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Cryptococcal meningitis in HIV-negative patient with 
liver cirrhosis due to hepatitis C
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DearκEditor,
Beforeκ AIDS,κ cryptococcalκ meningitis,κ aκ dis−
easeκ causedκ byκ theκ basidiomyceteκ fungusκκ
Cryptococcus neoformans,κ occurredκ atκ anκκ
incidenceκrateκofκoneκcaseκperκoneκmillionκper−
son−years.1κAterκAIDS,κtransplantsκandκtheκuseκ
ofκimmunosuppressiveκtherapies,κtheκincidenceκ
rateκincreasedκtenfold.1,2κ

Weκ reportκ aκ caseκ ofκ aκ 46−year−oldκ maleκ
withκ aκ historyκ ofκ headache,κ confusion,κ nauseaκ
andκ vomitingκ forκ oneκ month.κ heκ patientκ alsoκκ
hadκtypeκ2κdiabetesκmellitus,κinκuseκofκmetform−
in,κwithκgoodκcontrol,κandκliverκcirrhosisκdueκtoκ
hepatitisκC.κTreatmentκwithκpegylatedκinterferonκ
andκribavirinκhadκbegunκtwoκmonthsκbeforeκclin−
icalκpresentation.κAterκtheκsecondκdoseκofκinter−
feron,κpancytopeniaκwasκobservedκ(hemoglobin:κ
10.9κ g/dL,κ leukocytes:κ 3,660κ cells/µL,κ platelets:κ
36,000/µL),κ decompensatedκ cirrhosisκ andκ dia-

betesκ mellitus,κ characterizedκ byκ moderateκ as−
citesκandκgradeκ3κhepaticκencephalopathy,κwhichκ
overlappedκ theκ clinicalκ symptomsκ describedκ
above,κdespiteκtreatmentκwithκtherapeuticκdosesκ
ofκ furosemide,κ spironolactone,κ lactulose,κ NPHκ
andκregularκhumanκinsulin.κPatientκwasκlistedκforκ
liverκtransplantation.κModelκofκEnd−StageκLiverκ
Diseaseκ(MELD)κscoreκequalsκ14κpoints.

Atκpresentation,κcerebrospinalκluidκ(CSF)κ
showedκ21κcells/mL,κtotalκproteinκ=κ96κmg/dL,κκ
glucoseκ =κ 34κ mg/dLκ (serumκ glucose:κκ
290κ mg/dL),κ positiveκ Indiaκ inkκ stainingκ andκ
cryptococcalκ antingenκ titerκ greaterκ thanκ
1/1,024.κCultureκ forκC. neoformansκwasκposi−
tiveκ inκ theκ CSF,κ butκ negativeκ inκ blood,κ boneκ
marrowκ andκ ascites.κ Centralκ nervousκ sys−
temκ computedκ tomographyκ andκ magneticκ
resonanceκimagingκhasκshowedκonlyκmildκsu−
pratentorialκ hydrocephalous.κ Patientκ evolvedκ
withκintracranialκhypertensionκ(theκirstκopen−
ingκ pressure:κ 36κ cmH2O),κ withoutκ improve−
mentκ byκ lumbarκ puncture.κ Ventriculoperito−
nealκ shuntκ wasκ performedκ aterκ twoκ unitsκ ofκ
apheresisκplateletsκtransfusion.κ

heκpatientκwasκtreatedκwithκamphotericinκ
Bκlipidκcomplexκ5κmg/kg/dayκforκ30κdaysκandκ
5−luorocytosineκ 100κ mg/kg/dayκ forκ 14κ daysκ
untilκ threeκ negativeκ culturesκ forκ C. neofor-

mansκ wereκ obtained.κ Duringκ treatment,κ heκ
presentedκ elevatedκ creatinineκ (2.0κ mg/dL),κ
butκ withoutκ requiringκ dialysis.κ hereκ wasκ noκ
worseningκofκpancytopeniaκduringκtreatment.κ
Strictκ monitoringκ ofκ renalκ andκ liverκ functionκ
andκboneκmarrowκwasκperformed.κ

Beforeκ startingκ luconazoleκ 800κ mg/day,κ
theκ patientκ hasκ presentedκ bloodstreamκ infec−
tionκ associatedκ withκ centralκ venousκ catheterκ
byκEnterococcus faecalis,κandκdespiteκappropri−
ateκtreatmentκwithκvancomycinκforκ10κdays,κtheκ
patientκ progressedκ withκ septicκ shockκ syndromeκ
andκ multipleκ organκ dysfunctionκ syn−κ
dromeκ(MODS)κandκdiedκ40κdaysκaterκadmission.κ

Cryptococcosisκ affectsκ theκ centralκ nerv−
ousκ systemκ inκ 51.3%κ ofκ HIV−negativeκ pa−
tients,κafterκ theκ introductionκofκazoleκagentsκ
inκ theκ market,κ andκ inκ 39%κ ofκ patientsκ withκ
cirrhosis,κ asκ suggestedκ byκ theκ twoκ largestκ
studiesκ inκ theκ literature.3,4κ Theκ peritoneumκ
isκtheκsiteκmostκassociatedκwithκcryptococcalκ
infectionκinκcirrhoticκpatientsκ(45%).4κ

Inκ 306κ HIV−negativeκ patients,κ theκ un−
derlyingκ causesκ wereκ steroidsκ (28%),κ or−
ganκ transplantκ (18%),κ chronicκ shortageκ
ofκ organsκ (liver,κ respiratoryκ andκ renal)κ
(18%),κneoplasmκ(18%),κrheumaticκdiseasesκκ
(13%),κ andκ unknownκ riskκ factorκ (22%).3κ
Malnutrition,κ inκ additionκ toκ compromisedκ
phagocytosis,κ immunoglobulinsκ andκ cel−
lularκ immunityκ resultκ inκ increasedκ riskκ ofκ
cryptococcosisκ inκ cirrhoticκ patients.4κ Theκ
caseκfatalityκrateκassociatedκwithκcryptococ−
cosisκ inκ cirrhoticκ patientsκ isκ 83%,κ 92%κ ofκ
whichκattributedκ toκcryptococcosis.κ Inκ53%κ
ofκcases,κdeathκoccursκinκtheκsecondκweekκofκκ
diagnosis.κ Cultureκ positivityκ isκ 67%κ andκκ
Indiaκ inkκ inκ aroundκ 50%κ inκ cirrhoticκ pa−
tientsκandκHIV−negative,κrespectively.1,2κ Este é um artigo Open Access sob
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hisκcaseκwasκaκrareκexampleκofκcryptococcosisκwithoutκ
disseminationκinκanκHIV−negativeκpatient.κCombinedκtreat−
mentκwithκluorocytosineκandκamphotericinκBκlipidκcomplexκ
resultedκ inκ CSFκ sterilization,κ butκ aκ bacterialκ bloodstreamκ
infection,κ inκ spiteκ ofκ appropriateκ treatment,κ wasκ theκ causeκ
ofκdeath,κwhichκmightκbeκattributedκtoκimmunosuppressionκ
causedκbyκunderlyingκdisease.
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