American Medical Journal 4 (1): 100-104, 2013

ISSN 1949-0070

© 2013 Science Publications

doi:10.3844/amjsp.2013.100.104 Published Onling)£2013 (http://www.thescipub.com/am;.toc)

CRYPTOCOCCAL MENINGITISIN
IMMUNOCOMPETENT PATIENT-CASE REPORT

'y anes Brum Béllo, *Hanna Guapyassu M achado, *Juliana Freitas Silveira,
'Fernanda Schettini, ‘Gilberto Martins Junior, *Sergio Dortas Junior,
CarlosHenrique Reis, “Marco Orsini, “Peter Salem, *Dionis Machado,

3Victor Hugo Bastos, “Amanda Julia Ramos Bezerra,
'Fernanda Martins Coelho Catharino and *Antonio Mar cos da Silva Catharino

!Department of Neurology,
General Hospital of Nova Iguacgu, Nova Iguacu-Ridaeeiro, Brazil
2Department of Neurology,
Antonio Pedro University Hospital-Federal Fluminemniversity-UFF, Niteréi-Rio de Janeiro, Brazil
Departament of Physical Therapy,
Brain Mapping Lab and Functionality-Federal Universif Piaui (UFPI), Brazil
“Brain Mapping Lab and Functionallity (UFPI), Brazil

Received 2012-05-15, Revised 2012-08-21; Accepte@-D8102
ABSTRACT

Cryptococcal Meningitis (CM) is a rare infectionimmunocompetent patients. A kind of central nes/ou
system infection caused by encapsulated yeastiikgus Cryptococcus neoformans. A 59-year-old man
presented to the Neurology Department of Nova Igu@eneral Hospital, complaining has felt “muddled”
recently and feeling diaphragmatic spasm withouy apparent cause. In addition, at neurological
examination, the patient was slightly confused duadng the mini-mental state examination he scdeed
than 20 points, feeling “slowed down”, no craniairve dysfunction, “rigidity of gait as well as oid
movements, more pronounced on the right one, pglamigns bilaterally were more intensely notedhan
left”. His MRI, lumbar puncture, fungal isolatiom@ Nakin Ink were positive to Cryptococcosis while,
turn, HIV tests | and Il were both negative. Theatment was started with Amphotericin B 50 mg lWc®

a day, plus Dexamethashone. From our clinical caseglecided to do a brief review about Cryptocotcoa
Meningitis in immunocompetents and Cryptococconeaearching at MedLine and Pubmed, using terms
“Cryptococcal meningitis”, “Cryptococcal meningitis immunocompetent” and “Cryptococcomas”. It is
concluded that CM in immunocompetents is uncomnhaih,an important cause of non-acute meningitis,
that should be included in the range of causes@fgmtable blindness. In this sense, this articipases
advertise clinicians and specialists, to recogtiee clinical manifestation and diagnosis of crypiozal
meningitis in immunocompetents, trying to avoiceet diagnosis and the following complications.

Keywords: Immunocompetent Patient, Neuroinfection, Crypteabd®/leningitis

1. INTRODUCTION encapsulated yeast-like fungus, Cryptococcus
neoformans. The initial infection site is the lungs which
Cryptococcal Meningitis (CM) is a serious subacute may disseminate hematogenously to the brain and
or chronic central nervous system infection causgd meninges (Baddlegt al., 2008). Cryptococcus may also
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cause symptomatic disease in other organ systems,

including the central nervous system, skin, prestaid
eyes. Central-nervous-system involvement often
manifests itself as meningitis or meningoencepialit

but may, in some cases, presents itself as isolated

cryptococcomas (Goldmeet al., 2010). There are two
varieties of C. neoformans, namely “neoformans
variety” and “gatti variety”. TheC. neoformans variety,

found in aged pigeon droppings, causes disease in

immunocompromised patients including AIDS patie@ts.
neoformans variety gatti is not associated with birds, but
grows in the litter around certain species of eymtak
trees causing disease in immunocompetent hodtsugl

a study in India has found that the hypothesis loba
spread ofC. gattii through export of Australian Eucalyptus
infected seeds is rebutted (Chowdhetyal., 2012). The
yeast grows well at 37°C, its virulence is giverpart to

its  mucopolysaccharide capsule, which deters
phagocytosis. WhileC. neoformans has a worldwide
distribution,C. gattii was more likely to be predominantly
located in tropical and subtropical regions, buteeent
outbreak in Vancouver Island, British Columbia,
suggested this organism has a wider distribution
including the Pacific Northwest and Northern Califie
(Goldman et al., 2010). There is a case report in a
immunocompetent patient diagnosed at HGNI-Brazil.

1.1. Case Report

A 59-year-old man has felt “muddled” recently,

showing diaphragmatic spasm without any apparentMeningitis
cause. At neurological examination, the patient was“Cryptococcoal

slightly confused and in mini-mental state exaniovat
he scored less than 20 points, feeling “slowed down
no cranial nerve dysfunction, “rigidity of gait all as

of hand movements, more pronounced on the rigla, sid
pyramidal signs bilaterally more intensely notedtbe
left". An MRI scan Fig. 1) of his head showed
“nodules with hypo-intensity on T1 and hiper-intins
on T2, consistent with fatty saturation, with sigofs
heterogeneity inside, showing a subtle post cohtras

enhancement, in basal ganglia suggesting toxoplasm@npaired

or cryptococcal infection. A latex agglutinationrse
test for the cryptococcal antigen was positive (at
1/1200), instead of this, HIV test | e Il were both
negative. A lumbar puncture was performed. Nankin
dye indicated Cryptococcosis and the fungal isofati
showed the growth o€ryptococcus neoformans. The
treatment started with Amphotericin B 50 mg IV, enc
a day, plus Dexamethashone.

///// Science Publications 101

Fig. 1. Image hypointense on T1, hyperintense on T2, with
limited difusion, capturing contrast in deep gragtter,
thalamus regions/capsular beyond the cerebral pgun
paravermiama cerebellar subcortical white matted an
cerebral cortex. Supratentorial ventricular dilatat

2. MATERIALSAND METHODS

From our clinical case, we decided to addressed br
review about CM in immunocompetents and
Cryptococcoma, researching at Pubmed, using terms
“Cryptococcal meningitis”, “Cryptococcal meningitis

immunocompetent” and “Cryptococcomas”.
3.RESULTS

121 articles were found with term “Cryptococcoal
in immunocompetents”, 2155  with

Meningitis” and 47 with term

“Cryptococcomas”. Were selected those with freé ful
text available, excluded those presenting clinical
manifestation outside the central nervous systewh an
preferred those about CM in immunocompetent.

4. DISCUSSION

Cryptococcosis is more common in
immunocompromised patients, including those with
cell-mediated immunity, as in HIV,
hematologic malignancies and solid-organ transplant
recipients and patients on chronic corticosterods
other immunosuppressive therapy (Goldmein al.,
2010). Other immunocompromised  conditions
associated to a typical presentation include a
alcoholism history, cancer, or transplantation;
sarcoidosis; Hodgkin’s lymphoma; collagen vascular
disease; splenectomy; chronic organ failure; or
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systemic corticosteroid treatment (Cancetlal., 2008). specific T-cell immunity. In addition, we have now
CM, rare in immunocompetent patients whose treatmendirectly correlated immune parameters at the site o
guidelines for these patients are based largelynupo infection in the Cerebrospinal Fluid (CSF) with
evidence from trials in HIV patients, although data survival and the rate of infection clearance deteeu
suggests existence of significant differences inicl by serial quantitative cultures of CSF over thetfi2
presentation and prognosis between the two groupdveeks of therapy (Sachdeeaal., 2012). .
(Chauet al., 2010). It may affect people, regardless of Diagnostic evaluatlon for CM requires an LP Wlth.
age. However, the average age ranges from 30-4@ yea measurement of opening pressure; CSF analysis
and men are more affected than women (Céaal., !ncludln_g.cell counts, protein and glucose Ievemmq
2010). Some studies show frequent confusion betweenink staining; fungal culture and cryptococcal aetig
Cryptococcosis neoformans e CM when initial sympgtom Serum cryptococcal latex agglutination titers alkould
are headache, fever followed by vomiting and seigur b€ drawn; these are 87% sensitive in HIV-negative
(Nakhayiet al., 2010). patients. A definitive diagnosis of CM can be mdxe
The clinical course of CM is indolent with a media  €ither visualizing the fungus in CSF using Indi& in
time to diagnosis from symptom onset of 44 day it ~Preparation (75-85% sensitive), CSF latex aggltiona
range of 7 days to 1 year. In patients with intauhune ~ a@ssay (95% sensitive), or a positive CSF cultureCo
system, CM usually presents the typical signs andneoformans. The CSF of patients with CM may be clear
symptoms of meningitis: fever, stiff neck and hesa ~ With increased lymphocytes and protein and dectease
Visual changes have been reported, such as the fiel CSF glucose, or it may be turbid with increasedscel
defects seen in our patient, as well as new omsetre  including  polymorphonuclear  leukocytes. ~ Serum
activity. Other ocular disorders include neurorigiin ~ cryptococcal latex agglutination titers will be poe
retinal hemorrhages, strabismus, nystagmus, amisgco and WBC counts will be elevated in patients wittaah
ptosis, retinal exudates, optic nerve atrophy andimmune systems (Chaal., 2010).
ophthalmoplegia. Papilledema can be found in hélf o Imaging tests may provide useful diagnostic
active cases, due to increased spinal fluid presstiv information  (although the findings are not
has also been shown to provoke ischemic brainyinjur pathognomonic and other infectious processes niby st
When the yeast spreads to the brain in immunocampet simulate cryptococcal infection in the brain). A
hosts, the encapsulated fungus spurs a locakommunicating hydrocephalus may occur becauseeof th
granulomatous response and the fungus becomesstvall acute meningeal exudate and also can occur latieein
off,” which may appear on Computed Tomography (CT) jnfection coursers because of meningeal adhesions.

as aélng—elph?ncmg lesion (Coetaal.,20_09)d nt o Gelatinous  pseudocysts are seen as multiple CSF-
omplications are common, raised intracrania equivalent round or oval cysts in basal ganglialatmi,

pressure in the absence of ventricular dilatatioy m midbrain. cerebellum and the periventricular resiodin
cause profound visual or hearing loss. Less comynonl : n, u perv icu 8t

patients may develop cognitive impairment and gait MR imaging, these are seen as multiple hypointérise
ataxia due to obstructive hydrocephalus with veatsr ~ and hyperintense T2 lesions. Demonstration of efast
dilatation. Much has been learnt about the immuneof these cysts in the basal ganglia and thalanfaiity
response to cryptococcal infection from studiearafmal specific and strongly suggestive of this infection
models and from trials in vitro. In common with a (Charlieret al., 2008). The differential diagnosis for the
number of other chronic fungal and bacterial Intﬁﬂ, ma”gnant processes includes primary |ung cancéhn wi
protection is associated with an active granulommaio prain metastasis and other metastatic processésasic
inflammatory response and depends on intact Cell-tggticylar cancer or melanoma, whereas the diffiaien
mediated immunity involving both CD4 and CD8 calfwl diagnosis for infectious processes includes bac{erp.,

a Thl pattern of cytokine release. Protective rdtes dia): bacteria- " ¢
Tumour Necrosis Factar{TNF-), interleukins 12 and  nocardia); mycobacteria; parasites (e.g., toxop&sm

18 (IL-12, IL-18) and Interferon-(IFN-y) have been a@nd fungi such as cryptococcus, aspergillus, fusari
inferred from experiments with knockout mice and zygomycetes,  coccidioides,  histoplasma  and
antibody neutralization. Current studies have begun pseudoallescheria (Goldmatal., 2010).

define how C.neoformans stimulates an innate As is true for other systemic mycoses, treatmént o
immune response through interaction with Toll-like disease is due tdC. neoformans having improved
receptors on host cell and the cryptococcal dramatically over the last 2 decades. Healthy hosts
mannoproteins that are important in stimulating CNS disease, standard therapy consists of Amphaoteri
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B (AmB) deoxycholate (AmBd; 0.7-1.0 mg Rgper day ~ immunocompetent patients needs to be considered in
Intravenously [IV]) plus flucytosine (100 mg Kgper situations with intractable headache, papilloedema,
day orally in 4 divided doses; IV formulations mbg hydrocephalus and prior to decisions on shunt
used in severe cases and in those without ordtdrifa  placements (Costet al., 2009). It is concluded that CM
the preparation is available) for at least 2 weeks,is uncommon but an important cause of non-acute
followed by fluconazole (400 mg [6 mg Ky per day meningitis and should be included in the list afises of
orally) for a minimum of 8 weeks (A-l). Lipid preventable blindness.

formulations of AmB (LFAmMB), including liposomal

AmB (3-4 mg kg' per day 1V) and AmB lipid complex 5. CONCLUSION
(ABLC; 5 mg kg® per day IV) for at least 2 weeks,
could be substituted for AmBd among patients with o CM is rare in immunocompetent patients.

predisposed to renal dysfunction. In patient HIV- \munodeficiency primary, lymphoma or other cliica
negative, AmBd (0.7-1.0 mg Kg per day IV) plus  giseases that attend with an immunity decrease were
flucytosine (100 mg kg per day orally in 4 divided jyyestigated and discarded. This article aims dibieg
doses) for at least 4 weeks for induction therde 4- jinicians and specialists to the clinical manidisn and

wee|_< induction th_erapy is r_eserved for people _With diagnosis of CM in immunocompetents, trying to avai
menm_goe_ncephalms without neurological late diagnosis or their complications.
complications and CSF yeast culture results that ar

negative after 2 weeks of treatment. For AmBd tibxic
issues, LFAMB may be substituted in the second éksve
In patients with neurological complications, comesid
extending induction therapy for a total of 6 weekx Baddley, \]W, J.R. Perfect, R.A. OStel‘, R.A. Laraad
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