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Abstract

Tuberculous chancre is an extremely rare form of cutaneous tuberculosis. The genital area is a possible site of presentation. We present a case
of a young male with a persistent balanopreputial ulceration resembling a luetic chancre with negative serology for syphilis. The diagnosis
was based on the specific pathologic features and the positive intradermal reaction to tuberculin. A successful treatment was achieved by
combining antituberculosis treatment and surgical approach with circumcision. After six months of antituberculosis treatment, the patient
developed paradoxical inguinal lymph node enlargement, which, after surgical excision and biopsy, was not followed by a relapse of the
disease and needed no further therapy. Tuberculosis should be considered a potential diagnosis in the case of a persistent genital ulcer.
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=& Introduction

Skin tuberculosis, with its many clinical forms, repre-
sents only 1-2% of the newly diagnosed cases of Koch
bacillus infection [1]. Usually, the etiologic agent is
Mycobacterium tuberculosis, but, exceptionally, it can be
M. bovis or Calmette—Guérin bacillus [2]. Most commonly,
skin tuberculosis is of endogenous origin, produced by
blood or lymph dissemination or by direct extension from
a latent or active infection [3]. In extremely rare cases,
in individuals who have not previously contacted the
disease, skin tuberculosis is produced by primary exo-
genous inoculation on injured skin, thus creating the
clinical picture of tuberculosis (TB) chancre [4]. There
are many other diseases characterized by penile ulcer,
and the most frequent is syphilis.

In the present paper, we report an unusual case with
giant penian chancre, initially suspected as being primary
syphilis, but after several negative syphilis serology tests,
a positive intradermal reaction to tuberculin and specific
histopathological findings, it was later confirmed as a
tuberculous chancre.

& Case report

A 17-year-old immunocompetent male has been
admitted in the Department of Dermatology in May 2013,
presenting a persistent and painful balanopreputial ulce-
ration, which had occurred six weeks priorly. The current
disease began as a group of three papular lesions localized
on the ventral area of the penis, which gradually ulcerated
and fused to form a unique large ulceration that destroyed
the preputial frenulum. The serology for syphilis including
VDRL (venereal disease research laboratory) test and
TPHA (Treponema pallidum hemagglutination assay) was

negative. Based on these data, the disease was originally
considered to be a serological negative primary syphilis.
The ultramicroscopy and PCR (polymerase chain reaction)
for T. pallidum were not performed. Lacking any other
investigations, the patient had previously been treated
in the ambulatory, with Phenoxymethylpenicillinum 3%
1 g/day, for 10 days, and afterwards with Azithromycinum
500 mg/day for another seven days, as a chancroid. Both
yielded no positive clinical results, with a rapid increasing
in size of the penile ulcer.

Dermatological examination showed a single large,
painful and non-indurated ulceration on the ventral area
of the penis, about 4/5 cm in diameter, with sharply
demarcated irregular margins, and yellowish grey deposits
on the base (Figure 1).

Multiple painless mobile lymph node enlargements
were found on both sides of the inguinal region, with
the largest coming up to less than 1 cm in diameter. No
other associate diseases or symptoms were detected during
the general examination.

Syphilis serology (VDRL and TPHA) tests came back
negative on repeated occasions. Laboratory findings that
included a complete blood count and liver and kidney
function tests were normal. The HIV (human immuno-
deficiency virus) serological test was also negative.
Ulceration swabs were positive for Escherichia coli and
Staphylococcus aureus, both sensitive to Ciprofloxacin
on drug susceptibility testing (DST). The chest X-ray
film revealed no pathological changes.

Due to the presence of infection identified by a
bacteriologic exam and to the rapid increase of the
ulceration size, a systemic treatment with Ciprofloxacin
1 g/day for 10 days, combined with local disinfectant, was
initiated. This did not trigger any improvements. Because
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the clinical aspect showed no improvement after the
administration of a systemic broad-spectrum antibiotics
and topical treatment, the patient was transferred in the
Department of Urology for a complete excision of the
ulceration, by circumcision, after obtaining the patient’s
informal consent. Because the entire ulcerated preputial
skin was resected, a rotated flap plasty was done, over the
urethra and then the skin was sutured. After two days, the
dressing was removed and the patient was discharged
from the hospital with a clean postoperative wound. The
one-week reevaluation showed healed surgical sutures.
Six months after the surgical intervention, the clinical
aspect showed a complete healing of the lesion (Figure 2).

-

Figure 1 — Macroscopic aspect Figure 2 — Clinical aspect,
with large, non-indurated, with locally healed, six
giant ulceration of the ventral months after surgical
area of the penis. excision.

The pathological examination of the skin specimen
showed extensive areas of epidermal ulceration, with a
presence of granulomatous lesions, partially fused, which
were formed of epitheloid cells, Langhans giant cells
and lymphocytes at the periphery. In the centre of the
granulomas, there were areas of granular, eosinophilic
necrosis and in other areas, of fibrinoid necrosis (Figures 3
and 4). The lower dermis there is a rich inflammatory
infiltrate, consisting of lymphocytes and plasma cells
surrounding the small vessels, with plump endothelial cells
(Figure 5). This pathological aspect was highly suggestive
of tuberculous granulomas (Figure 3). Based on clinical
evolution and the histopathological results, the diagnosis
of tuberculoid chancre of the penis was established.

The patient was referred to the Department of Pneu-
mology for further investigation and specific treatment.
The skin test with 2 IU of tuberculin showed a 17 mm
erythema and III Palmer induration. The mycobacterial

urine culture was negative. Antituberculosis therapy
(ATT) was initiated using a HRZE (Isoniazid 2x150 mg,
Rifampicin 2x300 mg, Pyrazinamide 4x500 mg and
Ethambutol 4x400 mg) daily drug regimen for two months,
followed by a regimen of HR (Isoniazid 2x150 mg,
Rifampicin 2x300 mg) three times weekly, for four
months. An epidemiological investigation was also
conducted, but revealed no source of infection, neither
in the patient nor the patient’s sexual partner.

After six months of antituberculosis treatment, the
patient returned to our Department, presenting an inguinal
lymph node enlargement on the right side. No local
erythema, pain or other symptoms were present. A clinical
examination of this area showed a unilateral growth of
lymph nodes, with multiple visibly enlarged, firm and
mobile nodes of maximum 2 c¢m in size compared to the
previous examination. He was again referred to the
Department of Urology for surgical excision and a biopsy
of the lymph node. Before sending the lymph nodes for
histopathological examination, swabs were taken from
the pathological content of the excised lymph nodes
for a direct microscopic examination and bacterial and
mycobacterial culture on the Lowenstein medium. The
microscopic examination of the acid-fast bacilli smear
was negative, and the cultures revealed no growth. The
histopathological exam from the lymph node showed focal
replacement of follicular architecture through confluent
giant epithelioid granulomas with central caseating necrosis.
All sections stained with the specific histochemical
techniques (PAS, Giemsa, Grocott, Zichl-Nielsen) have
not isolated bacilli, fungi and parasites. The granuloma-
tous lesions with a confluence of tuberculous follicles and
caseous necrosis (Figures 6 and 7) were very suggestive
of tuberculous lymphadenitis.

The Grocott (Figure 8) and Ziehl-Neelsen (Figure 9)
stainings highlighted the caseous necrosis in granuloma-
tous lesions of the lymph node.

The Goldner—Szekely (GS) trichromic staining showed
the presence of some extended hemorrhagic and necrosis
foci, diffusely disseminated in the cavernous body
structure, outside or inside the tuberculous granulomas
(Figure 10). These extended hemorrhagic areas are due to
the structure alteration of blood vessels in the cavernous
bodies by the tuberculous infection.

Figure 3 — Necrotizing granulomas in the dermis;
ulceration of the epidermis. HE staining, x100.

Figure 4 — Confluent necrotizing granulomas in dermis,
detail of the previous figure. HE staining, %200.
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and epithelioid cells. Aspects of vasculitis (arrow). HE
staining, x400.
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Figure 7 — Detail of the previo

lesion, negative for Mycobacterium tuberculosis. Ziehl—
Neelsen staining, x400.

For the positive and differential diagnosis, from the
histological material included in paraffin, there were
performed serial sections in the microtome, placed on
poly-L-Lysine blades and prepared for immunohisto-
chemistry studies. Thus, there was identified the presence

Figure 6 — Caseous necrosis and granulomatous lesions
in lymph node. HE staining, x100.

Figure 10 — Extended areas of hemorrhage and necrosis,
diffusely disseminated in the structure of cavernous
bodies. GS trichromic staining, X200.

and distribution of macrophages, using the CD68 antibody
(Clone KP1, 1/200, Dako), of T-lymphocytes by using
the CD3 antibody (Clone F7.2.38, 1/100 Dako) and of
B-lymphocytes by using the CD20 antibody (Clone L.26,
1/100, Dako).
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Of the three types of inflammatory cells, the most
numerous were the macrophages. They were highlighted
both in the tuberculous nodules and in the necrosis and
hemorrhage areas (Figure 11). Intensely positive to CD68
were also the multinuclear giant cells (the Langhans cells)
(Figure 12), as well as the epithelioid cells demarcating
the tuberculous granulomas.

The T-lymphocytes appeared disseminated in the entire
tuberculous granuloma structure (Figure 13), and also in
the surrounding areas, while the B-lymphocytes were
identified at the granuloma periphery, being almost absent
from its structure (Figure 14).

The paradoxical reaction, like the growth of the lymph

nistering a specific antituberculosis treatment, is explained
by the latent evolution of peripheral adenopathy in
tuberculosis, knowing that the initiation of the specific
therapy does not stop the evolution of the already
affected lymph nodes — it only stops the spreading of the
infection to the other groups. For this reason, the pulmo-
nologist concluded that the patient did not need a re-
initiation of the ATT (anti-tuberculosis therapy), taking
into account that the smear and the culture on Léwenstein
medium from the excised lymph node were negative,
with the exclusion of the relapse of the disease. In the
reevaluation period up until present day, the patient’s
general state has been very good.

nodule in the cavernous bodies, where we may observe
an intense reaction to the CD68 antibody, showing the
presence of a high number of macrophage cells. Anti-
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Figure 13 — T-lymphocytes relatively homogeneously
disseminated in the tuberculous granuloma structure.

Anti-CD3 antibody immunostaining, x100.

& Discussion

Common sites for primary inoculation of tuberculosis
are the face and other exposed cutaneous areas after ritual
circumcision, tattooing, ear piercing, etc. [5, 6]. Acute
primary gingivitis can occur after ingestion of contami-
nated milk with M. bovis. Lewis found 89 cases of
primary penile tuberculosis in 1949. Of them, 74 cases

Figure 12 — Multinuclear giant cells (Langhans cells),
with an intensely positive cytoplasmic reaction to CD68
antibody (detail from the previous image). Anti-CD68
antibody immunostaining, x200.

tuberculous granuloma periphery. Anti-CD20 antibody
immunostaining, x100.

were a result of circumcision, 12 of coitus, two of oral
sex, one of wearing infected clothing [7-9]. Since 1992,
several cases of tuberculous balanitis and penile ulcers
have been described as rare complications of an intra-
vesical instillation of BCG (bacillus Calmette—Guérin) [10].

In our case, the transmission pathway remains unclear,
but oral sex with an infected non-declared, BK (bacillus
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Koch) positive partner could be possible. In the patient’s
declared sexual partner, the chest X-ray did not show
any pathological findings, the IDR (intradermal reaction)
to PPD (purified protein derivative) was negative, the
gynecological exam was normal and negative urine of
Lowenstein cultures. In this situation, other possible
ways of transmission could be oral sex with an undeclared
partner with active lung tuberculosis or wearing infected
clothes [11, 12].

Presented with this clinical picture of penile ulceration,
we had to rule out several conditions. Firstly, syphilitic
chancre, characterized as a firm painless ulceration, sharply
demarcated with spontaneous healing in 4—6 weeks was
ruled out [13]; in some cases of syphilitic chancre, the
infection with other bacterial agents could explain the
rapid evolution, but this requires syphilis serology to be
positive and the histopathological aspect specific to
vasculitis and inflammatory infiltrate rich in lymphocytes
and plasma cells. Chancroid has a painful, fibrin-covered
ulceration with undetermined and non-indurated borders
associating fixed suppurative adenopathy. In lympho-
granuloma venerum, self-limited genital ulcers, followed
by painful inguinal lymphadenopathy, appear; genital
herpes is usually recurrent, with a short evolution (days)
of painful erythematous recurrent vesicular lesions that
sometimes ulcerate. Another possible disease was pyo-
derma gangrenosum, characterized by a rapidly growing
ulceration with undermined violaceous margins. In carci-
noma of the penis, the ulceration is long lasting, indurated,
and more often affects elderly patients. Most of these
conditions have clinical and serological characteristic
features, which were not seen in our situation.

The histopathological aspect of granulomas with
necrosis can be found in many granulomatous disorders,
such as Wegener granulomatosis (granulomas with necrosis,
infarction), Churg—Strauss granulomatosis (granulomas,
necrosis) or sarcoidosis (granulomas without necrosis).
Among these, only tuberculosis developed granulomas
with caseous necrosis [14].

A paradoxical reaction after an effective anti-tuber-
culous treatment is a well-known phenomenon described
since 1955, and is defined as the clinical or radiological
worsening of pre-existing lesions or development of new
lesions, without relapse of the disease, in a patient whose
condition had initially improved with tuberculostatic
therapy. In such cases, ruling out drug resistance, poor
compliance or secondary infection is crucial [15]. In our
case, the negative acid-fast bacilli smear and negative
culture from the lymph nodes confirmed that there was
no need for another anti-tuberculous treatment scheme.

On the other hand, the superinfection of the specific
ulceration with Escherichia coli and Staphylococcus in
our case could have been a factor to negatively influence
the local aspects and evolution of the TB chancre.

Among case particularities, we count: young age; the
penial localization of the lesion; negative HIV serology;
the absence of an immunocompromised status; the asso-
ciation of tuberculous adenopathy with the growth of
lymph nodes in the first six months of anti-tuberculous
treatment and the paradoxical reaction following effective
therapy. The diagnosis of tuberculous adenopathy was
made with the help of a histopathological exam of the

lymph node. In spite of the anamnestic and laboratory
information, we could not establish the transmission
pathway in our case. Cutaneous tuberculosis is one of
the differential diagnoses in the case of genital cutaneous
ulcerations.

The extrapulmonary tuberculous lesions are quite
difficult to be diagnosed clinically [17—19]. There is
estimated that extrapulmonary lesions might represent
about 15-20% of the total of tuberculous lesions [17].
Tuberculosis localized in the genitourinary tract represents
only 2-4% of the total of tuberculous lesions [20].
However, the lesions may affect any structure of the
urinary or genital tract. Most often, genital tuberculosis is
associated with the presence of other severe conditions,
among which the human immunodeficiency virus ranks
the first place [21].

In our case, the histopathological and immunohisto-
chemical examinations were essential for the positive and
differential diagnosis. The presence of necrosis areas,
associated with a high number of epithelioid cells and
Langhans cells, allowed the establishment of the positive
diagnosis and treatment. The immunohistochemical exa-
minations showed that, in the tuberculous granuloma
structure, the main cellular population was represented
by macrophages, cells that take various morphological
aspects during the local defense reaction. Sometimes, in
tuberculosis the histopathological examination as well is
difficult to explain, the lesions might be confused with the
ones in sarcoidosis, syphilis, syphilis, Crohn’s disease,
rheumatoid arthritis, etc. [22]. Due to these reasons, we
consider that, alongside the clinical and paraclinical exa-
minations, the monitoring the lesion evolution under
treatment is essential for a positive diagnosis, especially
in the unspecific forms of extrapulmonary tuberculosis.

& Conclusions

Among the many clinical forms of cutaneous tuber-
culosis, we had the chance to meet the rarest one, the
tuberculous chancre. In general, a chancre starts out as a
papule or a nodule that will eventually ulcerate in two to
three weeks to form an irregular, non-healing ulcer with
a granulomatous base. Painless regional lymphadenopathy
is evident at 3—8 weeks, producing a lympho-cutaneous
clinical picture analogous to the Ghon’s complex (reaction
at the site of inoculation and affected regional lymph
nodes). The phenomenon of a paradoxical enlargement of
lymph nodes after a treatment is very common among
patients with extra-pulmonary tuberculosis or those who
are HIV positive. This paradoxical reaction, characterized
by lymph node enlargement six months after the admi-
nistration of effective anti-tuberculous treatment, needed
no further therapy, as the negative smear and culture from
the excised lymph node has excluded a relapse of the
disease.
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