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Infectious complications following heart transplan-
tation are an important cause of morbidity and mortality.
Generally, bacterial infections are predominant,; however,
fungal infections can be responsible for up to 25% of in-
fectious events.

We report the case of a patient who presented with
histoplasmosis as an infectious complication five years
after heart transplantation due to a chagasic cardiopathy.
This association has rarely been reported in the interna-
tional literature.

I nfectiouseventscongtitute animportant cause of mor-
bidity and mortality following heart transplantation, being
responsiblefor 17%to 40% of deaths*>.

Usually, a predominance of bacterial infections
exists, with peak incidenceinthefirst month. Thelungsare
the main site of attack, and lung infections the predo-
minant type of hospital infections. After the 6" month
posttransplantation, with the reduction in immune-de-
pression intensity, the predominant out of hospital infec-
tionsare similar to those observed inimmune-competent
persons.

Intheliterature, reported fungal infectionsin patients
who undergo heart transplantation ranges between 10%
and 25% 4, with the peak incidencein thefirst and second
months, although some infections may occur after the 6"
month. Deep mycosisis usually associated with greater
mortality 3.

Theoccurrenceof histoplasmosisin patientswho un-
dergo heart transplantationisrare, with few reports publi-
shedintheliterature. Our purposeisto report such aunique
association.
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Case Report

Thepatientisa37-year-old Caucasian maletransplan-
ted five years ago due to achagasic cardiopathy. Heisun-
der ambulatory follow-up at the Congestive Heart Failure
and Heart Transplantation Unit of the I nstituto do Coragéo
(InCor), andistaking 200mg/day of cyclosporin, 50mg/day
of azathioprine, 5Smg/day of prednisone, and 90mg/day of
diltiazem. Approximately onemonthesrlier, thepatient expe-
rienced sporadic, uncontrolled fever, associated withinten-
seholocranium headache, diffusemyalgia, and adeclinein
generd gtatus. L aboratory examinationsconducted during the
patient’ sfirst appointment showed: leukocytes 3,400/mm?3
(18% band forms and 58% segmented) and low platel ets
(126,000/mmé). Empiricd therapy wasinitiated with 500mg of
ciprofloxacinevery 12 h, for 10 days; azathioprinewasdis-
continued and ambulatory re-eval uation was scheduled.
After the use of the antimicrobial, the patient reported an
improvement in fever; however, hementioned that he had
experienced theonset of coughing withwhitesputum, aloss
of 4kg of weight in onemonth, and avesicular eruption on
thelower lip. During arouti nefollow-up examination of the
transplanted patient, amild diffuse hyperconcentrationin
the pulmonary fieldsand afocal hypercaptation areaof a
moderate degree ontheleft supraclavicular regionwasre-
vealedinthecardiac scintigraphy withgallium 67, wherethe
presence of lymphatic ganglionwasinvestigated. Thestu-
dy for an active cardiac inflammatory processwasnegative
(figurel).

Becausethe patient remained febrile, with low leuko-
cytes(2,700/mn) and platel ets(113,000/mm?) and withle-
sionsonthelower lip, we choseto admit the patient to in-
vegtigate the cause of thefever.

The physical examination on admission revealed the
following: the patient was hydrated, and eupneic; hisblood
pressurewas 130/90mmHg, and hisheart ratewas 120bpm.
Examinationof theoral cavity reveded gumhypertrophy, in
addition tothe presence of hematic cicatricial lesionsonthe
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Fig. 1 - Scintigraphy with gallium revealing a diffuse hyperconcentration of the
tracer inthe pulmonary fieldsand amoderate degree focal hypercollection areaonthe
left supraventricular region. An abnormal radioligand concentration in cardiac area
projection was not observed.

lower lip. No dterationswerenoted at theneurol ogical exa-
mination. The abdomen had mild splenomegaly. Cervical
pal pation showed ganglioninan anterior chain of approxi-
mately 1.5cm, el astic and attached to deep planes. During
hospitalization, the patient experienced two febrile peaks
(38.4°Cand38.8°C).

Fivepairsof blood cultureswere collected, which did
not reveal bacteria growth. Itisimportant to emphasizethat
the cultureswere followed for only five daysaccording to
the usual protocol, and were not examined for fungal
growth.

The thoracic radiography was normal. No bacterial
growthwasdiscoveredintheurineculture. Thoracictomo-
graphy wasperformed and did not reveal aterationsinthe
pulmonary parenchyma. Ultrasonography of theleft supra-
clavicular regionreveal ed three solid nodul es, hypoechoge-
nic and confluent, measuringupto 2.2cm(Fig. 2).

A biopsy of thecervical lymphonoduswasperformed,
revealing asinusoidal histiocytic reaction, withthenume-
rousrounded fungi of uniform size present, measuring 2.2
mmindiameter and histoplasmasp. morphology (Fig. 3). The
histochemistry study of bacteriaand BAAR werenegative.
Histological dides of thelymphonoduswere submitted to
immunehi stochemistry investigation with polyclonal and
monoclonal antibodies for T. cruzi, with negative results.
Theindirect xenodiagnosis was negative. A diagnosis of
histoplasmosis was then made, and therapy with ampho-
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Fig. 2- Ultrasonography of theleft supraventricular region revealing the presence of
confluent adenomegaly.

tericin B wasstarted. Ten daysafter the onset of treatment,
the patient showed significantimprovementin hisgenera
condition and appetite.

Discussion

Thesignsof infection after heart transpl antation areex-
tremely variableaccording tothecriteriaadopted; however,
infectionsarerespons blefor up to 40% of the deaths. Bac-
terial infectionsoccur most frequently, especially inthefirst
month after thetransplantation. Thefrequency of fungal in-
fectionsisalsovariable, athoughareductioninthenumber
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and severity of these events has been reported 4. Histoplas-
mosi sin patients who undergo heart transplantationisrare.
Uip et a.*reported in aseries of 100 patients-that 47 had
fungal infections, with just one single episode of histoplas-
MoSiS.

In the present patient, the differential diagnosiswas
performed to eiminatereactivation of Chagas' diseaseand
lymphoproliferativedisease.

Investigation of Chagas' diseasereactivationisof fun-
damental importance, becauseit can producegraft dysfunc-
tion and, dueto its systemic character, leadsto death>7. It
can simulaterejection and must bedifferentiated from other
infectious diseases. It may evolve asymptomatically and
produce nonspecific symptoms, such asadeclineingenera
condition, anorexia, anemia, icterus, long-termfever, liverin-
volvement, central nervoussystemimpairment, with heada-
ches and localized signals. T. cruzi may invade the bone
marrow and cause cytopenias. Cutaneous assault isalso
characteristic, with the presence of hard, painful subcuta-
neous nodes and the likely presence of phlogistic signs.
For the diagnosis of reactivation of 7. cruzi infection, the
parasite must be demonstrated. Xenodiagnosis may also
be efficiently used to demonstrate the parasite, where the
indirect method is preferred 8. In the present case, both
indirect xenodiagnosisand immunehistochemistry investi-
gation of 7. cruzi inthelymphonoduswere negetive, exclu-
ding thepossibility of Chagas' diseasereactivation.

A higher incidence of neoplasias occursin patients
who undergo heart transplantation, especially cutaneous
and lymphoproliferative neoplasias; thediagnosisis made
by abiopsy of thetumoral mass, detected by theclinical exa:
mination or imaging methods. Inthe present case, despite
the presence of lymphonodemegaly in the cervical chain,
theanatomo-pathol ogical examination of thelymphonodus
ruled out thepossibility of lymphoma.

Histoplasmosis occurs by inhal ation of fungi conidi-
um, which reach the alveolus and undergo phagocytosis,
initiating a process of multiplication inside the alveolar
macrophages. Throughthelymphatic passage, theparasi-
tesreach regional lymphonoduswherethey produceanew
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inflammatory focus, thusforming the primary pulmonary
and ganglionic complex. Inthisphase, the hematogenous
dissemination of thefungi may occur determining thefor-
mation of new focuses. After avariable period of 10-18
days, activation of cellularimmunity determinesanintense
inflammeatory reaction, withformation of granulomawithclot
necrosis, fibrotic encapsul ation and, eventually, calcifica
tion. Thisprimary infection, generally regressive, usually
OCCUrsinimmune-competent patients®.

Inimmune-compromised patients, the primary infec-
tion or there-infection may assumeaprogressivecharacter,
with variablesaverity from patient to patient, without forma-
tion of granuloma, solely withahistiocyticreaction, asinthe
present case.

InBrazil, numerousinquirieswith histoplasmin have
demonstrated expressive levels of positivenessin the stu-
dy population, with ahigher prevalence occurring in the
Southeast region of the country %2, Clinical manifestations
of histoplasmosisarevariabl e, from light symptomatol ogy,
confused with flusymptomsintheregressiveforms, to ex-
tremely severe situationsin disseminated progressive
forms. Our patient probably had the chronic disseminated
form, whichismoreprevalentinimmune-compromised sub-
jects, with concomitant oropharynx or larynx lesionsinupto
70% of the cases. Sometimes, lips, gums, tongue, pharynx,
or larynx lesionsconstitutetheonly manifestation of thedi-
sease, whichisaccompanied by low andintermittent fever,
asthenia, and weight | oss.

Thedéfinitive diagnosisisobtained inthelaboratory by
means of mycological, histological, or immune techniques,
wherethecultureisindividualy themost sensitivediagnostic
tool. In the present case, however, the diagnosiswas made
exclusively by the anatomo-pathol ogical examination. The
responsetotrestment andtheprognosisaregenerdly good, but
depend fundamentally onthepatient’ simmunecondition %2,

Weconcludethat intheeval uation of heart transplant
patientswho arefebrile, athorough clinical investigation
must be performed, aiming at an early diagnosisandimme-
diate onset of treatment, avoiding the expressivemorbidity
and mortality of infectiouseventsin these patients.
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