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Cryptococcossis a sysemic mycos's caused by an encapsulated and yeast form fungus

caled Cryptococcus neoformans.

Mogt of the time, it infects individuas with some immunodeficiency and it is considered an
opportunistic mycos's. Cryptococcosis was described for the first time in 1894 by the

pathologist Busse and the surgeon Buschke. The first case of neurocryptococcosis was

described in 1905 by Van Hanseman in a man with meningitis.

Cryptococcus neoformans has five subtypes (A,B,C,D and AD), and three varieties. grubbi
(A serotype), neoformans (D serotype) and gatii (B and C serotypes). The grubbi variety is
present worldwide. The gatti variety is found more frequently in tropicad and subtropica
regions and the neoformans has a mgor prevaence in Europe and South America. Recently
molecular biology PCR-based dudies have isolaed eight magor molecular types
classficated as. VNI (grubbi variety, A serotype), VNII (grubii variety, A serotype), VNIII
(AD serotype), VNIV (neoformans variety, D serotype), VGI, VGII, VGIII, VGIV (gatti
vaieies, B and C serotypes). No corrdation between the serologicad and molecular types
in the gatti variety was found.

In its anamorphous form, the Cryptococcus neoformans is an encapsulated yeast (with non-
encapsulated and capsule-deficient forms), measuring between 5 to 10 um diameter. The
capaule is dealy a virulence factor of the fungus. In experimental cryptococcoss, mutant
or non - encgpsulated fungi are less virulent than the encapsulated species A number of
effects of the capsule can contribute with the virulence and it can inhibit the phagocytoss
of macrophages, monocytes and neutrophils. The pathogenesis of cryptococcoss is
determined by three factors. the system of defense of the hogt, the virulence of the type of
Cryptococcus neoformans and the sze of the entry site. The role of these three factors is
not clearly interrelated, but certainly itsrelation is hugely complex.

The disease is acquired by inhadation of the fungus whose dehydrated spores penetrate
throughout the arways, and the initid implantaion dtes ae the lungs Once in lung
parenchyma, the fungus rehydrate and acquire the polysaccharide compostions of the ged
capsule, today known as the most important factor of the disease pathogeness. A primary
leson is edablished in the lung, with secondary involvement of hilar lymph nodes,
condituting a primary complex, smilar to tuberculoss and higoplasmoss. The initid lung
leson has a sysemic haematogenic Spreading potentiad to severa organs, or reactivation
potentid in immunodepressed patients. In aveolar spaces, the fungic cdls are initidly
taken on by the alveolar macrophages and the infection will depend upon the interaction
between the host defense sysem and the fungus type virulence. The firg interaction
between the fungus and the aveolar macrophage can determine if the disease is going
progress or not.

The Centra nervous system is the most important target in cryptococcods, athough the
cerebrd leson is dways secondary to a lung foci, which is an entry dte of this mycoss



and many times can regress or even disappear before the onset of the neurologica
symptoms.

The neurocryptococcoss infects individuds of dl races, predominantly mde ones and
comprisng in 85 % of the cases, immunodepressed patients. The neurological symptoms
ae mogly sub acute meningitis or a meningoencephditis, and the patients showing
heedache, fever, maaise, coma or imparment of the memory. The symptoms last two to
four weeks.

The CNS involvement can be dassfied into meningitis, meninoencephditis, encephditis
and venticulitis, based upon the didribution of the infection in this Ste. The inflammatory
reponse is the mogt common and presents itsdf in two histologicad well defined patterns.
The lymphocitary type, with smal macrophagic role and intensity degree varying between
discrete to intense and with foca perivascular pattern, or the diffuse lymphocitary pettern
with broadening of subarachnoid space. The granulomatous response, seen in a smdl
portion of cases, presents itself dso in varidble patterns. Acknowledging that most of cases
of exuberant granulomatous response are observed in meningitis.

The dterations observed in sdected necropsy cases present themsdves as. meningitis with
inflammatory  infiltrate  minimal  our absent, meningitis with  moderate  inflammeatory
infiltrate, meningitis with granulomatous inflammeatory infiltrate, encephditis with minima
inflammatory infiltrate, encephditis with gedatinous cyds, encephditis with necross and
encephditis with granulomatous infiltrate.

Some papers show tha the inflammatory infiltrate is composed by T cdls, showing CD45-
RO pogtively, with minima role of the B cdl lymphocytes. Even in cases with granuloma
formation, the response is performed by T cdl and macrophages, with absence of B cdls.
There is some evidence that the B cdl lymphocytes can pay a role in neurocryptococcosis
in conditions of deficiency of cal immunity.

The most common aspect shown is of a discrete our nearly-absent inflammatory response
with greet amount of fungi.

The inflammatory cdl response seems to be more intense in the cases with big diameter
fungi and fungi with more thickened capsule are rdlated to a greater degree of inflammatory
response
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