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Acute Disseminated Paracoccidioidomycosis in a 3 Year-Old Child
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Clinical casesinvolving paracoccidioidomycosisin children, diagnosed in Mato Grosso Sate, in the central western
region of Brazil, arerare despite the state being classified with a moderate to high incidence. We describe a clinical
case of infant acute disseminated Paracoccidioidomycosis in Mato Grosso Sate, Brazil, highlighting the impor-
tance of early differential diagnosisfrom other severe pathologies, thus contributing to the survival of compromised
patients. A 3 year-old male child, weighing 12.8 Kg, originating from Vila Rica, MT, Brazil. The patient presented
intermittent 40°C fever evolving over 40 days, dry cough and painless bilateral cervical adenomegaly, showing no
signs of inflammation. Thiswas associated with diarrhea, distension and important abdominal pain and weight loss.
Diagnosis was achieved by visualization of Paracoccidioides brasiliensis yeasts in a direct mycological exam and
posterior fungus isolation in culture medium. The patient evolved presenting good clinical response to antifungal
treatment and progressive reduction of abdominal and cervical ganglions. To improvethe prognosis of compromised
patients it is essential that professionals realize a full clinical-laboratorial evaluation, including differential
diagnoses for other severe pathologies, as early as possible. The degree and intensity of paracoccidioidomycosis
compromise are determining factors for defining the most efficient treatment.
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The thermodimorphic fungus Paracoccidioidesbrasiliensis
istheetiologica agent for paracoccidioidomycoss(PCM), ahuman
systemic disease restricted to Latin America, with endemic areas
found from Argentinato Central America, and congtitutes one of
the most important mycoses in this region [1]. Brazil possesses
important endemic areas of this disease, which is considered a
public health issue in the country, especialy concerning rural
workers, with highly deficient access to and support from the
hedlth services network, which favors delayed diagnosis[2,3].

Mato Grosso is a state in the central western region of
Brazil that presentsasignificant and growing number of PCM
cases, as observed in clinical epidemiological surveys [4].
Over the last few decades, notable alterations have been
observed in PCM frequency, the demographic characteristics
of the population affected and in its geographical distribution.
Although not all the causes of these alterations are known, it
is assumed that increased urbanization and diagnostic
improvements should be highlighted as major contributing
factors. Environmental factors resulting from the opening of
new agricultural frontiers, involving the logging of forests,
principally in the central western and northern regions,
especially affecting theAmazon forest, have also contributed
to the current panorama of thismycosis|[2].

PCM isacquired by theinhalation of propagules from the
mycelia phase of the fungus, which initially develop in the
respiratory airways and can disseminate by hematogenic and/
or lympheatic viasto other organsinthe organism. Many infected
individuals develop asymptomatic pulmonary infection and
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only some patients present clinical manifestations that are
classified as acute, subacute or chronic[5].

Themost frequent clinical presentation of PCM isthechronic
form, involving pulmonary compromise; theacuteform occursin
only 3% to 5% of cases and presents as a lymphoproliferative
syndromeinvolving fever with severeevol ution, which hasbeen
diagnosed in children and adolescents. In this form, a low
differentia exists between the proportion of malesand females,
compared to reports of the chronic mycosisform, where greater
prevalence is observed among males. PCM remains relatively
unknown among pediatricians and general clinicians and is
considered arare pathology ininfancy, afact that contributesto
itsdelayed diagnosis, treatment and impaired prognosis[5-§].

TheJdlioMuller University Hospital (Hospital Universitario
Julio Muller, HUJM) and the Investigation Laboratory of the
Faculty of Medical Sciences at the Federal University of Mato
Grosso (UFMT), located in the state capital, act in concert as
reference servicesin the state regarding the clinical-laboratorial
diagnosis and treatment of PCM and are responsible for cases
both within the state and in the city of Cuiabd, aswell asaiding
neighboring states. The study objective wasto present acase of
theacute (infant) form of PCM, describing theclinical aspectsof
its presentation, evolution and treatment.

CaseReport
Patient

When first attended, MHCS was a 3 year-old male child,
weighing 12.8 Kg, bornandraisedinVilaRica, MT, Brazil.

HDA

The patient presented history of intermittent 40°C fever
that evolved over 40 days, dry cough and painless bilateral
cervical adenomegaly, showing no signs of inflammation.
Treated for pneumoniawith amoxicillinfor 14 days, hisclinica
condition worsened, presenting dyspnea followed by
cyanosis. He was then transferred to an ITU in Cuiaba
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presenting respiratory failure, where heremained for 15 days,
followed by a further 45 days in the infirmary. After being
discharged he relapsed, presenting fever episodes and
increased cervical adenomegaly and was readmitted to the
oncology unit following suspicion of lymphoma. After being
submitted to cervical ganglion biopsy, this hypothesis was
discarded. Following associations with diarrhea, distension
and important abdominal pain and weight loss, he was
eventually referred to our servicefor diagnostic clarification.

Physical Exam

He presented visible weight loss, weighing only 13 Kg,
with diminished panniculus adiposus, principally inthe limbs,
pale cutaneous mucosa of 2+/4, and was anicteric, exhausted
and prostrate. L eft and right anterior cervical adenomegaly were
present, the largest measuring 5 cm in diameter, with no signs
of inflammation or fistulae, of elastic consistency that were
mobileand painless. Axillary and inguinal nodesof 0.5to 1cm
were present. His abdomen was rounded, tense and painful to
palpation. The liver presented 4 cm from theright costal edge,
with blunt edges, fibroelastic and without nodules and
hepatometry measured 10 cm. A mass of imprecise limits and
firm consi stency wasfound inthemesogastric region, projecting
totheleft, confounding thelimits of the spleen. Traube's space
wasoccupied. Theleftiliac fossawasfilled by ahardened mass
presenting anirregular outline. No adterationswerefound during
examination of theremaining organs.

Laboratoria and Complementary Exams

A diagnostic punction of thelargest cervica nodewasredized,
inwhichthepresence of alargenumber of yeast form cellstypical
of P. brasiliensiswere observed. L ater, thefunguswasgrownin
culture medium. An ultrasound exam of the abdomen reveded
large adenomegaly of the hepatic hilum, paraaortic and peritoneal
nodes. Exams revealed discrete hepatomegaly; hemogram
presenting moderated hypochromic microcytic anemia and
thrombocytosis (819,000 cells/mms), leukocytosis (19,000 cells/
mm3) with neutrophilia(75%), relative lymphopenia (15%) and
monocytosis (6%); norma kidney and liver function; discrete
hypoabuminemia(3.2g/dL); globulinemia(3.2g/dL); and normd
LDH and C-reactiveproteinlevels.

Evolution

Treatment withamphotericin B (0.8 mg/kg/day) and prednisone
(0.5 mg/kg/day) wasinitiated. Fever remission occurred onday 3
of treatment, with discrete improvement in the boy’s generd
condition. Onday 9 of admittance, hecomplained of thoracic pain,
without fever. Pneumonia with pleura effusion was diagnosed
and trestment with cefepime was initiated. Thorax drainage was
redlized by drain placement. Examination of the pleurd fluid was
characterigtic of exudate (Figure 1). Nofurther bacteria growthin
pleura fluid culture or hemoculture was observed.

The patient evolved, presenting good clinical responseto
the antibiotic treatment and progressive reduction of the
abdominal and cervical nodes. The spleen and liver were

palpable 4 cm from theleft and right costal edges, respectively.
Treatment with amphotericin B was continued for 28 days
and prednisone for 12 days. The patient was discharged on
day 30 of admittance and prescribed itraconazole (100 mg/
day) and ferrous sulfate. Throughout the entire treatment he
presented no signs of renal toxicity due to the amphotericin
B, asconfirmed by the stable kidney function tests. Outpatient
follow-up occurred two months after discharge and the correct
use of itraconazol e, the patient weighed 15.8 kg and presented
completeregression of hepatosplenomegaly and cervical and
abdominal adenomegaly. The follow-up treatment proposed
was a further two months of itraconazole, followed by two
years of sulfamethoxazole-trimethoprim.

The caserefersto amaleinfant, born and resident in Vila
Rica, a municipality located in western Mato Grosso State,
close to the border with Bolivia. The initial clinical
manifestations showed painless bilateral cervical
adenomegaly, showing no signs of inflammation, intermittent
fever upto40°C and frequent dry cough. TheVilaRicamedical
service used amoxicillin and penicillin for 20 days, believing
that the symptomsindicated pneumonia. The child’sclinical
status worsened, evolving to intense dyspnea followed by
cyanosis. The patient was then referred to the Santa Casa de
Misericérdia in Cuiaba, where he was treated and after 50
days admittance, was discharged. The patient returned home
to the countryside; however he presented further fever
episodes, followed by diarrhea and intense abdominal pain.
Suspicion of neoplasiawas hypothesized and the patient was
referred to the Mato Grosso Cancer Hospital (Hospital do
Céancer de Mato Grosso, HCMT), where a biopsy was
performed on the left cervical node chain; however, no
neoplasic aterations were detected. Finaly referred to our
service, mycosis diagnosis was easily obtained by direct
examination and in vitro isolation of the fungus using node
aspirate. When the paracoccidioidomycosis diagnosis was
finally determined, antifungal therapy was instituted. An
interesting fact in the unfolding story was the appearance of
nosocomial pneumonia, confirmed after thoracocentesis
drainage and treated using 50 mg of cefepime every 8 h,
extravenous injection, for 6 days, which permitted the
regression of the disease. The antifungal therapy presented
satisfactory resultsthat stabilized the child’sclinical condition
and significant improvement in the abdominal lymph nodes
was demonstrated by ultrasound, |eading to patient discharge.
The patient continued under the follow-up treatment
prescribed, 100mg/day of itraconazole, and subsequent
consultations demonstrated recovery and visceromegaly
regression. The Mato Grosso State reference service at the
HUJM managed to institute an efficient therapy that permitted
regression of thelymph nodes and improvement of theclinical
condition. This presentation illustrates the presence of PCM
cases presenting theinfant acuteclinical formin Mato Grosso,
especialy in citiesthat arein full agricultural development,
which consequently involves extensive areas of logged forest
and soils plowed in preparation for plantation [8].
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Figure 1. Cultureindicating paracoccidioidomycosispositive.
A) Gram; B) Giemsa; C) KOH 20% with glyceral.

Discussion

Mato Grosso State is strongly agrobusiness oriented and is
located in aregion endemic for PCM. The acute form of PCM,
prevalent in infancy, isimportant for indicating probable PCM
reserve areas, since children are active in limited areas and
families tend not to migrate frequently; thus determining
probable areas where the infection was acquired [6, 9]. The
childwasbornand raised in arural areaof VilaRicaand had
never traveled to other locations, according to his mother’s
report; afact that could be indicative of the presence of the
fungus in this municipality in some specific niche. Factors
that probably contributed to hisinfection wereresidency in
arural areacloseto forests; exposureto logging of extensive
forest areas, especially for agricultural purposes; low
immunity and/or chronic mal nutrition commonto childrenin
these populations, who are exposed to the difficulties of
subsistence living in such regions [8].

The primary paracoccidioidic complex in children was
first described in 1992 [10], however, in this caseit was not
possibleto detect these findings, possibly because the patient
had presented pulmonary symptoms and, for this reason,
received treatment for pneumonia.

Laboratorial data concerning leukocytosis (19,000 cells/
mm3) were similar to those described by Nogueiraet al. (2006)
[11] who analyzed laboratorial datafrom 38 children presenting
PCM and found val ues between 4,400 and 36,000 cell/mm?.

Colombo et al. [12] described icterus as an initial PCM
manifestation in children; whereas Paniago et al. [13],
described the following symptoms as more prevalent in the
acute from: lymphadenopathy (95.4%), hepatomegaly (40%)
and splenomegaly (23.1%). All these symptomswere present
in the case reported here.

In synthesis, an accurate clinical-laboratoria diagnosis
must be realized as early as possible. This action permitsthe
institution of adequate therapeutic management; thusleading
toanincreasein patient survival. Clinical signsand symptoms
should be clearly investigated, and resolved using classic
manifestations (pneumonias, neoplasias); moreover, this

should include the exclusion of serious and less common
diseases, such as PCM in children.
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