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Pustular Bazex Syndrome with
Flexural Localization Associated with
Metastatic Lung Carcinoma: Case Report

Flekstiiral Bolgelerde Lokalize,
Metastatik Akciger Karsinomu ile Iliskili
Pustiler Bazex Sendromu

ABSTRACT A 60-year-old male who had been diagnosed with metastatic lung carcinoma six years
previously and had not accepted the a treatment was evaluated due to rash in his body. The patient’s
history revealed that the rash started six months ago on the back of the hand and extended to the
upper extremities and his ear. Dermatological examination of the patient revealed erythematous-
squamous plaques spread on flexural areas, bilateral upper limbs and ears, and pustules with pe-
ripheral location around the plaques. Histopathologically, there was hyperkeratosis, focal
parakeratosis, small pustular change and perivascular lymphocytic infiltrate in the papillary dermis.
Based on the clinical manifestation, presence of carcinoma and histopathologic evaluation, the pa-
tient was diagnosed as Bazex syndrome. In the present study, we have reported a very rare atypi-
cal form of Bazex syndrome due to psoriasiform lesions with acral and flexural location, accom-
panied by numerous pustules. This is the first case of acrokeratosis paraneoplastica in the literature
that associated with metastatic lung carcinoma.
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OZET Alt y1l 6nce metastatik akciger karsinomu tanisi alan ve her tiirlii tedaviyi kabul etmeyen
60 yasinda erkek hasta viicudunda dokiintii yakinmas: ile bagvurarak degerlendirildi. Hastanin
anamnezine bakildiginda, dékiintiiniin alt1 ay 6nce el sirtinda bagladigi, daha sonra iist ekstremite-
ler ve kulaga yayildig1 6grenildi. Yapilan dermatolojik muayenede fleksiiral alanlarda, her iki {ist
ekstremitede ve kulaklarda yayilma gosteren eritematoz, skuamoz plaklar ve plaklarin etrafinda
periferik yerlesimli piistiiller gozlendi. Histopatolojik incelemede papiller dermisde hiperkerato-
zis, fokal parakeratozis, kiigiik pistiiler degisiklikler ve perivaskiiler lenfosit infiltrasyonu mevcut
idi. Klinik bulgular, karsinom varlig1 ve histopatolojik degerlendirme sonuglar1 goz oniine
alindiginda hastaya Bazex sendromu tanisi kondu. Bu ¢alismada, Bazex sendromunun, akral ve flek-
stiral yerlesim gosteren psoriazis benzeri lezyonlardan dolay: ¢ok nadir ve atipik oldugu diistiniilen,
¢ok sayida piistiiliin eslik ettigi bir formu sunulmustur. Bu olgu, literatiirde, metastatik akciger kar-
sinomu ile iligkili olan ilk akrokeratozis paraneoplastika olgusudur.

Anahtar Kelimeler: Karsinom, kiigiik hiicre digi; paraneoplastik sendrom
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azex syndrome is first defined as the cutaneous sign of supra-diap-
hragmatic malignancies in 1965.! It is a very rare disease that usu-
ally seen in Caucasian males over 40 years of age.’

Squamous cell carcinoma of the upper aerodigestive tract, and other
tumours with cervical or mediastinal lymph node metastases are the most
common neoplasms associated with Bazex syndrome.>* However it has al-
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so been described in combination with a variety of
other malignant neoplasms, such as gastric adeno-
carcinoma, colon adenocarcinoma, small cell lung
carcinoma, lung adenocarcinoma, Hodgkin’s disea-
se, T-cell lymphoma, multiple myeloma, hepatocar-
cinoma, thymoma, cutaneous squamous cell car-
cinoma, prostate adenocarcinoma, vulvar, uterine,
bladder carcinoma and retroperitoneal liposarco-
ma.23>¢12 In the present study, we report an atypi-
cal form of acrokeratosis paraneoplastica with an
atypical location, and it is the first case in the litera-
ture associated with metastatic lung carcinoma.

I CASE REPORT

A 60-year-old male was evaluated in the oncology
clinic upon our consultation request due to lesions
in his body. The patient’s history revealed that he
had presented to the chest polyclinic in 2001 with
complaints of weight loss, fever, shortness of bre-
ath, chest pain, sputum production and swelling
in the testes. He had been diagnosed with metas-
tatic lung carcinoma on the basis of his lung x-ray,
thoraco-abdominal tomography, testicular and
abdominal USG, and cytological examination of
the sample taken from his pleural effusion. The
patient, who had rejected the treatment, been dis-
charged from the hospital upon his request. The
patient, who was not followed until 2006, presen-
ted to our oncology clinic complaining of short-
ness of breath, and rash. The rash had started six
months previously on the back of the hand and
extended to the upper extremities, ear helices and
neck. Dermatological examination of the patient
revealed erythematous-squamous plaques spread
on flexural sites, in particular, as well as axilla, in-
guinal area, gluteal area, neck, popliteal site, bila-
teral upper limbs and ear helices and pustules
with peripheral location around the plaques. In
addition, palmoplantar hyperkeratosis, parony-
chia, subungal hyperkeratosis, yellow discolorati-
on and onycholysis on nails were accompanied
(Figure 1, 2). The patient was photographed with
patient’s approval. In the laboratory analyses,
those parameters were not in the normal limits:
LDH: 178 U/L (248-414), ALP: 169 U/L (30-120),
GGT: 154 U/L (0-55), total protein: 5.8 gr/dl (6.6-
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8.7), albumin: 2.9 gr/dl (3.5-5.3) and Calcium: 7.2
mg/dl (8.5-10.5).

Histopathologically, there was hyperkeratosis
and a focal parakeratosis on the top of the epider-
mis. Epidermal changes included spongiosis and
basal vacuolazation. There was small pustular
changes in the epidermis and perivascular lym-
phocytic infiltrates in the papillary dermis (Figure
3). Based on the clinical manifestation, the presen-
ce of carcinoma and histopathologic evaluation, the
patient was diagnosed as Bazex syndrome. Topical
corticosteroid treatment was started. However, the
patient died in the course of treatment due to car-
diopulmonary arrest.

I DISCUSSION

In Bazex syndrome, the skin changes occur before
discovery of underlying tumor (67%), after clinical
manifestation of tumor (15%) or concurrently with
tumor discovery (18%). Removal of neoplasm le-
ads to remission of dermatosis, recurrence of tumor
will trigger a relapse.*® In our case, the patient was
diagnosed as Bazex syndrome five after the diag-
nosis of carcinoma.

Bazex syndrome is most commonly co-present
with these the first three carcinomas: oropharynx-
larynx, lung and cancers with an unknown primary
site. Cancers that are rarely co-present with Bazex
syndrome include prostate, urinary bladder, liver,
stomach, colon, thymus, uterus, vulva as well as
myelomas.'® Our case had Bazex syndrome associ-
ated with metastatic lung carcinoma with an inde-
finite primary site. According to our present
knowledge, there is no reports in the literature
that mentioned a case of Bazex syndrome associa-
ted with metastatic lung carcinoma.

The most frequently involved areas in Bazex
syndrome include ears (79%), nails (75%), nose
(63%), palmar area (58%), and plantar area (51%).
Acrokeratosis paraneoplastica of Bazex typically
exhibits three clinical stages®*>13 as follows:

Stage 1, the skin lesions are not well-defined
and involve helices of ears, nose, fingers, toes and
nails. The tumor is said to be asymptomatic in this
stage.
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FIGURE 1: Erythematous and squamous plaques starting from the hand dor-
sum and extending to axilla and neck, and pustules with peripheral location
around the plaques.

i
FIGURE 2: Erythematous-squamous plaques on the patient's right hand dor-
sum.

FIGURE 3: Hyperkeratosis, epidermal spongiosis, basal vacuolar change,
epidermal pustule and dermal infiltration (Hematoxilin eosin X400)

1024

Stage 2, the lesions tend to spread to additional
sites, such as palms and soles. This stage is charac-
terized by appearance of local symptoms referable
to the tumor.

Stage 3, if the tumor remains untreated, areas
of erythema and scaling begin to develop on the el-
bows, knees and trunk. As it is seen, the lesions
may spread to elbows, knees and trunk in untrea-
ted patients. The literatures include one case with
flexural involvement. Ali et al. reported a case of
Bazex syndrome with flexural location caused by
tonsillar adenocarcinoma.'* The lesions of our pati-
ent started from the acral area and extended to ax-
illa, inguinal area and even to the neck. We think
that this resulted from our patient’s refusal of anti-
cancer treatment for a long period of time, namely
five years.

Classical cutaneous signs of Bazex syndrome
include papulosquamous lesions, hyperpigmentati-
on, keratoderma, erythematous or villous, well-de-
marcated patches and plaques with acral loca-
tion.2*>613 Changes in nails are paronychia, subun-
gal hyperkeratosis, yellow discoloration and ony-
cholysis.>*3613 The literature includes only a few
cases of Bazex syndrome accompanied by bullous
lesions.>'>1¢ Gill et. al. reported a Bazex syndrome
case who had susceptible bullae on the lateral as-
pects of feet caused by squamous cell carcinoma
and who was successfully treated with oral psora-
len phototherapy.'® Our case had, in addition to pa-
pulosquamous with
occasional pustules surrounding erythematous squ-

lesions acral location,
amous plaques at flexural sites like the axilla and
inguinal area. We did not encounter a case of Bazex
syndrome with a pustular form in our literature ex-
amination search. Our patient also had palmoplan-
tar hyperkeratosis, as well as paronychia, subungal
hyperkeratosis, yellow discoloration and onychol-

ysis on the nails.

The issue of how the characteristic eruptions
in Bazex syndrome occur is still open to dispute.
According to one theory, antibodies enter a cross
reaction with the tumor, surround keratinocytes or
basal membrane antigens, and cause damage to the
epidermal or basal membrane. The histopathologi-
cal changes in the affected skin are nonspecific. A
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mild degree of acanthosis is often seen with hyper-
keratosis and focal parakeratosis. There is usually a
lymphocytic infiltrate in the upper dermis. Dyske-
ratotic keratinocytes, vacuolar degeneration, band-
like infiltration and melanin incontinence may be
rarely seen.>®'3!7 Our case histopathologically had
hyperkeratosis, parakeratosis, acanthosis and peri-
vascular lymphohistiocytic infiltration. In additi-
on, spongiosis, basal vacuolization, and especially
small pustular changes that were not seen in the si-
milar cases in the previous literature were obser-
ved.

Clinical manifestation, presence of underlying
cancer and histopathology are diagnostic in Bazex
syndrome. The main differential diagnosis should
include psoriasis. The distinguishing clinical featu-
re, which is nearly always present in Bazex syndro-
me, is involvement of the helices of the ears and
the tip of the nose. In psoriasis, the palms and so-
les are more frequently involved more than the
dorsum. In Bazex syndrome histologically, some
psoriasiform features are present including hyper-
keratosis, parakeratosis, and a superficial lympho-
histiocytic infiltrate, but other nonpsoriasiform
changes also exist. These include vacuolar degene-

ration with melanin-containing macrophages in
the dermis and dyskeratotic keratinocytes. In ad-
dition, pytiriasis rubra pilaris, lupus erythemato-
des, Reiter’s disease, hyperkeratotic hand and foot
eczema, mycosis of the nails or tinea of the hands
and feet and hereditary palmoplantar keratosis are
considered at differential diagnosis. The patient’s
history as well as the characteristic distribution,
non-specific histologic findings of the skin lesions
and positive fungal cultures are useful at differen-
tial diagnosis.

Treatment of the syndrome primarily involves
eradication of the underlying malignancy with sur-
gery, chemotherapy or radiotherapy.>®!” If the tu-
mour is unresectable or resistant to treatment,
etretinate (0.75-1 mg/kg/day) is the drug of choice.
Additionally, topical and systemic steroids, salicy-
lic acid, topical vitamin D analogues, and PUVA are
used in treatment.>®!%!7 Our case died shortly after
starting topical corticosteroid treatment and the
treatment could not be evaluated.

In conclusion, we present the first case of ac-
rokeratosis paraneoplastica, which developed in as-
sociation with metastatic lung carcinoma, had a
flexural location and was in the pustular form.

Sharma V, Sharma NL, Ranjan N, Tegta
GR, Sarin S. Acrokeratosis paraneoplastica
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