrist and both ankles 
(Figures 3-6). 
 

 
Figure 1. Shows bilateral ptosis, thickening of facial skin and deeply furrowed forehead. 
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Figure 2. Illustrates cutis verticis gyrata. 

 

 
Figure 3. Shows digital clubbing. 

 

 
Figure 4. Shows swelling of right wrist. 
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Figure 5. Shows swelling of both knees. 

 

 
Figure 6. Illustrates bilateral ankles swelling and digital clubbing. 

 
X ray of the hands showed prominence of soft tissue and enlargement of the 

proximal, middle and distal phalanges with cortical thickening (Figure 7). There 
was also periosteal reaction with bone formation affecting his long bones 
(Figure 8). 

Laboratory analysis showed a normal full blood count with a haemoglobin of 
13.9 g/dl, white blood cell count of 9,900 cells/ul of which 60% were neutrophils 
and platelet of 208,000/ul. The inflammatory markers erythrocyte sedimentation 
rate (ESR) and C-reactive protein (CRP) were 28 mm/h and 2.7 mg/L respec-
tively. His renal and liver function tests were normal. The rheumatoid factor and 
antinuclear antibody tests were negative. Chest x ray was normal. Clinical evalu-
ation, laboratory investigation and imaging did not show presence of any condi-
tion that can be associated with hypertrophic osteoarthropathy in this patient. 
The patient was prescribed NSAIDS for his musculoskeletal pain of which he 
responded well. 

The patient has been on our follow up for the last 6 years and so far there has 
been no development of other medical disorders. 
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Figure 7. X ray of both hands shows cortical thickening and periostosis. 
 

 
Figure 8. X ray of both legs shows cortical thickening with periosteal reaction with 
shaggy, ill-defined bony proliferation involving diaphysis, metaphysis and epiphysis. 

3. Discussion 

Hypertrophic osteoarthropathy (HOA) is a syndrome of digital clubbing, ossi-
fying periostitis and “arthritis” and this clinical triad has been recognised since 
the late 1800s [4]. The disease is classified either as primary (hereditary or idi-
opathic) or secondary. The three recognised forms of primary osteoarthropathy 
are: 1) complete (pachydermia, digital clubbing and periostosis), 2) incomplete 
(no pachydermia) and 3) fruste form (prominent pachydermia with few skeletal 
manisfestations) as proposed by Touraine et al. [5] [6]. Based on clinico-radiological 
findings we made the diagnosis of complete form of primary hypertrophy os-
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teoarthropathy after excluding associated diseases and other differential diagnosis. 
Primary hypertrophic osteoarthropathy represents 3% of all cases of hyper-

trophic osteoarthropathy. Its prevalence in the general population is not exactly 
known. Typically men are more commonly affected than women with a ratio of 
9:1 [7]. It is a rare genetic disorder with autosomal dominant transmission. Auto-
somal recessive transmission and X-linked mutations have been also described 
[8]. The clinical condition typically begins in adolescence evolving insidiously 
for 5 to 10 years and then usually remains unchanged thereafter. 

Clinical manifestations are variable as three forms of primary HOA have been 
described. Ocular manifestation in our patient are mainly related to ptosis and 
chronic tarsitis. The eyelid thickening and subsequent development of ptosis is 
due to sebaceous gland hyperplasia and dermal mucin deposition in the eyelid 
[9].  

The thickening of the facial skin and scalp resulting in leonine facies is caused 
by dysregulation of mesenchymal cell [10]. Other features are acne, eczema, se-
borrhea, and palmoplantar hyperhidrosis. The skin of the hands and feet are also 
thickened but usually not folded.  

Rheumatological signs include joint effusion (41% of cases) which often affect 
the knees with excessive synovial fluid. The articular surfaces are spared but in-
termittent swelling of the joints is common and often cause moderate pain. The 
joint effusions are more likely due to sympathetic reaction to nearby periostosis.  

The characteristic radiological features are bilateral and symmetrical cortical 
thickening and long bone periostitis. Periosteal reaction is irregular and involves 
the diaphysis and often extends to the epiphysis. There is preservation of joint 
space with absence of erosions or periarticular osteopenia [11]. 

This patient initially presented with bilateral knee swelling at the age of 12 and 
the diagnosis of primary hypertrophic osteoarthropathy was made three decades 
after the onset of symptoms.  

He requires regular follow up as some patients had been reported to develop 
diseases such as crohn’s disease and myelofibrosis [12] [13]. 

4. Conclusion 

The diagnosis of primary hypertrophic osteoarthropathy requires awareness of 
the disease in view of its rarity and varied clinical findings. Majority of the pa-
tients require conservative management. Patients are reassured of the good 
prognosis of the musculoskeletal involvement. However they must also be in-
formed the importance of ruling out associated disorders. 

Funding 

This case report has received no specific grant from any funding agency. 

Conflicts of Interest 

The authors have no conflict of interest to declare. 

https://doi.org/10.4236/oalib.1105101


C.-R. Ng, Y.-L. Loh 
 

 

DOI: 10.4236/oalib.1105101 7 Open Access Library Journal 
 

Consent 

Written informed consent was obtained from the patient for the publication of 
this case report and any accompanying images.  
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