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Pneumocystis carinii Pneumonia, Pulmonary Tuberculosis and Visceral
Leishmaniasisin an Adult HIV Negative Patient

Antonio CarlosToledo Jr. and Méarcio RodriguesdeCastro

Eduardo Menezes Hospital, Hospitalar
Foundation of Minas Gerais, MG, Brazil

Thisisacasereport of a29year old malewith pneumocystispneumoniaand tuber culosis, and
who was initially suspected of having HIV infection, based on risk factor analyses, but was
subsequently shown tobeHIV negative. Thepatient arrived at thehhospital with fever, cough,
weight loss, lossof appetite, pallor, and arthralgia. In addition, hewasjaundiced and had cervical
lymphadenopathy and mild heptosplenomegaly. Hehad inter ftitial infiltr atesof thelung, sputum
smear s positive for Mycobacterium tuberculosisand Pneumocystis carinii, and stool testswere
positivefor Strongyloides stercoralisand Schistosoma mansoni. Hewasdiagnosed ashaving Al DS,
and wastreated for tuber culosis, pneumocystosis, and strongyloidiasiswith agood response. The
patient did not receiveanti-retroviral ther apy, pending outcomeof theHI1V tests. Amonth later, he
wasr e-examined and found tohavewor sening hepatosplenomegaly, pancytopenia, fever, and continued
weight loss. At thistime, it wasdeter mined that hisHIV EL | SA antibody testswer enegative. A bone
mar r ow aspir atewasdoneand r evealed amastigotesof leishmania, and abonemarrow culturewas
postivefor Leishmania species. Hewastreated with pentavalent antimony, 20mgdaily for 20days,
with complete remission of symptoms and weight gain. This case demonstrates that
immunosuppression from leishmaniasisand tuber culosismay lead to pneumocystosis, and be
misdiagnosed asHIV infection. Theoccurrenceof oppor tunisticinfectionsin severely ill patients
without HIV must alwaysbeconsider ed and alter nate causesof immunosuppr ession sought.
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We describe a case of P. carinii pneumoniaasa
complicationof viscerd leshmaniasisinanHIV negative
patient. Visceral leishmaniasis (VL) is a chronic
infectious disease characterized by an important
immunological dysfunction that predisposesto other
infections, mainly involving the pulmonary and
gadtrointestind systems. In Braxzil, bacterid pneumonia
and tuberculosisarefrequent opportunisticinfections
inthisdisease. P. carinii isaubiquitous organism that
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commonly causesdiseaseinimmunodeficient patients
such asin cancer, HIV/AIDS, leukemia, lymphoma,
and transplant recipients [1]. Although there is no
description of P. carinii pneumoniaasan opportunistic
infectionof VL inthemedica literature, itisplausible
that immunodysfunctioninduced by Leishmaniacould
beresponsblefor thispatient’sillness. If so, thiswould
bethefirst description of an association of VL and P.
carinii pneumonia.

Casereport

A 29year old mdepatient, wasadmitted to Hospital
Eduardo de Menezes (Infectious DiseasesHospitd of
Minas Gerais State, Brazil) on October 16, 1995. He
complained of fever, asthenia, weight loss (>10kg),
lossof gppetite, generdized arthralgiaand aproductive
cough. Past history indicated 2 blood transfusionsand
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unsafe heterosexual sexual practice with multiple
partners, including female prostitutesin Santos (the
largest Brazilian port city, and avery high prevalence
of HIV/AIDS). Physical exam showed jaundice,
pallor, cervical lymphadenopathy, and mild
hepatosplenomegaly. L aboratory testsshowed anemia
(hemoglobin 8.2 mg/dl), leukopenia (1,700 cells/
mm?q), and anormal platel et count (143,000). Chest
radiography revedled mildinterdtitid infiltrates. Sputum
smear identified Mycobacterium tuberculosis (3
samples) and Pneumocystis carinii (histology — 1
sample). A blood samplefor HIV serology wastaken
after the proper consent was obtained. Other
laboratory findingswere: blood smear negative for
malaria, stool exams showed Strongyloides
stercoralis and Schistosoma mansoni, blood
cultures negative (2 samples), sputum cultures
negative (2 samples), VDRL negative, FTA-Abs
positive, and HbsA g negative.

Theinitid diagnoseswere: schisiosomias smansoni,
strongyloidiases, disseminated tuberculosis, P. carinii
pneumonia, and possible HIV infection. Therewasa
good response to specific treatment including
oxamniquine; thiabendazole; rifampin, isoniazid and
pyrazinamide; and co-trimoxazolein high dose (15
mg of trimethoprim/kg/day), respectively. Hewas
discharged in avery good condition on November 9,
1995, and referred to the hospital outpatient clinic.
TheHIV serologictest resultswere not available at
thetime of discharge.

The patient did not go to the outpatient clinic and,
on December 20, hewas hospitalized again with the
samesymptoms (fever, moderate hepatosplenomegaly
andsignificant weight l0ss). At that time, healsohad a
low platelet count associated with persistent anemia
and leukopenia. Clinical deterioration wasassociated
with reduction of co-trimoxazole dose from a
therapeutic to a prophylactic one (2,400 mg to 800
mg of trimethoprim/day). Hehad continued regular use
of theantituberculossdrugs. Serologictestingfor HIV
ontwo different sampleswas negative by EL1SA for
HIV antibodies. Stool and sputum examswerenegative,
showing good response to schistosomiasis,
grongyloidiass, and tubercul osistreatments.

Re-evaluation of the case was done. Thiswas a
male young adult patient with fever, moderate
hepatosplenomegaly, pancytopenia, and cachexia
(weight loss>15 kg) who was not infected with HIV.
Atthispoint, thedifferential diagnosiswaschangedto
include: visceral leishmaniasis (VL), leukemia,
lymphoma, and histoplasmosis. The epidemiological
history identified possible cases of VL in his
neighborhood. Bone marrow aspiration smear and
cultureidentified Le shmania sp., confirming visceral
leishmaniasis (kala-azar) as a main diagnosis. VL
treatment was initiated on December 29, with
meglumine antimonate (Glucatime®) at adose of 20
mg of antimoniate/kg/day for 20 days. There was
completeremission of symptoms. On January 18, 1996,
the patient wasdischarged and referred to the outpati ent
clinic. At that timehehad aweight gain of 15kg, mild
hepatosplenomegaly, and no other symptoms.

Discussion

Theinitial presentation was compatible with an
advanced HIV infection phase complicated by
disseminated tuberculosisand P. carinii pneumonia
Anemia, leukopenia, mild hepatosplenomegaly, and
cachexiacould beexplained by HIV or by tuberculosis
[2-9]. At that time, the patient did not present alow
platel et count, afrequent observationinkala-azar [10].
Fever, cough, and aradiologic image of interstitial
infiltrate could berelated to HIV, tuberculosisand P.
carinii pneumonia[7-9]. A delay of HIV serology,
and temporary VL response to high doses of co-
trimoxazol e contributed to the misdiagnosis of HIV
infection and delayed thefinal diagnosisof kala-azar.
Despitethelow incidenceof VL inurban areasof large
Brazilian cities, it doesexist and should beincludedin
thedifferentia diagnosisof any patient presenting fever,
weight lossand low blood cell count.

Visceral leishmaniasis(VL) isanendemic disease
inBrazil. During 1998, 1,809 new caseswerereported
totheBrazilian Ministry of Health[11]. VL ismuch
morefrequent inrural areasbut, Sncethe 1980s, urban
autochtonous cases are being reportedin largecities
such as S&o Paulo, Rio de Janeiro, Belo Horizonte,
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Salvador, Natal, and Teresina[12-19]. Urban
outbreaks are related to domestic dog infection
[20, 21].

VL ischaracterized by animportantimmunologica
dysfunction. Il patientsdo not devel op aprotective
Thl cell-mediated immune response, and delayed
hypersengtivity responsesareabsent. Aninvitro sudy
showed that mononuclear cellsdo no proliferateand
fail to produce interferon-y and interleukin-2 in
response to leishmanial antigens. Despite these,
antileishmania antibodiesareproduced at hightiters
by patients with progressive disease, and a
hypergammeaglobulinemia(polyclona T-cdl activation)
isoften observed [10, 22-24].

Leishmania has a great affinity to the
reticuloendothelia system (RES). After inoculation,
promastigotes forms convert to amastigotes in
macrophages and disseminate through the RES, to
mononuclear phagocytes. RES hyperplasia and
hypertrophy are observed with disease progression.
Reticuloendothelid modificationsareeasly observedin
liver, spleen, and bone marrow. Besides RES
involvement, inflammeatory responseagaing theparasite
ininterdtitid tissuesisthepathol ogica basepf other organ
manifestations(chest, bowd, skin, kidney) [10, 24, 25].

VL dinica manifestationsvary accordingthedegree
of immunodeficiency. Theincubation period ranges
from 3to 8 months, but can be aslong as 34 months
[14]. Commonly, patientspresent aninsidiousdisesse
with gradua onset of symptoms. Fever, weakness, loss
of appetite, splenomegaly, hepatomegaly, and weight
lossaremorefrequently observed. Involvement of lung,
pleura, oral mucosa, and small intestine are less
frequent. Laboratory findings include anemia,
leukopenia, low platelet count, and
hypergammaglobulinemia[24-27].

Differential diagnosis includes malaria,
schistosomiasis, typhoid fever, disseminated
tuberculosis, histoplasmosis, prolonged Salmonella
bacteremia, leukemia, lymphoma, and Gaucher’s
disease, among others[10, 24, 25, 30, 31].

A prevdent antimonid isthefirg choicefor theinitia
treatment of VL. Recommended dose is 20 mg of
antimoni ate’lkg/day intravenousor intramuscul ar for 20

to 30 days. Patients should be hospitalized in the
beginning of treatment because of possible serious
adverse reactions. Interferon-y combined with
pentavalent antimonial showed good response in
patientswho failed the antimonial alone, or relapsed
after treatment [ 10, 24, 25]. There are somereports
of temporary responseto co-trimoxazolein high doses
inrefractory cases[32-35].

Thiscasereport emphasizesthe need to search for
all possible causes of immunosuppressionin patients
with opportunisticinfections, not to assumethat HIV
infectionisthe causativeimmunosuppressive agent.
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