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Summary We report a patient who exhibited two paraneoplastic skin disorders, acrokeratosis paraneoplastica
and acquired ichthyosis, in association with Hodgkin disease. Treatment of the Hodgkin’s disease 
resulted in rapid improvement of both skin disorders, confirming a causal relationship. The 
simultaneous presence of two paraneoplastic skin disorders suggests a common pathogenetic 
factor. Transforming growth factor a, produced by tumour cells, may play a part in the 
aetiopathogenesis of hyperproliferative paraneoplastic skin conditions.

Acrokeratosis paraneoplastica was first described by 
Bazex in 1965,1 and is a rare but distinctive paraneo­
plastic dermatosis. It is associated with malignancies of 
the upper respiratory or digestive tract, or with cervical 
or mediastinal lymph node métastasés from distant 
occult neoplasms. Clinically, the syndrome evolves in 
three stages. The first stage is characterized by 
erythema and psoriasiform scaling on the fingers and 
toes, which soon spreads to the bridge of the nose and to 
the helices of the ears. Nail changes are frequent. In the 
second stage, a violaceous keratoderma of the palms 
and soles develops, and the facial lesions spread to the 
pinnae and cheeks. In the third stage, the eruption 
extends locally and begins to involve the legs, knees, 
thighs, arms, trunk and scalp. The dermatosis may 
antedate the diagnosis of malignancy or appear after 
its identification. In the most typical cases, the neo­
plasm begins to produce its first symptoms when the 
skin lesions have progressed to the second stage. 
Almost all the tumours associated with acrokeratosis 
paraneoplastica are squamous cell carcinomas. Excep­
tions include adenocarcinomas of the lung,6 oesopha­
gus,7 stomach8 and uterus and anaplastic small cell 
carcinoma of the lung.10,11

Associated features of acrokeratosis paraneoplastica 
include pruritus, vésiculation, sterile paronychia, 
hyperpigmentation, hypopigmentation, bullous lesions 
and carpal tunnel syndrome.12-14 An association with 
other cutaneous markèrs of malignancy has been 
reported in three patients, all of whom had acquired 
ichthyosis.8,13,14

Acquired ichthyosis is a manifestation of lymphopro- 
liferative and non-Iymphoproliferative malignancies.1

It has also been reported in essential fatty acid defi­
ciency,1 leprosy,17 renal disease with defects in proline 
metabolism,18 hyperparathyroidism,19 sarcoidosis, 
systemic lupus erythematosus,21,22 and after the 
administration of cholesterol-lowering drugs.

We report a patient with Hodgkin's disease who 
developed acrokeratosis paraneoplastica and acquired 
ichthyosis, an association which, as far as we are 
aware, has not been reported previously.

Case report
A 4 3-year-old man was referred with a 12-month 
history of a pruritic, scaly eruption which had started 
on the fingers and toes, and had subsequently spread to 
the nose, cheeks, ears and soles of the feet, and 
eventually to the scalp, trunk and limbs. Physical 
examination revealed brownish scales on the ears and 
cheeks, with psoriasiform scaling over the bridge of the 
nose, nasolabial folds and scalp. The soles of the feet 
showed a diffuse keratoderma, and the nails showed 
subungual hyperkeratosis, onychodystrophy and ony­
cholysis (Fig. la). All these findings were consistent 
with acrokeratosis paraneoplastica. In addition, a scaly 
rash was present on the trunk and limbs (Fig. 2a). 
Histopathological examination of a skin biopsy from 
the lower leg revealed hyperkeratosis and acanthosis, 
with a reduced or absent granular cell layer. The 
appearance was consistent with ichthyosis vulgaris.

Investigations revealed that he was anaemic and 
hypothyroid. The erythrocyte sedimentation rate was 
elevated at 110 mm in the first hour. Computerized 
tomographic examination revealed multiple enlarged
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Figure 1. (a) The nail changes of subungual 
hyperkeratosis, onychodystrophy and 
onycholysis, before treatment, (b) The nail 
changes have resolved after chemotherapy.

lymph nodes and multiple tumours (the largest with a 
diameter of 7 cm) in the abdomen, but no abnormalities 
in the chest. Echography of the thyroid gland was 
consistent with hypoplasia. Examination of a sternal 
marrow aspirate showed increased erythropoiesis and 
thrombopoiesis. Histology of a temporal artery biopsy 
was normal. An abdominal mass was biopsied, and the 
histology was consistent with Hodgkin’s disease. As the 
malignancy was localized beneath the diaphragm, a 
diagnosis of stage 2b Hodgkin’s disease was made.

Chemotherapy was started with a combination 
of mitoxine, vincristine, natulan and prednisone. 
The hypothyroidism was treated with thyroxine, 
and iron supplements were given to correct the 
anaemia.

On review 2 months later, after three courses 
of chemotherapy, the skin changes had improved, 
and both the acrokeratosis paraneoplastica and 
acquired ichthyosis had virtually resolved (Figs lb 
and 2b).

Figure 2. (a) Ichthyosiform scaling of the 
lower leg before treatment, (b) The 
appearance of the lower leg has reverted to 
normal after chemotherapy.
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Discussion
Our patient demonstrates the simultaneous presence of 
two cutaneous markers of malignancy, acrokeratosis 
paraneoplastica and acquired ichthyosis, in association 
with Hodgkin’s disease. Rapid improvement of both the 
paraneoplastic dermatoses was achieved by treatment 
of the underlying lymphoma, confirming a causal 
relationship. The simultaneous occurrence of acro­
keratosis paraneoplastica and acquired ichthyosis has 
been observed previously.8,13,14 However, the associa­
tion of acrokeratosis paraneoplastica with Hodgkin's 
disease has not been described. Acquired ichthyosis has 
been reported as a cutaneous marker for underlying

■

lymphoproliferative disorders, especially Hodgkin’s 
disease,24' 28 and is clinically and histologically similar 
to the genetically determined ichthyoses, especially 
autosomal dominant ichthyosis vulgaris29 Both 
acrokeratosis paraneoplastica and acquired ichthyosis 
parallel the neoplasia in its evolution, resolving with 
appropriate treatment and recurring with relapse. 
Hence, treatment of the underlying malignancy is the 
most appropriate therapy. However, when the under­
lying neoplasm is incurable, cutaneous lesions may 
respond to topical or systemic corticosteroids or

in
retinoids. The pathogenesis of cutaneous paraneo­
plastic disorders is uncertain. Expression of transform­
ing growth factor alpha (TGF-a) has been found in 
tumour tissue from a patient with gastric cancer and 
acanthosis nigricans maligna.31 Increased expression of 
the receptor for epidermal growth factor (EGF), the 
common ligand for TGF-ct; and EGF, has been demon­
strated by Ellis et a l ,u  in the affected skin of acanthosis 
nigricans maligna. After excision of the underlying 
malignancy, the distribution of the EGF/TGF-a receptor 
reverted to its usual predominantly basal location. 
Coincident with this change, urinary TGF-o; was also 
decreased. TGF-a is highly mitogenic for keratino- 
cytes,33 and these findings suggest that factors released 
by the tumour may play an important part in the 
pathogenesis of hyperproliferative cutaneous paraneo­
plastic syndromes.

Acrokeratosis paraneoplastica and acquired ichthyo­
sis have been regarded as separate entities, with 
acrokeratosis paraneoplastica a cutaneous marker for 
squamous cell and adenocarcinomas, and acquired 
ichthyosis being related particularly to lympho­
proliferative disorders. The simultaneous presence of 
both conditions as paraneoplastic manifestations of 
Hodgkin's disease suggests a common pathogenetic 
mechanism.

References
1 Bazex A, Salvador S, Du.pré A, Christol B. Syndrome paranéopla- 

sique à type d’hyperkeratose des extrémités Guérison après le 
traitement de l’épithelioma laryngé. Bull Soc Fr Dermatol Syphtlol 
1965; 72: 182.

2 Bazex A, Griffiths A. Acrokeratosis paraneoplastica— a new 
cutaneous marker of malignancy. Br J Dermatol 1980; 103: 
301-6 .

3 Obasi OE, Garg SK. Bazex paraneoplastic acrokeratosis in prostate 
carcinoma. Br]Dermatol 1987; 117: 647-51 .

4 Pecora A. Landsman L, Imgrund SP, Lambert WC. Acrokeratosis 
paraneoplastica (Bazex’ syndrome). Report of a case and review of 
the literature. Arch Dermatol 1983; 119: 820-6 .

5 Richard M, Giroux J. Acrokeratosis paraneoplastica (Bazex’ syn­
drome). J Am Acad Dermatol 1987; 16: 178-83 .

6 Martin RW, Cornitius TG, Naylor MF, Neldner KH. Bazex’s 
syndrome in a woman with pulmonary adenocarcinoma. Arch 
Dermatol 1989; 125: 847-8 .

7 Douglas WS, Bilsland DJ, Howatson R. Acrokeratosis paraneo­
plastica of Bazex— a case in the U.K. Clin Exp Dermatol 1991; 16: 
297-9 .

8 Dupré A, Christol B, Bonafe JL et al A  propos de deux nouvelles 
observations d’acrokératose paranéoplasique. Bull Soc Fr Dermatol 
Syphilol 1976; 83: 127-9 .

9 Amblard P, Reymond JL, Jérôme P, Detanta J. Double syndrome 
paranéoplasique dermatomyosite et acrokératose de Bazex. Rev 
Méd Alpes Fr 1979; 8: 39.

10 Schnitzler L, Schubert B, Bertrand G, Verret JL. Acrokératose 
paranéoplasique de Bazex et Dupré. Bull Soc Fr Dermatol Syphilol 
1973; 80: 591-3 .

11 Hoepffner N, Albrecht HP, Haagen G et al. Sonderform einer 
Akrokeratose Bazex bei kleinzelligem Bronchialkarzinom. Hau­
tarzt 1992; 43: 496 -9 .

12 Poskitt BL, Duffill MB. Acrokeratosis paraneoplastica of Bazex 
presenting with carpal tunnel syndrome. Br J Dermatol 1992; 
127: 544-5 .

13 Moulin G, Valignot P, Bouchet B. Acrokératose paranéoplasique 
de début vésiculeux. Bull Soc Fr Dermatol Syphilol 1975; 82: 
214-15 .

14 Bazex J, Sayed FE, Sans B et al. Acrokératose paranéoplastique de 
Bazex associée a une ichtyose acquise, des troubles de la pigmen­
tation et un prurit: révélation tardive d’un néoplasme laryngé. 
Ann Dermatol Venereal 1992; 119: 4 8 3 -5 .

15 Flint GL, Flam M, Soter NA. Acquired ichthyosis. A sign of 
nonlymphoproliferative malignant disorders. Arch Dermatol 
1975; 111: 1446-7 .

16 Press M, Kikuchi H, Shimoyama T, Thompson GR. Diagnosis and 
treatment of essential fatty acid deficiency in man. Br Med ƒ 19 74; 
U: 247-50 .

17 Schultz EJ. Ichthyosiform conditions occurring in leprosy. Br / 
Dermatol 1965; 77: 151-7 .

18 Goyer RA, Reynolds J, Burke J, Burkholder P. Hereditary renal 
disease with neurosensory hearing loss, prolinuria, and ichthyo­
sis. A m }M ed Sei 1968; 256: 166.

19 Roger D, Lebwohl M. Acquired ichthyosis and hyperparathyroid­
ism. J Am Acad Dermatol 1989; 21: 8 0 1 -2 .

20 Banse-Kupin L, Pelachyk JM. Ichthyosiform sarcoidosis. Report of 
two cases and a review of the literature. /  Am Acad Dermatol 1987; 
17: 616-20.

21 Duvtc M, Jegasothy BV. Acquired Ichthyosis with systemic lupus 
erythematosus. Arch Dermatol 1980; 116: 852-4 .

22 Font J, Bosch X, Ingelmo M et al. Acquired ichthyosis in a patient

© 1995 British Association of Dermatologists, British Journal of Dermatology, 133, 322-325



PARANEOPLASIA AND HODGKIN’S DISEASE

with systemic lupus erythematosus. Arch Dermatol 1990; 126: 
829.

23 Williams ML, Feingold KR, Grubauer G, Elias PM. Ichthyosis 
induced by cholesterol-lowering drugs. Arch Dermatol 1987; 
123: 1535-8.

24 Sneddon IB. Acquired ichthyosis in Hodgkin's disease. Br Med J 
1955; i: 763-4 .

I

25 Bureau Y, Picard R, Barrière H. Ichthyose acquise et maladie de 
Hodgkin. Ann Dermatol Syphilól 1958; 85: 30 -40 .

26 Stevanovic DV. Hodgkin’s disease of the skin. Arch Dermatol 1960;
82: 150-3.

27 English RS, Hurley HJ, Witkowski JA, Sanders J. Generalized 
anhidrosis associated with Hodgkin’s disease and acquired 
ichthyosis. Ann Intern Med 1963; 58: 676.

28 van Dyk E. Ichthyosiform atrophy of the skin associated with 
internal malignant diseases. Dermatologica 1963; 127: 413 -28 .

29 Dykes PJ, Marks R. Acquired ichthyosis: multiple causes for an 
acquired generalized disturbance in desquamation. Br ] Dermatol 
1977; 97: 327-34 .

30 Wishart JM. Bazex paraneoplastic acrokeratosis: a case report and 
response to Tigason®. Br J Dermatol 1986; 115: 595-9 .

31 Wilgenbus K, Lentner A, Kuckelkorn R et al. Further evidence that 
acanthosis nigricans maligna is linked to enhanced secretion by 
the tumour of transforming growth factor alpha. Arch Dermatol 
Res 1992; 284: 266-70 .

32 Ellis DL, Kafka SP, Chow JC et al. Melanoma, growth factors, 
acanthosis nigricans, the sign of Leser-Trelat and multiple 
acrochordons. N  Engl J Med 1987; 3 1 7 :1 5 8 2 -7 .

33 King LE, Gates RE, Stoscheck CM, Nanney LB. The EGF/TGF-alpha 
receptor in skin. J Invest Dermatol 1990; 94 (Suppl.): 164-70S.

© 1995 British Association of Dermatologists, British Journal of Dermatology, 133, 322-325


