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A. General Objectives of the working Group

Cryptococcus neoformans, the agent of cryptococcosis, had been considered a
homogeneous species until 1949 when the existence of four serotypes was revealed based
on the antigenic properties of its polysaccharide capsule. Such heterogeneity of the
species, however, remained obscure until the two morphologically distinct teleomorphs
of C. neoformans were discovered during the mid 1970s. The teleomorph Filobasidiella
neoformans was found to be produced by strains of serotype A and D while F.
bacillispora was found to be produced by strains of serotype B and C. Ensuing studies
revealed numerous differences between the anamorphs of the two Filobasidiella species
with regards to their ecology, epidemiology, pathobiology, biochemistry and genetics.
Presently, the etiologic agent of cryptococcosis is classified into two species, C.
neoformans (serotypes A and D) and C. gattii (serotypes B and C). Intra-specific genetic
diversity has also been revealed as more genotyping methods have been applied for each
serotype. As a result, the number of scientifically valid species within C. neoformans has
become a controversial issue because of the differing opinions among taxonomists as to
the appropriate definition of a species. There are several research groups focusing on the
molecular determination of the number of genetically diverse sub-groups within each
serotype. The molecular methods employed by each group to construct phylogenetic trees
vary: DNA fingerprinting based on minisatellite-specific primer M13 and/or RFLP, use
of 1GSI-5.8-1GSII sequence, RAPD and multilocus sequencing. Different methods have
resulted in different numbers of sub-groups. Interestingly, an association between
geographic origin and certain genotypes has been observed, implying epidemiological
significance of certain genotypes. However, due to the lack of a cross reference
consensus between the results obtained by different genotyping method, there is no
concordance on a universally acceptable genotyping method for this important human
pathogen.

Objectives of the working group include:
1). Finding the most appropriate genotyping method that can be universally applied and
accepted as a standard. This will enhance our understanding on the genotype and its

epidemiological significance.

2). Widen the scope of the genotypic diversity of C. neoformans and C. gattii



by investigating the strains isolated from the geographic areas that have not been
included in previous studies such as strains from China, Scandinavian countries and
Middle Eastern areas.

3). Finding biological characteristics that can represent the differences among genotypes.

B Time-line of achievable and tangible objectives and outputs

If accepted, we will organize a symposium on the subject at the upcoming TIMM meeting in
Italy, 2007. It will take at least two years before the first and second objectives can be achieved
and prepare for publication.
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