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Abstract: Cell-cell communication has been well known about the control of various fundamental
processes, such as proliferation and cellular differentiation, in multi-cellular organisms. In microbes,
cell-cell communication system determines a variety of community and social behaviors. Cryptococcus
neoformans is an important environmental human fungal pathogen, which is a common cause for fatal
infection towards immune-compromised patients. This pathogen employs diverse strategies as
environmental adaptation to maximize its survival during or between its infections. These strategies
include cell-cell communication, which regulates the transition between different Cryptococcus
neoformans morphotypes with distinct trade-offs against stressors from host or natural niches. In this
review, the complex cell-cell communication systems in C. neoformans and their contribution to
morphotype transition, stress adaptation and community behaviors are focused.
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Figure 1 Schematic diagram depicting mating pheromone
paracrine signal (A) and mating pheromone-MAPK
signaling cascades (B) in C. neoformans
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Figure2 Schematic diagram of Qspl signaling pathway
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processed to form matured quorum sensing molecule Qspl. Qspl

was then transported into cell and finally activate the expression
of downstream genes.
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Figure3 Working model of the paracrine signaling network mediated by Cfl1%"

. R: CFIL3Z{&; CW: #ijfukE; PM.: JEJiE.
Note: R: Cfl1 receptor; CW: Cell wall; PM: Plasma membrane.
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