DOI: http://dx.doi.org/10.3315/jdcr.2014.1172

Journal of Dermatological Case Reports

Enlarged, painful cervical and axillary lymph nodes in chronic

paracoccidioidomycosis

Débora Braga de Pinhol, Thais da Costa Neves!, Livia Ribeiro Célem!, Leonardo Quintella?,

Rosangela Rodrigues!, Marcia Ramos-e-Silval

1. Sector of Dermatology, University Hospital and School of Medicine, Federal University of Rio de Janeiro, Rio de

Janeiro, Brazil;

2. Sector of Pathology, University Hospital and School of Medicine, Federal University of Rio de Janeiro, Rio de

Janeiro, Brazil.

Corresponding author:
Marcia Ramos-e-Silva, MD, PhD

Abstract

Background: Paracoccidioidomycosis is an important medical and social problem
mainly in rural areas of Brazil, because of the high incidence of the diseases, its long
clinical evolution, frequent recurrences and sequels leading to anatomical and func-
tional incapacities.
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Main observation: We present a 73-year-old patient with paracoccidioidomycosis
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showing significant lymph node manifestations, which are only common in children
and teenagers.

Conclusions: Paracoccidioidomycosis may have a long incubation period, and it can
be diagnosed outside of the endemic regions, where it was acquired. Thus, all der-
matologists should maintain a high index of suspicion, especially in unusual cases of
extensive lymph node enlargement in the elderly patients. () Dermatol Case Rep.
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Introduction

Paracoccidioidomycosis is a systemic mycosis endemic
in Latin America caused by the fungus Paracoccidioides bra-
siliensis.™ It is estimated that 80% of the cases occur in Bra-
zil.> The main form of contamination is by inhalation, which
leads to a transitory pulmonary infection that can progress
to the acute form, or, more frequently, reactivate later to
the chronic form of the disease.’ Due to its endemicity in
Brazil and frequent involvement of skin and mucosa, besi-
des other organs in the chronic phase of the disease, it is
vital that the dermatologist be aware for its diagnosis, aiming
at early treatment and prevention of sequels.

Case report

A male patient, 73-years-old, born in the state of Para,
north of Brazil, with a history of farm labor for several years,

developed 8 months before painful cervical and axillary lym-
phadenomegalies, which fistulized, besides an ulcerated le-
sion on the mentum and non-measured weight loss. The
patient denied other symptoms and also denied smoking
or drinking alcoholic beverages. At examination he presen-
ted linear ulcer of approximately 10 cm with irregular bor-
ders, granular and clean surface in the right cervical region
(Fig. 1), two rounded ulcers of 1.5 cm in diameter, raised
borders and clean surface, with one in the back cervical re-
gion (Fig. 2) and the other in the left axilla (Fig. 3). He also
had an ulcerative-vegetative lesion of 1.5 cm on the right
side of the mentum (Fig. 4), besides increased and painful
lymph nodes in the cervical and axillary chains (Fig. 5). The
lab tests presented blood cell count, liver enzymes and
biochemistry without alterations and blood sedimentation
rate of 37 mm. Direct mycological examination of the men-
tonian lesion showed yeast-like cells with multiple gemu-
lation and refringent double membrane; fungi culture was
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positive for Paracoccidioides brasiliensis and histopathology
(Figs. 6 to 8) evidenced chronic diffuse granulomatous der-
matitis, which with silver impregnation revealed numerous
rounded fungi structures with multiple budding, typical of
P. brasiliensis (Fig. 9).

Figure 1

Linear ulcer of approximately 10 cm with regular borders,
granular and clean surface, in the right cervical region.

He was treated with sulfamethoxazole/trimethoprim at
400/80 mg/day, in the dosage of three tablets every 12 hours
with good response. This medication had to be withdrawn
because a probable interstitial nephritis caused by sulpho-
namide and it was changed to itraconazole at 200 mg/day
with follow up every 6 months.

The otorhinolaryngologic examination did not reveal le-
sions in the mucosa. Despite asymptomatic clinical presen-
tation from the respiratory point of view, the X-ray and CT
scan of the thorax suggested lung involvement by the dise-
ase. Tuberculin test was negative and P. brasiliensis was not
demonstrated in induced sputum. Endocrinologic evaluation
excluded adrenal insufficiency.

Figure 3

Round ulcer of 1.5 cm, with raised border and clean surface
in the left axilla region.

Figure 2

Round ulcer of 1.5 cm, with raised border and clean surface
in the left back cervical region.

Figure 4

Ulcerative-vegetative lesion of 1.5 cm on right mentum, where
biopsy was performed.
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Figure 7
Abscesses and giant cells. (H&E, 100X).

Figure 5

Weight loss, submentonian and submandibular lymphadeno-
megalies at the left.

Figure 8

Giant cell containing three fungal cells in the midst of squ-
amous epithelium (H&E, 400X).

Figure 6 Figure 9

Squamous pseudo-epitheliomatous hyperplasia, abscesses Giant cell containing rounded fungal structures with multiple
and giant cells (H&E, 40X). budding of several sizes and directions (Grocott, 1000X).

J Dermatol Case Rep 2014 2, pp 50-54




Paracoccidioidomycosis, de Pinho et al.

Discussion

Paracoccidioidomycosis, caused by Paracoccidioides bra-
siliensis, a thermodimorph fungus, is the most prevalent sys-
temic mycosis in Brazil.

Since it is not a disease of mandatory notification, there
is no data regarding its incidence and prevalence in the co-
untry. An incidence of 1 to 3 new cases per 100,000 inha-
bitants per year is estimated, and, in general, it affects indi-
viduals that have or had contact with rural environments.?

Inhalation of conidia is the main contamination form by
humans, which usually occurs in the first two life deca-
des.’*34 The paracoccidioidomycosis-infection corresponds
to patients with reactivity in cutaneous test for paracoccio-
idin or other antigens of the fungus and it is believed that
50% of the inhabitants of endemic regions were already
exposed to the fungus.® Only a small portion of those indi-
viduals develop paracoccidioidomycosis-disease which may
present in two forms: 1. Acute/sub-acute form (juvenile ty-
pe) — which occurs in children and adolescents, with equ-
al distribution between both sexes. It is characteristic espe-
cially for compromising the reticuloendothelial system, en-
tailing enlargement of lymph nodes, hepatosplenomegaly,
osteoarticular and cutaneous lesions; and 2. Chronic form
(adult type) — which is the most common form with over
90% of the cases,? of slow evolution, and prevailing in ma-
les in age ranging from 30 to 60 years. Clinical manifesta-
tions are varied, and can occur as a single focus, when com-
promising only a single organ or system, with the lung be-
ing the most affected organ, or multifocal with several sys-
tems affected, in most cases lungs, skin and mucous mem-
branes, but also lymph nodes, adrenals, nervous system and
others. The cutaneous lesions are polymorphic® and oral le-
sions occur in over 50% of cases, usually by contamination
of the oral mucosa by pulmonary secretions. In cases of mu-
cocutaneous involvement of the mouth and face there is fre-
quent association with cervical and submandibular lympha-
denopathy, and lymph nodes may become fistulized.®

In Brazil, paracoccidioidomycosis is the main infectious
cause of Addison’s disease.” Some authors call attention®%?
to the importance of the evaluation of adrenals, since non-
diagnosed cases of their insufficiency may result in death.

Due to the possibility of varied clinical manifestations, the
differential diagnosis will depend on the presentation of the
disease; the reported case had cutaneous lesion with inten-
se fistulized lymph adenomegalies, and absence of oropha-
ryngeal lesions and respiratory symptoms, common in the
chronic phase. Ganglionar tuberculosis, histoplasmosis and
lymphoma were important differential diagnoses, with tu-
berculosis frequently appearing in association with paracoc-
cidioidomycosis.

Proof of diagnosis consists in identification of the fungus
by histopathologic examination, direct mycological exami-
nation and/or culture. Serologies help to confirm the dia-
gnosis and are relevant for the follow-up and after treatment.
Several techniques are used, with immunodiffusion the most
relevant.! At direct mycological examination, Paracoccidio-
ides brasiliensis is observed in its yeast form as a rounded
structure, with a double contour and thick wall, isolated or in

small aggregations, presenting a single or multiple budding
with the aspect of a "pilot wheel". Those fungal structures
can also be visualized at histopathologic examination. Im-
pregnation by silver and the use of periodic acid-Schiff sta-
in help to demonstrate the organisms.

Colony microscopy varies with the temperature in which
the culture is maintained. At 37°C, yeast colonies are easi-
ly distinguishable by their cerebrifom aspect and cream co-
lor. At temperatures near 20 to 25°C, there is a growth of
the colony of mycelia of cotton-like aspect; under the mi-
croscope, there are fine septated hyphae with terminal and
interspersed clamidospores.*

Comorbidities are frequent in patients with paracoccidio-
idomycosis. Among the infectious comorbidities, tubercu-
losis is present in 5 to 10% of cases® and should always be
investigated. Parasitoses, such as strongyloidiasis, are also
common.? Tobacco and alcohol addiction are frequently as-
sociated and some authors observed that the intensity of
smoking may have a relation with the age of disease onset.

Several antifungals may be used in the treatment, among
which sulfamidics (sulfadiazine, sulfamethoxazole/trimetho-
prim association), amphotericin B and azole derivatives (ke-
toconazole, fluconazole, itraconazole). New therapeutical
options are being studied and there is a report case of go-
od response with the use of terbinafine."” Therapeutical
schemes and duration of treatment vary according to the di-
sease severity. In mild to moderate forms, the most frequ-
ently used medications are oral sulfamethoxazole/trimetho-
prim and itraconazole. In more severe cases the indications
are for amphotericin B or venous sulfamethoxazole/trime-
thoprim, until disappearance of clinical signs is reached, fol-
lowed by oral antifungal therapy. Immunotherapy with vac-
cines containing fungus’ antigens, in the attempt to stimu-
late the immune response, has been studied as a proposal
of adjuvant therapy.® The time for the treatment and fol-
low-up are long, requiring great adhesion by the patient in
attendance to the consultations and performance of exami-
nations. To infer the cure, clinical, radiologic and serologi-
cal criteria are used, however there are cases of recurrence.?

Conclusion

The great number of cases, long clinical evolution, frequ-
ent recurrence and disability due to anatomic and functio-
nal sequels make paracoccidioidomycosis an important me-
dical and social problem. Even unusual cases, as the one
presented, since extensive lymph node enlargement is not
frequent in the elderly as it is in children and adolescents,
must be promptly recognized so the correct therapy can be
prescribed avoiding these important sequels.

References

1. Ramos-e-Silva M, Saraiva Ldo E. Paracoccidioidomycosis.
Dermatol Clin. 2008; 26: 257-269. PMID: 18346557.

2. Marques SA. Paracoccidioidomycosis: epidemiological, cli-
nical, diagnostic and treatment up-dating. An Bras Derma-
tol. 2013; 88: 700-711. PMID: 24173174.

J Dermatol Case Rep 2014 2, pp 50-54



Paracoccidioidomycosis, de Pinho et al.

Shikanai-Yasuda MA, Telles Filho Fde Q, Mendes RP, Colom-
bo AL, Moretti ML. Consenso em Paracoccidioidomicose. Rev
Soc Bras Med Trop. 2006; 39: 297-310. PMID: 16906260.

Lacaz CS, Porto E, Martins JEC. Paracoccidioidomicose. In:
Tratado de Micologia Médica. (Lacaz CS, Porto E, Martins
JEC, eds), Sdo Paulo: Sarvier. 2002; 639-729.

Body BA. Cutaneous manifestations of systemic mycoses.
Dermatol Clin. 1996; 14: 125-135. PMID: 8821165.

Ameen M, Talhari C, Talhari S. Advances in paracoccidioido-
mycosis. Clin Exp Dermatol. 2010; 35: 576-580. PMID:
19874328.

Do Valle AC, Guimaraes MR, Cuba ], Wanke B, Tendrich M.
Recovery of adrenal function after treatment of paracocci-
dioidomycosis. Am | Trop Med Hyg. 1993; 48: 626-629.
PMID: 8390794.

10.

11.

Valle ACF, Wanke B, Wanke NCF, Peixoto TC, Perez M. Tra-
tamento da paracoccidioidomicose: estudo retrospectivo de
500 casos. An Bras Dermatol. 1992; 67: 251-254.

Cermeiio-V. ]J, Cermeiio JR, Cova-V NM, Pérez GM. Funcion
adrenocortical em pacientes com micosis sistémica. Invest
Clin. 2007; 48: 341-348. PMID: 17853793.

dos Santos WA, da Silva BM, Passos ED, Zandonade E, Fa-
Iqueto A. Associacdo entre tabagismo e paracoccidioidomi-
cose: um estudo de caso-controle no Estado do Espirito
Santo, Brasil. Cad Saude Publica. 2003; 19: 245-253. PMID:
12700804.

Ollague JM, de Zurita AM, Calero G. Paracoccidioidomyco-
sis (South American blastomycosis) successfully treated
with terbinafine: first case report. Br /] Dermatol. 2000; 143:
188-191. PMID: 10886159.

J Dermatol Case Rep 2014 2, pp 50-54






