
patient evolved to the chronic form of the disease

after 3 years and died more than 10 years later.

Probably the treatment with IFN-a/AZT, albeit

intermittently, contributed to the patient’s prolonged

survival, since the lesions responded every time it

was used. Recently, this treatment was used in four

cases of chronic ATL with complete response in two

cases [4]. The death of this patient was caused by

intracerebral hemorrhage, and was not directly

linked to ATL. Recently, the possibility that hemor-

rhage could be a side-effect of IFN-a during therapy

or in the post-treatment period has been raised [5].

Another unusual clinical aspect of the present case

was the occurrence of shallow cutaneous ulcerations

with infiltrated borders, which is unusual in ATL.

The presence of multinucleated giant cells in ATL

has been previously described [6] however in the

present case the multinucleated giant cells had

atypical nuclei, a histological aspect that has not

been previously observed.

This case consists of an early manifestation of ATL

since the average age of onset is over 48 years in Brazil

[3]. The patient most probably acquired the infection

through prolonged breast-feeding, since his mother

was seropositive and he had no history of blood

transfusion. It is known that HTLV-I vertical trans-

mission is directly proportional to the time of breast-

feeding [7]. In conclusion, this is a case of ATL in a

young adult with distinct clinical and histological

manifestations and a prolonged survival time.
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Fundação de Apoio à Pesquisa do Estado da Bahia

(FAPESB). The present study was approved by the

Institutional Review Board of the Teaching Hospital

of the Federal University of Bahia.

References

[1] Shimoyama, M and Members of the Lymphoma Study

Group. Diagnostic criteria and classification of clinical sub-

types of adult T-cell leukaemia-lymphoma. A report from the

Lymphoma Study Group (1984�87). Brit J Haematol

1991;79:428�37.

[2] Etoh K, Tamiya S, Yamaguchi K, Okayama A, Tsubouchi H,

Ideta T, et al. Persistent clonal proliferation of human

T-lymphotropic virus type I-infected cells in vivo. Cancer

Res 1997;/57:/4862�7.

[3] Bittencourt AL, Vieira MG, Brites C, Farre L, Barbosa HS.

Adult T-cell leukemia/lymphoma (ATL) in Bahia, Brazil:

Analysis of prognostic factors in a group of 70 patients.

Amer J Clin Pathol 2007;128:875�82.

[4] Kchour G, Makhoul NJ, Mahmoudi M, Kooshyar MM,

Shirdel A, Rastin M, et al. Zidovudine and interferon-a
treatment induces a high response rate and reduces HTLV-I

proviral load and VEGF plasma levels in patients with adult T-

cell leukemia from North East Iran. Leuk Lymphoma 2007;/

48:/330�6.

[5] Ferencz S, Batey R. Intracerebral haemorrhage and hepatitis

C treatment. J Viral Hepat 2003;/10:/401�3.

[6] Bittencourt AL, Barbosa HS, Requião C, Silva AC,

Vandamme AM, Van Weyenbergh J, et al. An exceptional

pediatric case of ATL with a mixed CD4� and CD8�
phenotype and a particularly indolent course. J Clin Oncol

2007;/10:/2480�2.

[7] Oki T, Yoshinaga M, Otsuka H, Miyata K, Sonoda S,

Nagata Y. A sero-epidemiological study on mother-to-child

transmission of HTLV-I in Southern Kyushu, Japan. Asia

Oceania J Obstet Gynaecol 1992;/18:/371�7.

Hypertrophic osteoarthropathy leading to the diagnosis of primitive
neuroectodermal tumour (PNET)

CONLETH MURPHY1, MOHD SYAHIZUL NUHAIRY MOHD SHARIAL1,

NEIL BRENNAN2, GARRY LEE3, EUGENE MOYLAN1 & SEAMUS O’ REILLY1

1Department of Medical Oncology, Mercy University Hospital, Cork, Ireland, 2Department of Respiratory Medicine, Mercy

University Hospital, Cork, Ireland, and 3Department of Pathology, Mercy University Hospital, Cork, Ireland

Correspondence: Conleth Murphy, Department of Medical Oncology, Mercy University Hospital, Cork, Ireland. Tel: �353 87 2078178. E-mail:

conlethmurphy@gmail.com

Hypertrophic osteoarthropathy in PNET 983

(Received 16 July 2007; accepted 25 September 2007)

ISSN 0284-186X print/ISSN 1651-226X online # 2007 Taylor & Francis

DOI: 10.1080/02841860701716892



To the Editor

A 66-year-old man was being followed up by the

urology services for a borderline elevation of his

PSA. A further slight rise in his PSA, in addition to

an isolated elevation of serum alkaline phosphatase,

led to an isotope bone scan being requested. This

showed lower limb changes typical of hypertrophic

osteoarthropathy (Figure 1). Bilateral plain films of

tibia and fibula confirmed this diagnosis (Figure 2).

The reporting radiologist suggested imaging the

chest. A chest x-ray showed a 6 cm solid lesion in

the left lower zone (Figure 3). Computed tomogra-

phy (CT) of thorax showed a well-defined, mainly

solid pleural-based mass in the left lower zone,

measuring approximately 5.5�5.6�5.6 cm in size.

CT-guided biopsy revealed a spindle-cell neoplasm,

with immunohistochemistry findings consistent with

a primitive neuroectodermal tumour (PNET, or soft

tissue Ewing’s). CT staging of thorax, abdomen and

pelvis showed no evidence of metastatic disease.

The patient was referred to the medical oncology

services. On clinical examination there was Grade 4

clubbing of the upper limb digits (Figure 4). He

commenced treatment with chemotherapy as per the

P6 protocol (vincristine, cyclophosphamide and

doxorubicin alternating with ifosfamide and etopo-

side). The doses of chemotherapy were modified due

to concerns regarding his ability to tolerate this

regimen, which is more commonly used in children.

Restaging CT scans performed following cycle 3 and

cycle 5 of chemotherapy showed unchanged appear-

ances of the mass. In view of the poor radiological

response to chemotherapy, the patient did not

proceed to surgery. He instead received radical chest

irradiation, 60 Gy administered over 30 fractions.

Figure 1. Isotope bone scan showing increased uptake in the tibia

and fibula bilaterally.

Figure 2. Plain x-ray of tibia and fibula showing cortical elevation

typical of hypertrophic osteoarthropathy.

Figure 3. CXR showing rounded peripheral left lung lesion.
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This was completed on 18/05/2006. Clinically, the

fingertip clubbing decreased substantially during his

treatment. A repeat chest x-ray performed in

June 2006 showed a residual mass measuring at

least 5�6 cm, with surrounding interstitial changes,

likely reflecting radiation pneumonitis. He has re-

mained clinically well in the intervening period, with

no symptoms. His most recent CT of thorax, abdo-

men and pelvis in April 2007 showed significant

reduction in the size of the mass to 5.3�3 cm, with

interval development of local scarring and traction

bronchiectasis, consistent with post radiotherapy

change. A chest x-ray in September 2007 shows no

evidence of disease progression.

Hypertrophic osteoarthropathy is characterized by

finger clubbing, periosteal new bone formation and

polyarthritis [1]. Patients may complain of pain and

swelling in the metacarpophalangeal joints, knees,

ankles, wrists and even shoulders or elbows. Physical

examination shows finger clubbing and tenderness

over the adjacent long bones. Radionuclide bone

scans with radioactive 99mTc typically shows in-

creased binding of isotopes at sites of development of

periosteal reaction in the long bones and elsewhere

when the disease is active [2]. This may be con-

firmed by evidence of periosteal new bone formation

on plain film. It may be primary or secondary to a

variety of malignant and non-maligant causes. When

secondary to malignancy, hypertrophic osteoarthro-

pathy is most commonly associated with broncho-

genic neoplasms, particularly adenocarcinoma.

However HPOA has been reported in association

with many other solid malignancies, including mel-

anoma [3], cancers of the nasopharynx, oesophagus,

breast and thyroid, Hodgkin lymphoma and sarco-

mas [4]. It has not previously been reported in the

setting of PNET. Reversibility of clubbing and/or

hypertrophic osteoarthropathy after therapy (includ-

ing surgery, radiotherapy and chemotherapy) has

previously been described [5].

PNETs belong to the Ewing’s family of tumours

(EFTs) of bone and soft tissue tumours which

primarily affect children and young adults. They

are defined by specific chromosomal abnormalities,

most commonly the t(11,22)(q24,12) translocation.

PNETs of thoraco-pulmonary origin were originally

described by Askin et al., and are sometimes referred

to as Askin tumours. Historically these tumours

have had a very poor prognosis. More recently,

locoregional EFTs have been treated with more

success with intensive chemotherapy. A phase II,

single-arm non-randomised evaluation of the

MSKCC P6 protocol achieved an event-free survival

rate in patients with locoregional disease of 82% at

4 years [6], with most patients proceeding to an

extensive surgical resection after their third treat-

ment cycle. The majority of patients proceeding to

surgical resection had a complete response or very

good partial response after three cycles. A review

from the Royal Marsden sarcoma unit of 59 patients

with Ewing’s sarcoma/PNET treated with hetero-

genous treatment regimens demonstrated an esti-

mated 5-year progression free survival rate of 34% in

non-metastatic patients [7]. It appears that the

response to initial chemotherapy is predictive of

the likelihood of achieving cure with surgery. In the

Royal Marsden review, disease bulk and response to

primary therapy were strongly associated with PFS

and OS, although these two parameters were closely

correlated with each other. Age and tissue of origin

of the tumour did not influence outcome.
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