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Malignant Syphilis in an Immunocompetent
Patient™

Sifilis maligna en un paciente
inmunocompetente

To the Editor:

Malignant syphilis is a rare manifestation in secondary
syphilis and one that is associated in most cases with
immunosuppression.'

We report the case of a 26-year-old man with a possi-
ble adverse reaction to penicillin. He consulted because of
progressive lesions on the trunk, genitals, and lower limbs
in the form of excoriated nonfollicular papules that were
slightly painful. Staphylococcus aureus was isolated from
the exudate from these lesions, so the patient was treated
with topical mupirocin and later with oral erythromycin
(500 mg/day for 14 days). Serology was positive for syphilis
(positive rapid plasma reagin; Treponema pallidum hemag-
glutination assay [TPHA], 1/80), which was associated with
a genital ulcer treated with oral erythromycin in primary
care 1 year before the patient came to our clinic.

A month after starting the treatment that we prescribed,
the patient reported acute worsening of the lesions. He pre-
sented with numerous intensely painful round plaques with
raised borders and collarette scaling. Most of these plaques
had very adherent necrotic eschars and central squamous
crusts. The plaques were between 2 and 5cm in diameter
and were located on the scalp, trunk, genitals, and lower
limbs (Fig. 1). For the last month the patient had also had
evening fever and poor general condition.

Clinical differential diagnosis was made with cutaneous
T-cell lymphoma.

A biopsy of one of the lesions revealed an acanthotic
epidermis with areas of pseudoepitheliomatous hyperpla-
sia covered by a squamous crust (Fig. 2A). In the dermis
there was an intense perivascular lymphohistiocytic and
plasma cell infiltrate with endarteritis and associated vas-
cular occlusion (Fig. 2B and C).

Chest radiograph revealed no pleuropulmonary abnor-
malities. The complete blood count revealed a slightly
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elevated white blood cell count without left shift or lym-
phocytosis; serology for human immunodeficiency virus
(HIV) and hepatotropic viruses was repeatedly negative.
Ocular, neurological, and cardiac involvement and other
cell-mediated immune disorders were ruled out. Serology
for syphilis was strongly positive (VDRL test, 1/128; TPHA,
1/20480), confirming the diagnosis of malignant syphilis in
an HIV-negative patient. A sample of cerebrospinal fluid
revealed no abnormal findings and allergy to B-lactams was
ruled out by a skin prick test. We therefore started treat-
ment with intramuscular injection of 7.2 million units of
penicillin G benzathine in 3 weekly doses. Clinical response
was rapid and without complications, with involution of all
the lesions after 3 weeks.

Follow-up was performed at 3, 6, and 12 months. HIV
serology was repeatedly negative, with stable titers at least
4 times lower (VDRL test, 1/32) than at the start of treat-
ment. We plan to continue with follow-up visits, including
serology, every 6 months for a period of 2 years.

Malignant syphilis is a rare form of secondary syphilis.
Most of the cases reported in the last 20 years have been
described in HIV-infected patients.'™ This finding suggests
a relationship between qualitative alterations in immunity
and a more virulent course of the infection. However, it is
paradoxical that most of these patients have a CD4 lym-
phocyte count above 200."-* The relationship between HIV
and syphilis is regulated by complex immunological mech-
anisms that are not well defined at present.?- Other cases
reported in HIV-negative patients had some immunological
impairment due to alcoholism,>¢ hepatitis,” or reinfection.?

The 2010 guidelines of the Centers for Disease Control
and Prevention (CDC)® make no specific recommendation
for malignant syphilis, with or without HIV seropositivity.
The treatment for late latent syphilis is the most frequently
used.

For secondary syphilis in patients allergic to penicillin
the CDC guidelines recommend oral treatment with doxy-
cycline or tetracycline for at least 2 weeks. As in our case,
the literature indicates a poor response to these drugs in
malignant syphilis and proposes intravenous ceftriaxone as
an alternative.?-3 Treatment with cephalosporins is inadvis-
able without first ruling out adverse cross-reactivity with
B-lactams,’ so we consider it necessary to test for this
allergy before treatment.

The latest data on the incidence of syphilis in Spain
published by the Spanish Ministry of Health' show a great
increase in cases in recent years, probably related to
changes in sexual habits. Although notifiable diseases are
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Figure 1

not always reported, the number of reports of syphilis in
Spain rose from 700 in 1998 to over 2500 in 2008 and
2009.1°

These data suggest that malignant syphilis is an atypical
form of a sexually transmitted infection that is becoming
increasingly common in Spain. The increased incidence may

Figure 2

Round plaques with a squamous crust located on the trunk and lower limbs.

be associated with unusual clinical manifestations that are
difficult to diagnose.

Malignant syphilis should not be considered an oppor-
tunistic infection or one exclusive to HIV-positive patients®
because it can occasionally occur in immunocompetent
patients.

A, Epidermal hyperplasia with a superficial squamous crust (hematoxylin-eosin, x100). B, Prominent vessels with endar-

teritis and vascular occlusion (hematoxylin-eosin, x250). C, Detail of intense inflammatory infiltrate with large numbers of plasma

cells (hematoxylin-eosin, x400).
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Intussusception in an Adult Secondary to
Metastasis of Cutaneous Melanoma™

Invaginacion intestinal en el adulto secundaria
a metastasis de melanoma cutaneo

To the Editor:

Intussusception is the infolding of one portion of the bowel
within another and is the most common cause of intesti-
nal obstruction in early childhood. Adult intussusception
accounts for fewer than 5% of all intussusceptions and only
1% of all bowel obstructions.! The symptoms are those of
partial or complete mechanical bowel obstruction, and in
partial cases, the course can be intermittent or chronic.?

Cutaneous melanoma is rarely diagnosed as the etiol-
ogy of intussusception in adults and is therefore not usually
suspected when obstructive symptoms appear.

We describe a 47-year-old woman diagnosed with superfi-
cial spreading cutaneous melanoma on the left shoulder. The
lesion showed no ulceration and had a diameter of 8 mm,
a Breslow depth of 4mm, and a Clark level of Ill. Follow-
ing surgical resection and the detection of positive sentinel
lymph nodes, axillary lymphadenectomy was performed;
histology was negative. The patient received adjuvant ther-
apy with interferon, but experienced recurrence in the left
supraclavicular lymph nodes 2 years later. After 3 doses
of fotemustine, the left supraclavicular lymph nodes were
resected en bloc; 3 of these nodes were positive. The patient
received radiation therapy to the surgical site.
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Some months later, the patient was urgently referred to
the general surgery department for colicky abdominal pain,
digestive intolerance, loose stools, and macrocytic ane-
mia. Computed tomography (CT) revealed bowel obstruction
(Fig. 1), and probable intestinal metastasis of the cutaneous
melanoma was suspected.

During surgery, intussusception was observed and the
head was found to consist of a bluish mass; the intussus-
cepted jejunum (Fig. 2) and all visible blue lymph nodes
were resected en bloc.

Macroscopically, the small bowel specimen was 39cm
in length, with intussusception at 14.5cm caused by a
blackish tumor of 4 x 7cm that occluded the entire lumen.
The microscopic report described melanoma infiltrating the
muscularis propria; 5 of the 17 lymph nodes isolated in the
mesocolon were positive. The resection borders were free
of tumor.

The postoperative course was unremarkable, and the
patient was referred to the oncology department for follow-
up.

Intussusception in an adult is a potentially serious condi-
tion that is usually secondary to an intestinal wall lesion:
benign or malignant tumor, inflammatory lesion (appendici-
tis, Meckel diverticulum), or even a foreign body in the small
bowel. Therefore, it almost always occurs in the ileocecal
area, but is less common in the jejunojejunal or ileoceco-
colic areas.

The preoperative diagnostic techniques of choice are CT
and ultrasound. Recent studies recommend that patients
with cutaneous melanoma who develop gastrointestinal
symptoms should undergo contrast-enhanced studies (ente-
roclysis, opaque enema, etc.), complemented by CT,
depending on the result.?

The definitive diagnosis is established after surgery and
histology. In general, immunohistochemical staining of the
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