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ABSTRACT The fungal kingdom includes at least 6 million eukaryotic species and is
remarkable with respect to its profound impact on global health, biodiversity, ecol-
ogy, agriculture, manufacturing, and biomedical research. Approximately 625 fungal
species have been reported to infect vertebrates, 200 of which can be human asso-
ciated, either as commensals and members of our microbiome or as pathogens that
cause infectious diseases. These organisms pose a growing threat to human health
with the global increase in the incidence of invasive fungal infections, prevalence of
fungal allergy, and the evolution of fungal pathogens resistant to some or all cur-
rent classes of antifungals. More broadly, there has been an unprecedented and
worldwide emergence of fungal pathogens affecting animal and plant biodiversity.
Approximately 8,000 species of fungi and Oomycetes are associated with plant dis-
ease. Indeed, across agriculture, such fungal diseases of plants include new devastat-
ing epidemics of trees and jeopardize food security worldwide by causing epidemics
in staple and commodity crops that feed billions. Further, ingestion of mycotoxins
contributes to ill health and causes cancer. Coordinated international research ef-
forts, enhanced technology translation, and greater policy outreach by scientists are
needed to more fully understand the biology and drivers that underlie the emer-
gence of fungal diseases and to mitigate against their impacts. Here, we focus on
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poignant examples of emerging fungal threats in each of three areas: human health,
wildlife biodiversity, and food security.

KEYWORDS antifungal resistance, biodiversity, food security, fungal pathogens,
global health, medical mycology, plant-pathogenic fungi, wildlife pathogens

he fungal kingdom includes millions of species (1), ranging from the largest

organism on earth (2) to a myriad of microscopic species, some of which are
pathogenic for plants and animals. For many fungi, the capacity to sense environmental
cues and transition between distinct morphologies has a profound impact on their
ability to reproduce, forage for nutrients, invade tissues, and evade immune responses
(3, 4). In the biosphere, fungi occupy a critical role as degraders of organic matter,
which allows the release and reuse of elements and nutrients from dead organisms (5).
This ability to degrade organic matter, and in particular plant remains, requires complex
enzymatic suites that are also relevant for their role as pathogens because many of
those same proteases, phospholipases, cellulases, hemicellulases, pectinases, ligninase,
and nucleases can play important roles in virulence. Fungi are also remarkable as
factories of secondary metabolites that include such important medical compounds as
antibiotics and immunosuppressants, as well as mycotoxins that can be deleterious to
human, animal, and plant health. Although fungi were historically thought to be related
to plants based on their production of cell walls and the morphology of mushrooms,
molecular analyses in the 1990s showed that they are closer to animals (6). This
phylogenetic relationship hinders the discovery of antifungal drugs to treat human and
animal diseases because it implies that there are fewer metabolic differences suitable
for targets in drug development.

In nature, fungi exist in symbiotic relationships with such diverse species as plants
and algae, to form mycorrhizae and lichens, respectively. Fungi often reside in complex
communities composed of multiple cell types, with biofilms as a predominant life form
(7). Fungi are important members of diverse microbiota and promote ecosystem
homeostasis through interactions with bacteria in lungs, guts, soil, stems, and other
environments (8-10). Although fungi are generally considered auxotrophic, they can
also harvest electromagnetic radiation for growth, which implies some autotrophic
capacity (11-13). Fungi are highly resilient and capable of successfully occupying
extreme environments. For example, the damaged radioactive reactor at Chernobyl
hosts dozens of melanotic fungal species, despite high radiation fluxes (14), and the
Antarctic fungus Cryomyces antarcticus has been shown to survive under space station
simulated Mars conditions (15). Fungi hold the record for growth at elevated temper-
ature among eukaryotic organisms; Aspergillus fumigatus, the major human lung aller-
gen and pathogen, is able to grow at temperatures up to 70°C and remains viable down
to —20°C (16, 17). As illustrated by these examples, fungal species manifest astounding
diversity, resilience, and variability with regard to the environments they occupy and
their associations with other organisms.

Fungi are remarkable in their ability to adapt rapidly in response to selection
pressures. Their capacity for both sexual and asexual reproduction and epigenetic
change and tolerance of changes in genome ploidy underlie their ability to evolve
rapidly in response to selective pressures imposed by heterogeneous and changing
environments. In clinical and agricultural settings, these properties translate to an
ability to readily develop resistance to antifungal agents (18). Similarly, changes in
virulence and thermal tolerance can be elicited in experimental settings over short time
scales. For example, coincubation of amoeba and fungal cells results in rapid increases
in virulence (19-22), and progressive exposure of Metarhizium anisopliae to higher
temperatures results in increased thermal tolerance that allows growth at mammalian
temperatures (23). Hence, there is concern that climate change with global warming
will select for new animal- and human-pathogenic fungi as species with pathogenic
potential adapt to higher temperatures and thus breach mammalian thermal defenses
conferred by endothermy (24). In this context, the simultaneous appearance of phylo-
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genetically distant strains of Candida auris on three continents may be the first example
of a new fungal pathogen emerging due to global warming (25).

In summary, the fungal kingdom presents tremendous opportunities and challenges
to humanity through its remarkable diversity, exceptional metabolic capacity, and rapid
ability to change. In the context of opportunities, the overwhelming majority of fungal
species remain uncharacterized, and these could be the source of new drugs and useful
compounds for industry or have synergistic roles in supporting plant growth in
mineral-limited soils or resisting pathogen invasion (26). In the context of challenges,
the fungal kingdom also includes numerous species with pathogenic potential that
pose threats to varied ecosystems. The fact that the fungal kingdom is understudied
compounds the threats posed by what has been referred to as the “hidden kingdom.”
The realization that much more attention and effort need to be devoted to studying all
aspects of the biology of fungi has led Nature Microbiology to advocate ending this
neglect of fungi (27), the Royal Society to convene a meeting to strategize tackling
emerging fungal threats (28), and the United States Centers for Disease Control and
Prevention (CDC) to organize a fungal disease awareness week. In recognition of the
importance of fungi for the biosphere, the American Academy of Microbiology held a
colloquium in 2017 titled “One Health: Fungal Pathogens of Humans, Animals, and
Plants” (1), which inspired this follow-up article.

EMERGING FUNGAL THREATS TO HUMANS

The impact of fungi on human health has been underappreciated, despite the fact
that these eukaryotic pathogens infect billions of people worldwide, killing in excess of
1.5 million per year (29, 30). Systemic fungal diseases were rare in humans until the
1950s, when antibiotics and the development of intensive care units revolutionized
modern medicine. The 1950s also marked the start of the use of immunosuppressive
agents such as corticosteroids, the development of cancer chemotherapies, and the
inception of catheters that provide access for microbes on the body’s surface to
the body’s interior. These factors enabled fungi to exploit humans in new ways. There
are diverse types of fungal infections that are determined by the fungal species and the
immune status of the person infected (31). Superficial infections are the most common
and include the 1 billion people with skin, hair, and nail infections. Mucosal infections
with Candida (so-called “yeast infection”) are also very common, with over 135 million
women afflicted repetitively, as one example (32). More devastating are chronic,
localized infections below the skin that are more common in tropical regions, as with
mycetoma and chromoblastomycosis, which the World Health Organization (WHO) has
recently classified as Neglected Tropical Diseases. Likewise, chronic fungal lung infec-
tions, notably with Aspergillus spp., are complications of tuberculosis and other chronic
pulmonary diseases, affecting millions globally (33). Fungal allergy is also common,
with millions affected, worsening asthma and cystic fibrosis or leading to chronic nasal
and sinus symptoms (33). Invasive fungal infections are progressive and lethal if not
diagnosed and specifically treated. These infections are initiated by inhalation or
inoculation of spores or by mobilization of commensal fungi that reside within the
body. Although a few species of fungi have the capacity to cause disease even in
healthy people, most invasive fungal infections are caused by fungi with low patho-
genic potential that cause disease only in patients with defects in innate or acquired
immunity, including in the context of premature births, HIV infection, and severe
influenza, as well as due to immunosuppressive treatments for cancer transplantation.
These invasive fungal diseases impose a major public health burden, with mortality
rates of 30% to 90%, depending on the pathogen and patient population.

Approximately 90% of deaths due to fungal infection are caused by species of
Aspergillus, Cryptococcus, Candida, or Pneumocystis, with additional threats posed by
fungi such as Coccidioides and Histoplasma, which can infect even immunocompetent
hosts in regions of endemicity (29, 30). An acute threat is posed by Aspergillus species,
with more than 30 million people at risk of invasive aspergillosis each year because of
corticosteroid or other treatments and over 300,000 patients developing this infection
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annually (34). A. fumigatus is a common culprit, associated with an overall 50%
mortality rate even if diagnosed and treated swiftly. There is a growing appreciation
that Aspergillus and other fungi can be a major cause of life-threatening allergy
associated with severe asthma (35, 36). Cryptococcus species are also now recognized
as one of the most significant fungal threats to human health (37). The WHO places the
annual global burden of cryptococcal meningitis in excess of 223,100 cases annually,
causing more than 181,000 deaths in patients living with HIV and approximately 15%
of all AlDS-associated deaths. Cryptococcosis is caused almost exclusively by two
closely related species that are commonly encountered in the environment: Cryptococ-
cus neoformans and Cryptococcus gattii (38-40). Another AIDS-defining illness has been
Pneumocystis pneumonia, which remains a common infection in resource-limited re-
gions and has expanded to diverse patient populations, including transplant recipients
and individuals afflicted with lung disease, autoimmune disease, or cancers of the
blood or lymph systems (41). In the context of hospital-acquired invasive fungal
infections, species of Candida are the most prevalent causal agent, with Candida
albicans as the most frequent culprit and associated with mortality rates approaching
40% despite state-of-the-art treatment options (42). Current blood culture methods, the
usual means of diagnosing systemic infection, are only 40% sensitive. More sensitive
molecular approaches, such as B-glucan detection or PCR testing, are costly and not
widely available, leading to an underestimation of the burden of invasive candidiasis.
The CDC has classified Candida as a serious threat to human health due to the dramatic
rise in drug-resistant infections, especially those caused by non-albicans species (43).
Overall, there is a growing concern regarding the impact of outbreaks of fungal
diseases.

An emerging fungal pathogen that has gained international attention is Candida
auris, which is typically multidrug resistant and frequently implicated in life-threatening
hospital-acquired infections. C. auris poses a new threat to global health due to an
escalating number of cases, a high rate of antifungal resistance, and an ability to survive
in hospital environments, leading to nosocomial outbreaks. Initially reported in cases of
ear infections (44), this species was soon after detected as the cause of contempora-
neous outbreaks in dispersed regions of the world (45, 46). Genomic analyses of these
early cases identified four geographically stratified genetic subdivisions or clades (47).
More recently reported outbreaks are predominantly linked to three of these clades
(48-50), and a fifth potential clade was identified in 2018 from a single isolate from Iran
(51). While in many countries C. auris is still a rare cause of infection, the pathogen is
now responsible for a major proportion of candidemia in other regions (52).

The identification of distinct clades of C. auris in different regions of the world within
the span of a few years is a striking aspect of the emergence of this species. C. auris was
first identified only in 2009, and retrospective inventories of older isolate collections did
not detect the species prior to 1996 (47). Owing to the high frequency of resistance to
azole antifungals, exposure to these chemicals, which are used widely in both medicine
and agriculture, may have played a role in the selection of azole-resistant isolates of C.
auris. The ability of this yeast to colonize skin and to grow at higher temperatures is also
likely to have contributed to the emergence and global dissemination of C. auris.
Factors that could explain how this species only recently became a global human
pathogen include an increase of health care settings that may promote transmission,
human interactions with the environment increasing contact with or amplifying C.
auris, or rising global temperatures selecting for higher-temperature growth tolerance
(25, 53). Currently, unanswered questions include where this species occurred prior to
1996, what was the prepandemic population structure, and whether there is an
environmental reservoir of this fungus that spilled over to infect humans. The closest-
related species of C. auris have been isolated from a variety of marine and terrestrial
environments, in addition to human sources, and wide environmental surveys may help
better delineate the preferred environment and provide clues as to where to search for
C. auris (25, 53). It is pertinent to note that these questions broadly parallel those that
were asked in the context of other fungal outbreaks, such as the global emergence of
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Batrachochytrium dendrobatidis in amphibians (see below), questions that culminated
in the discovery of the Asian origins of amphibian chytridiomycosis 20 years after its
detection (54).

While the ability of C. auris to survive in a hospital environment clearly has played
a role in local outbreaks, the pathogenesis of this fungus is less clear, with contrasting
reports of the virulence of this organism relative to other Candida species (55, 56).
Infected patient populations, while not generally immunocompromised, often have
other major health complications or have undergone recent invasive procedures (47).
Thus, the attributable mortality related to C. auris infection is not yet clear.

Effective health care guidelines to deal with C. quris infections require better
surveillance methods, rapid and accurate diagnostics, decolonization protocols, and
new antifungals to combat multidrug-resistant strains. Identifying patients at high risk,
in addition to those with direct contact to index cases, could be prioritized for skin
colonization screening. Efforts focused on antimicrobial resistance warrant expansion
to include analysis of C. auris. Wider screening would be supported by more rapid and
accessible diagnostic assays, which need to differentiate C. auris from the related
species Candida haemulonii. The high frequency of C. auris resistance to antifungal
drugs, including isolates with reported resistance to all three major classes of antifun-
gals used to treat invasive infections (47, 57), highlights the urgent need for the
development of new antifungal therapies.

Beyond C. auris, there are major concerns for other fungal outbreaks and the rise in
antifungal drug resistance. One pressing threat is posed by the ongoing outbreaks of
Trichophyton infections in Southeast Asia that are resistant to the ergosterol biosyn-
thesis inhibitor terbinafine (58). Strong selection for the emergence of resistance in this
dermatophyte is likely attributable to the widespread use of over-the-counter medica-
tions, incomplete treatment courses, and the use of creams that combine steroids,
antifungals, and antibacterials and are associated with low exposures and incomplete
coverage. Another cause for serious concern has been the alarming increase in azole-
resistant Aspergillus (18, 59-61). Selection for resistance in Aspergillus can occur in
patients on long-term therapy, as well as in regions of intensive agricultural fungicide
use, with Aspergillus being one of the most common globally ubiquitous eukaryotes
and azoles being a dominant fungicide deployed in agriculture. The potential for
azole-resistant Aspergillus to evolve in the field and be transmitted to the clinic has
been highlighted as a major cause for concern. We have little understanding of the
wider impact of the global usage of antifungal chemicals on fungi that reside in the
environment.

CONTROL STRATEGIES

A major limitation to combating the high morbidity and mortality of fungal infec-
tions is the limited application of accurate diagnostic tools. Detection of fungal
infections by microscopy and culture is insensitive and often negative early in infection
when treatment is most effective. There have been many recent commercial develop-
ments in nonculture diagnostics allowing immediate or within-24-h diagnosis for the
most lethal infections, including cryptococcal, Aspergillus and Histoplasma antigen,
Aspergillus antibody, and PCR tests for Candida, Pneumocystis, Aspergillus, Mucormyce-
tes, and dermatophyte infections (62). Real-life experience of these tests, either singly
or collectively, has demonstrated the individual and public health merits of such testing
in many different clinical settings (63-67). Integration of these tests into routine care
pathways in high-risk patient groups requires a major shift in thinking and allocation of
health care resources (68).

Owing to the close evolutionary relationship between fungi and animals, there are
a very limited number of targets for antibiotic therapy that both kill or arrest the fungus
and spare the host. One antifungal target is the cell wall, which is found in fungi and
is absent in animals, and the other is the cell membrane, which contains ergosterol in
fungi and cholesterol in animals. Despite the many challenges in the development of
safe and effective antifungals, there is recent progress in antifungal drug development
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(69). New members of established antifungal classes have been advanced, as evidenced
by the approval of the azole inhibitor of ergosterol synthesis isavuconazole in 2015, and
the ongoing clinical trials of rezafungin—a new member of the cell wall-targeting
echinocandin class that does not require daily dosing. To overcome resistance and offer
opportunities for better overall outcomes, drugs with novel targets are crucial. Much-
needed advances in this space include olorofim, which blocks pyrimidine biosynthesis;
ibrexafungerp, which inhibits B-glucan synthesis through a mechanism that is distinct
from that of the echinocandins (70); and fosmanogepix, which inhibits synthesis of
glycosylphosphatidylinositol-anchored cell wall mannoproteins. The potential antifun-
gal drug target space can be further expanded by combining conventional antifungals
with molecules that target key regulators of crucial responses to drug-induced cellular
stress, as with the protein phosphatase calcineurin and molecular chaperone Hsp90 (71,
72). Innovative approaches that move beyond small-molecule antifungals, such as
antifungal vaccines, immunotherapies, and novel antifungal biologics, are also areas of
active investigation (73-76). By harnessing advances in antifungal immunity, chemical
genomic screening platforms, large libraries of diverse synthetic molecules and natural
products, and partnerships between academia and industry, there are exciting oppor-
tunities to develop resistance-evasive strategies to treat life-threatening and chronic
fungal infections (77).

EMERGING FUNGAL THREATS TO WILDLIFE

The animal kingdom is widely infected by fungi, and it is unlikely that an animal
exists that is not colonized or infected by fungi. While insects are extensively infected
by fungi, which are important regulators of insect populations (78), only around 625
fungi have been reported to cause infection in vertebrates (79). As with humans,
resistance of vertebrate wildlife to fungi is a function of both innate and acquired
immunity, bolstered by high body temperatures in endothermic mammals and birds.
These factors ensure a high degree of resilience of vertebrates to the fungi that they are
exposed to, and as a consequence, fungal disease in animals is often associated with
compromised immunity. Nonetheless, trends have shown that emerging fungal dis-
eases in animals are occurring worldwide (80). The factors that underlie this expansion
of disease are multifactorial and are underpinned by the complex interactions among
biotic and abiotic drivers described in Fig. 1. Host life-history plays an important role in
determining susceptibility, and emerging fungal pathogens of wildlife such as frogs,
salamanders, bats, and snakes circumvent resistance to infection mediated by high
body temperature through infection of nonthermoregulating amphibians and reptiles
or hibernating mammalian hosts.

Two fungal genera have acquired recent notoriety through causing very aggressive
emerging infections associated with die-offs, population declines, and, in some cases,
vertebrate species extinctions. These are the aquatic chytrid fungi Batrachochytrium
dendrobatidis and Batrachochytrium salamandrivorans causing chytridiomycosis in sus-
ceptible species of amphibians, and the ascomycete fungus Pseudogymnoascus destruc-
tans causing white-nose syndrome (WNS) in hibernating bats of North America. In both
cases, the unifying factor explaining the original emergence of these pathogens is the
international dispersal of infectious inocula, which has ignited outbreaks of disease in
naive host populations, followed by invasion across landscapes and host communities.

Within a year of the 1998 report of chytridiomycosis in pristine environments in
Central America and Australia (81), the fungal agent was named, Batrachochytrium
dendrobatidis sp. nov. (82), and in the ensuing 2 decades this fungus has been found
infecting species across all continents except for the amphibian-free Antarctica (83).
While Batrachochytrium was initially classified as a monotypic genus, the extirpation of
fire salamanders in the Netherlands by chytridiomycosis led to the discovery of a
pathogen from the same genus in 2013—Batrachochytrium salamandrivorans sp.
nov.—proving that this genus harbored further undescribed pathogen diversity posing
a further threat to amphibian biodiversity (84). Together, this class of pathogens is
known as the batrachochytrids (85). To assess the impacts of batrachochytrids on

May/June 2020 Volume 11 Issue 3 e00449-20

mBio’

mbio.asm.org 6

J1901019SNOILNTOAT 4 LSNI ¥ONV1d XVIA 1 0202 ‘¥ Jaquiadaq uo /610 wse olquy//:dny woij papeojumod


https://mbio.asm.org
http://mbio.asm.org/

Minireview mBio

Climate change m m— —
- Extreme weather

- Global warming - Contamination of traded products

- Perturbation of gaseous ratios == - Transport of infected biota

- Long distance aerial spore dispersal

Population Ll

- Growth

- Changing demographics v ‘\

- Aging ‘ ~
-~

- Immunosuppression
[ 4

- Nosocomial transmission N

Lack of antifungal diversity

- Dual use on crops and in clinic M

- Long course of prophylaxis Bl

- Multiple repeat crop spraying schedules l

Host drivers
- Genetically uniform crop monocultures |

- Repeat cropping M

- Spatially homogeneous host presence il

Transmission / persistence / infection
- Transmission enhanced by extended phenotypes

- Host shifts / jumps

- Persistence via saprophytic growth and inoculum survival
- Multiple host infections

- Co-infections and polyparasitism

- Transkingdom interations

Key
B Evolutionary potential

W Artifical selection

FIG 1 The drivers of emerging fungal threats to plants and animals. Four key factors favor the emergence of fungi that infect plants and animals. (i) Evolutionary
potential (blue boxes). High pathogen abundance and virulence enhance evolutionary potential. A rapid and repeating life-cycle generates a large pathogen
population density. High genetic strain diversity hastens emergence of novel fungal genotypes and lineages, with diversity generated by enhanced
reproductive capacity (sexual, parasexual, or clonal), whole-genome or hyphal fusions (144), or genome plasticity endowed by aneuploidy/copy number
variation (145), horizontal gene transfer (146), or two-speed genomes (147). (ii) Artificial selection and host susceptibility (gray boxes). A homogeneous host,
such as a large population of animals or a crop monoculture, fuels pathogen variant emergence. Fungicide-resistant genotypes emerge due to protracted and
repeated treatments/sprays and via the dual use of antifungals on crops and in the clinic (18). (iii) Dispersal/epidemiology (red boxes). Pathogens and infected
hosts are disseminated globally via movement of infected biota (85), contamination of traded goods, or long-distance spore dispersal by, for example, airplanes
or vectoring by hurricane winds (119, 148). Fungi can persist long-term as resting spores or via saprophytic growth. They can hop hosts or persist as generalist
pathogens by causing infections on multiple hosts (18). Transmission can be enhanced by extended phenotypes (149), while coinfections, polyparasitism, and
transkingdom interactions can mitigate or fuel the emergence of novel strains) (85). (iv) Environmental permissiveness (green boxes). Anthropogenic and
meteorological amplifiers of fungal pathogen emergence include population growth, changing population demography fueled by urbanization or conflict,
aging, immunosuppression, and nosocomial hospital-acquired infections. A warming world, with increased incidences of dramatic/extreme weather events and
a change in the amounts of, for example, CO, and N,O (150), has the potential to further fuel the emergence of fungal pathogens.

global amphibian populations, Scheele et al. (86) synthesized data from multiple
sources of information spanning peer-reviewed studies, the International Union for
Conservation of Nature (IUCN) Red List of Threatened Species, and consultations with
the scientists investigating the declines as they occurred (87) and retrospectively (88,
89). This global meta-analysis revealed that chytridiomycosis has contributed to the
decline of an estimated 6.5% of extant amphibian species, including the extinction of
90 different species and representing the greatest documented loss of biodiversity
attributable to any invading microorganism.

While the origins of B. dendrobatidis were long shrouded in mystery, recent phy-
logenomic analysis developed multiple lines of evidence identifying the Korean pen-
insula as the most likely center of origin for the panzootic (54). At least three lineages
of B. dendrobatidis appear to have escaped out of Asia, with molecular dating showing
that the expansion of the B. dendrobatidis Global Panzootic Lineage (BdGPL) had its
origins during the first half of the 20th century. The most recent out-of-Asia emergence
explains the outbreak of B. salamandrivorans in the Netherlands following an introduc-
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tion event from its endemic range in Vietnam (90). Other intercontinental and trans-
national introductions are occurring today for both batrachochytrids because of the
global amphibian trade (54) and translocated species (91).

The outbreak of white-nose syndrome (WNS) in North American bats appears to be
similarly explained by the recent introduction of this pathogen from a European center
of endemism (92). The pathogen concerned, P. destructans, has killed millions of North
American hibernating bats since emergence in New York State in approximately 2006
(93), and as of 2020, the pathogen had spread to 38 U.S. states and seven Canadian
provinces (U.S. Fish and Wildlife Service; https://www.whitenosesyndrome.org/where
-is-wns). The causative fungus of WNS is an obligate psychrophile that grows optimally
between 12.5 and 15.8°C (54.5 and 60.4°F, respectively) with an upper growth limit of
about 20°C (68°F) (94). As metabolically active bats have a body temperature of
approximately 37°C, the fungal pathogen evades this limitation by infecting susceptible
bat hosts during hibernation, when their core body temperatures are reduced to
approximately 7°C. While mortality of hibernating bats from WNS can exceed 90% at
some underground hibernation sites, for infected bats that survive until spring, emer-
gence from hibernation can clear the fungal infection after they return to a euthermic
body temperature above that conducive to growth of P. destructans (95).

A striking similarity between the batrachochytrids and P. destructans is that they are
all cutaneous pathogens. While dermatophytic skin infections are typically considered
to be superficial, the skin of amphibians and wing skin of bats are known to mediate
complex physiological functions beyond service as a mechanical barrier, including gas
exchange, electrolyte balance, and water homeostasis (96). Consequently, damage to
the skin of infected amphibian and bat hosts has far-reaching physiological conse-
quences. In amphibians, fungal skin infection has been experimentally demonstrated to
cause electrolyte imbalance leading to death by cardiac arrest (97). In hibernating bats,
fungal skin infection causes chronic respiratory acidosis and hyperkalemia, disrupting
hibernation and inducing increased energy use in animals reliant on a strategy of
energy conservation to survive winter food shortages until spring emergence (98).
Thus, fungal skin infections of wildlife are not only causing catastrophic population
declines but doing so through mechanisms not previously known in human or veter-
inary medicine, presenting novel challenges for mitigating these impacts.

CONTROL STRATEGIES

While a sophisticated infrastructure exists to rapidly tackle outbreaks of human
and agricultural pathogens, the knowledge and toolkits to combat emerging
diseases in wild populations are nearly nonexistent. For instance, from the detec-
tion of batrachochytrid-driven amphibian declines through to the development of
management plans and description of these disease sources took almost 3 decades
(99). For WNS in bats, this timeline has been compressed, but positive outcomes
continue to be hindered by limited available management options. Nonetheless,
lessons have been learned and toolboxes of interventions for emerging wildlife dis-
eases have been developed that broadly mirror the frameworks used for invasive
species (100).

Management options are classified into four categories based on the stages of the
pathogen invasion process—prearrival, invasion front, epizootic, and established—and
are implemented as appropriate. Considering the batrachochytrids, control prearrival is
focused on preventing introduction of the pathogens. Biosecurity is a first line of
defense, and management actions are through strengthening import controls on
disease vectors and establishment of an infection-free trade (101). For example, and
motivated by the discovery of B. salamandrivorans, the European Union has imple-
mented health protection measures for the trade of salamanders (102); similar mea-
sures have been adopted by the United States (103) and Canada (104). These preemer-
gence prearrival biosecurity-oriented strategies remain the best option for avoiding
disease emergence and need to be more widely adopted in the context of broadly
controlling fungal pathogens of wildlife, such as bat WNS.
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Following emergence along the fungal invasion front, management actions are
focused on pathogen eradication, minimizing the risk of population extinction, and
reducing further geographic spread. The range of management actions that are suit-
able for a particular pathogen-host combination can be explored through decision
processes by, for instance, the use of integral projection models. This approach has
been used to explore the potential control of B. salamandrivorans’s spread in Europe
through the following management actions: (i) no action, (ii) improving host body
condition, (iii) host probiotic treatments, (iv) host antifungals, and (v) host pre- and
postdetection culling. Due to the high virulence of B. salamandrivorans in fire salaman-
ders, the decision analysis concluded that these actions were unlikely to be effective
under anything except perfect situations (105). That said, successful eradication of B.
dendrobatidis from geographically isolated sites in Mallorca, Spain, using the antifungal
itraconazole alongside an environmental disinfectant shows that sustained control can
lead to the local eradication of a batrachochytrid (106). In the case of bats and WNS,
strategies to control P. destructans, such as probiotic treatments (107), UV-mediated
killing of the fungal pathogen (108), or disinfection of environmental reservoirs, have
also been tested or proposed. To date, efforts to mitigate WNS have been impeded by
logistical challenges of working with hibernating animals sensitive to disturbance in
complex underground environments, and beneficial outcomes have not yet been
clearly demonstrated.

Once established in the epizootic and established phases, management actions
necessarily shift from limiting spread to reducing impacts on host populations. Options
here include vaccination (109, 110) or bioaugmentation with probiotics (107, 111),
manipulating habitats to favor the host over the pathogen, facilitated evolution or
host-translocation of disease-resistant individuals, and ex situ conservation of highly
threatened species. The safeguarding of threatened species through establishing ex situ
captive breeding programs currently remains the only active conservation method to
avoid species loss after invasion, and Amphibian Arks maintains the possibility for
selective breeding or genetic modification of amphibians for resistance (112). Advances
in gene editing represent a novel and potentially transformative tool for management
of disease in free-ranging wildlife, providing possible avenues to augment host im-
mune responses to, or attenuate virulence of, fungal pathogens (101, 113). However, as
response-based control of disease in free-ranging wildlife presents challenges on
numerous fronts, as with additional emerging threats such as that posed by snake
fungal disease (114), investment in prevention-based strategies that support resilient
wildlife populations with the capacity to adapt to health threats in the absence of
routine human intervention would constitute a key component of prearrival disease
control.

EMERGING THREATS TO PLANTS

Plant-infecting fungi and oomycetes challenge the integrity of natural ecosystems
and jeopardize global food security (80, 115). Indeed, we face a future blighted by
known adversaries, new variants of old foes, and new diseases. Modern agricultural
intensification practices, in particular, have heightened the challenge, as the planting of
vast swathes of genetically uniform crops, guarded by one or two inbred resistance (R)
genes, and use of single-target antifungals have accelerated the emergence of new
virulent and fungicide-resistant strains. Climate change compounds the saga as we see
altered disease demographics—pathogens are moving poleward in a warming world
(116). It now becomes critical that we better understand how plant pathogens move in
time and space and the mechanisms by which they evolve. Population data, collected
over various spatial scales, are pivotal to the success of this endeavor.

Wild species. Fungi and oomycetes threaten the longevity and viability of natural
ecosystems through infection and then decimation of wild hosts. For example, infection
destroys standing trees, affecting carbon sequestration and causing habitat loss for the
resident or local natural flora and fauna. While many pathogens cause persistent
disease problems, such as root rot of trees, others have already changed the landscape,
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such as Dutch elm disease (Ophiostoma novo-ulmi) and chestnut blight (Cryphonectria
parasitica) (80), and thus are considered to be largely “historical” diseases. More
recently, however, there have been new disease incursions, such as myrtle rust (Aus-
tropuccinia psidii) and ash dieback (Hymenoscyphus fraxineus) (117). Both diseases are
spreading around the world, challenging not only their hosts per se but with myrtle rust
having the potential to spread to other Myrtaceae species, for example, eucalyptus and
tea trees (118), and with dieback threatening not only the ash genus but also other
family members in the Oleaceae (117).

Crops. Global food insecurity, caused by infection and subsequent decimation of
our crops, comes in two guises, as it derives from (i) pre- or postharvest loss of calorie
crops—that is, loss of staples that provide calories for local and national consump-
tion—and (ii) loss of commodity or cash crops, which are traded globally and where
economies of whole countries depend upon export revenues to access food grown
elsewhere in the world (119).

(i) Calorie crops. The top five global calorie crops are wheat, rice, maize, oil palm,
and soybean, as derived from measuring crop yield with the metric of calories per capita
per day (FAOSTAT 2016; http://faostat.fao.org/default.aspx). Of these, wheat and soy-
bean harvests are currently under threat from newly emerged fungal and oomycete
pathogens. They are, respectively, the wheat blast fungus, Magnaporthe oryzae; the
soybean rust fungus, Phakopsora pachyrhizi (120, 121);and the soybean oomycete
pathogen Phytophthora sojae (121). We focus further on the wheat blast fungus
because it serves as a cautionary example regarding global trade without robust plant
health legislation and highlights the urgent need for immediate data dissemination via
“open science,” by the international team of scientists involved (122).

The wheat blast fungus Magnaporthe oryzae (also known as Pyricularia graminis-
tritici) was first described in 1985 in Brazil. It subsequently spread across central and
southern Brazil (1988) and has since been reported in Bolivia, Paraguay, and Argentina
(1996 to 2007) (123). In 2016, the fungus arrived in southwestern Bangladesh (124) and
has since devastated the wheat harvest in eight districts, with total loss of crop and
accounting for the loss of circa 3.5% of the total Bangladeshi wheat harvest (abstracted
from 2016 USDA Foreign Agricultural drive BG6005; https://www.fas.usda.gov/data/
Bangladesh-grain-and-feed-annual). The sudden arrival of wheat blast posed a series of
questions. Where had it come from? Would the epidemic spread both within the
country and to neighboring countries? Would disease impact the daily Bangladeshi diet
by loss of calories? Could disease-resistant cultivars be deployed for planting? A
consortium of United Kingdom, Bangladeshi, Swiss, and French scientists joined forces
in a field pathogenomics and population genetics study to gather, sequence, and
analyze the pathogen on diseased field-harvested wheat leaves (122). Their combined
phylogenomics expertise led to the conclusion that the fungus had been introduced
into Bangladesh from South America (124). Their findings were validated when “rotten
wheat” was reported to have been imported from Brazil into Bangladesh in 2015 (124),
attesting to poor phytosanitary practices at both point of export and point of import.
Such international engagement, with sequence data released quickly onto an open-
science web-based platform (http://www.Wheatblast.net), was unprecedented in the
field of plant-pathogen studies.

This disease incursion and its outcome highlight four key points: (i) the need for avid
disease surveillance, that is, scrutiny of imported goods and in the field, particularly
under environmental conditions conducive to disease spread; (ii) the need for imme-
diate data-sharing with other scientists, politicians, and the public alike for use in policy
making; (iii) the need to breed wheat resistant to wheat blast infection, whether by
traditional breeding (e.g., by global breeding programs as coordinated by CIMMYT, the
International Maize and Wheat Improvement Center), by identification of R genes, or via
CRISPR-edited wheat lines (122); and (iv) the need to understand the changing profile
of local diets, such as the increasing amount of wheat eaten in Bangladesh (now ~18%
of the daily diet), both homegrown and from rising wheat imports.
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(ii) Commodity crops. The top commodity crops are far harder to define than
calorie crops (125). However, here we consider bananas as a major cash crop, on which
the livelihoods of tens of thousands of those dwelling in Africa, Central and South
America, and Asia depend, and focus on the challenge of Panama disease of bananas
caused by Fusarium oxysporum f. sp. cubense Tropical Race 4 (TR4).

Bananas (Musa spp.) are the most consumed, the cheapest, and the most traded
global fruit (126). They are, in fact, the fifth most traded agricultural product. While ca.
100 billion bananas are thought to be consumed each year (Bananalink, https://www
.bananalink.org.uk/), precise figures on global banana production are elusive, as many
are grown by smallholder farmers, particularly in Africa, Asia, and Latin America and are
traded and consumed locally. Commercial bananas are triploids that do not produce
mature seeds and are propagated vegetatively (127). There are hundreds of different
varieties worldwide (127), but the most widely traded banana, from the Cavendish
subgroup, accounts for approximately 47% of global production, with ca. 100 million
tons produced globally each year (FAOSTAT, www.fao.org). As such, this is a precious
cash or commodity crop, particularly in countries such as Ecuador, Philippines, and
Costa Rica. To illustrate this point, in terms of food security, Costa Rica exports ~13%
of the world’s trade in bananas, and the revenue generated covers ~40% of Costa
Rica’s food imports (abstracted from http://www.fao.org/economic/est/est-commodities/
bananas).

Cavendish bananas are widely planted and dominate the U.S. and European Union
import markets, being higher yielders, more resilient to extremes of weather, and more
robust in transit than other cultivars. However, their hugely restricted genetic basis is
a matter of grave concern for global banana production. Indeed, the longevity of the
Cavendish banana is jeopardized by the spread of an aggressive fungus, F. oxysporum
f. sp. cubense (Fusarium odoratissimum) TR4. Infection of Cavendish and many other
banana varieties (126) causes wilting, leaf chlorosis, vascular discoloration, and loss of
crop. TR4 was first described in Malaysia, Indonesia, and China (1990s) and then
Australia (1997), Jordan and Mozambique (2013), Europe (2018), and Turkey (2019)
(128), and its first incursion into Latin America, notably Colombia, was recorded in 2019
(129). This fungus persists in the soil or on decaying host plant debris, with chlamy-
dospores allegedly remaining viable for up to 30 years (126). TR4 invades susceptible
roots and causes severe vascular wilt disease. Descriptions of root infection and
subsequent colonization of the rhizome (130, 131), and progression of the fungus
through to the pseudostem (132) and aerial tissues (133), have generated greater
understanding of its infection cycle. There remain, however, many unknown details
regarding both the biology of whole-plant infection and the pathogen characteristics
that drive its spread.

Current efforts involve sequencing of F. oxysporum f. sp. cubense populations,
including TR4 and other races from different geographical locations. A goal of popu-
lation genomic analyses will be to decipher the origin and spatiotemporal migration
routes in time and space of the pathogen and to identify the race-specific mutations or
genomic regions that define TR4. Genome sequencing of other F. oxysporum forma
specialis fungi has revealed that this group of fungi comprise highly dynamic genomes
(134, 135). For example, the genome of the tomato-infecting lineage F. oxysporum f. sp.
lycopersici includes highly variable lineage-specific chromosomes encoding virulence
determinants that are essential for virulence. F. oxysporum propagates mainly by clonal
reproduction; however, lineage-specific chromosomes can be exchanged horizontally
between strains (135). Thereby, new virulence determinants can be acquired or ex-
changed between strains by vegetative fusion. It is possible that the virulence speci-
ficities of TR4 and other F. oxysporum f. sp. cubense races likewise are encoded by
lineage-specific chromosomes.

CONTROL
There are currently no commercial banana cultivars resistant to TR4. Interestingly,
wild banana species surveyed in natural forests of Indonesia in proximity to banana
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plantations infected by TR4 showed no symptoms of Fusarium wilt (136). This obser-
vation points to wild banana species as a potential source of Fusarium wilt resistance
genes. Improving disease resistance in commercial banana cultivars will be an impor-
tant way forward as there are no effective fungicides described to date, and thus,
disease control can currently be affected only by quarantine and hygiene.

Current global disease control for crops largely relies on chemical application that
threatens the health of humans and animals, negatively impacts ecosystems, and
generates drug-resistant plant-pathogenic strains. Innovative and ecofriendly fungi-
cides and antimicrobial agents are in urgent need to avoid uncontrollable outbreaks of
pathogen and parasite infections in both plants and animals, including humans. There
may also be opportunities for development of biological control strategies with envi-
ronmental microbes that produce pathogen-specific antimicrobial agents.

One alternative rapid approach is to utilize cross-kingdom RNA interference (RNAi)
to express double-stranded RNAs (dsRNAs) or small RNAs (sRNAs) that target pathogen
or insect virulence-related genes in plants to combat plant diseases (137-139). This
approach can also control multiple pathogens simultaneously by designing dsRNA and
sRNA constructs that target genes from different pathogens (140). Furthermore, the
recent discovery of fungal RNA uptake (140) makes it possible to develop spray-induced
gene silencing (SIGS) to control fungal pathogens through topical application of
pathogen gene-targeting dsRNAs or SRNAs (140-142). Spray application of long dsRNAs
or sSRNA duplexes that target fungal virulence-related genes can effectively suppress
infection of Botrytis cinerea and Sclerotinia sclerotiorum (140, 142) on fruits, vegetables,
and flowers and control Fusarium graminearum infection on the monocot barley (141).
Such RNA-based, “new-generation” fungicides may serve as an effective alternative for
disease control by targeting any pathogen that can take up RNAs and has effective
RNAi machinery and for which important virulence genes are known.

Finally, changing the architecture of agricultural ecosystems by increasing diversity
may carry the potential to reduce disease pressure on crops (143). Species mixtures, as
opposed to monocultures, reduce the spread of fungal pathogens within fields and
may thereby also slow down the evolution of new virulence traits. Further, mixed-
cropping systems have the potential to increase soil microbial diversity, including
mutualistic symbionts that add to improved plant health. Challenges of mixed-
cropping systems will be to alleviate yield damage and to develop technical solutions
to manage crop diversity.

THE WAY FORWARD

In summary, it is clear that interdisciplinary research networks are needed to tackle
four grand challenges presented by fungi: (i) understand the forces driving the emer-
gence, evolution, and spread of fungi affecting plants, animals, humans, and society; (ii)
identify mechanisms of fungal adaptation and interactions with hosts and other
microbes; (iii) understand the evolution of resistance to fungicides and antifungals
across the fungal kingdom; and (iv) implement current successful diagnostic ap-
proaches and develop novel strategies to thwart fungal disease. With human activity,
modern medicine, and environmental and climate change all intensifying the impact of
fungi (29, 80), it is now crucial to mobilize such networks to solve the most pressing
threats to global health, agriculture, and biodiversity.

ACKNOWLEDGMENTS

The use of trade, firm, or product names is for descriptive purposes only and does
not imply endorsement by the U.S. Government.

We thank Charlotte Gurr for the graphic for Fig. 1.

All authors are Fellows or Advisors of the Canadian Institute for Advanced Research
(CIFAR) in the Fungal Kingdom: Threats & Opportunities program, Toronto, Ontario,
Canada.

This article was inspired by the American Academy of Microbiology colloquium in
2017 titled “One Health: Fungal Pathogens of Humans, Animals, and Plants” (1).

May/June 2020 Volume 11 Issue 3 e00449-20

mBio’

mbio.asm.org 12

J1901019SNOILNTOAT 4 LSNI ¥ONV1d XVIA 1 0202 ‘¥ Jaquiadaq uo /610 wse olquy//:dny woij papeojumod


https://mbio.asm.org
http://mbio.asm.org/

Minireview

REFERENCES

1.

May/June 2020 Volume 11

Konopka JB, Casadevall A, Taylor JW, Heitman J, Cowen L. 2019. One
health: fungal pathogens of humans, animals, and plants. Colloquium
report. American Society for Microbiology, Washington, DC.

. Sipos G, Anderson JB, Nagy LG. 2018. Armillaria. Curr Biol 28:

R297-R298. https://doi.org/10.1016/j.cub.2018.01.026.

. Lin X, Alspaugh JA, Liu H, Harris S. 2014. Fungal morphogenesis. Cold

Spring Harb Perspect Med 5:a019679. https://doi.org/10.1101/cshperspect
.a019679.

. Riquelme M, Aguirre J, Bartnicki-Garcia S, Braus GH, Feldbriigge M, Fleig

U, Hansberg W, Herrera-Estrella A, Kimper J, Kiick U, Mourifio-Pérez RR,
Takeshita N, Fischer R. 2018. Fungal morphogenesis, from the polarized
growth of hyphae to complex reproduction and infection structures.
Microbiol Mol Biol Rev 82:e00068-17. https://doi.org/10.1128/MMBR
.00068-17.

. Jones MDM, Forn |, Gadelha C, Egan MJ, Bass D, Massana R, Richards TA.

2011. Discovery of novel intermediate forms redefines the fungal tree
of life. Nature 474:200-203. https://doi.org/10.1038/nature09984.

. Baldauf SL, Palmer JD. 1993. Animals and fungi are each other’s closest

relatives: congruent evidence from multiple proteins. Proc Natl Acad
Sci U S A 90:11558-11562. https://doi.org/10.1073/pnas.90.24.11558.

. Lagree K, Mitchell AP. 2017. Fungal biofilms: inside out. Microbiol Spectr

5(2):FU-0045-2016.NK-0024-2016.
.FUNK-0024-2016.

https://doi.org/10.1128/microbiolspec

. El-Jurdi N, Ghannoum MA. 2017. The mycobiome: impact on health and

disease states. Microbiol Spectr 5(3):FUNK-0045-2016. https://doi.org/
10.1128/microbiolspec.FUNK-0045-2016.

. Peay KG, Kennedy PG, Talbot JM. 2016. Dimensions of biodiversity in

the Earth mycobiome. Nat Rev Microbiol 14:434-447. https://doi.org/
10.1038/nrmicro.2016.59.

. Peleg AY, Hogan DA, Mylonakis E. 2010. Medically important bacterial-

fungal interactions. Nat Rev Microbiol 8:340-349. https://doi.org/10
.1038/nrmicro2313.

. Dadachova E, Bryan RA, Huang X, Moadel T, Schweitzer AD, Aisen P,

Nosanchuk JD, Casadevall A. 2007. lonizing radiation changes the
electronic properties of melanin and enhances the growth of
melanized fungi. PLoS One 2:e457. https://doi.org/10.1371/journal
.pone.0000457.

. Karpenko YV, Redchitz Tl, Zheltonozhsky VA, Dighton J, Zhdanova NN.

2006. Comparative responses of microscopic fungi to ionizing radiation
and light. Folia Microbiol (Praha) 51:45-49. https://doi.org/10.1007/
bf02931449.

. Robertson KL, Mostaghim A, Cuomo CA, Soto CM, Lebedev N, Bailey RF,

Wang Z. 2012. Adaptation of the black yeast Wangiella dermatitidis to
jonizing radiation: molecular and cellular mechanisms. PLoS One
7:€48674. https://doi.org/10.1371/journal.pone.0048674.

. Dighton J, Tugay T, Zhdanova N. 2008. Fungi and ionizing radiation

from radionuclides. FEMS Microbiol Lett 281:109-120. https://doi.org/
10.1111/j.1574-6968.2008.01076.x.

. Onofri S, de Vera J-P, Zucconi L, Selomann L, Scalzi G, Venkateswaran

KJ, Rabbow E, de la Torre R, Horneck G. 2015. Survival of Antarctic
cryptoendolithic fungi in simulated Martian conditions on board the
International Space Station. Astrobiology 15:1052-1059. https://doi
.org/10.1089/ast.2015.1324.

. Tansey MR, Brock TD. 1972. The upper temperature limit for eukaryotic

organisms. Proc Natl Acad Sci U S A 69:2426-2428. https://doi.org/10
.1073/pnas.69.9.2426.

. Paulussen C, Hallsworth JE, Alvarez-Pérez S, Nierman WC, Hamill PG,

Blain D, Rediers H, Lievens B. 2017. Ecology of aspergillosis: insights
into the pathogenic potency of Aspergillus fumigatus and some other
Aspergillus species. Microb Biotechnol 10:296-322. https://doi.org/10
A1111/1751-7915.12367.

. Fisher MC, Hawkins NJ, Sanglard D, Gurr SJ. 2018. Worldwide emer-

gence of resistance to antifungal drugs challenges human health and
food security. Science 360:739-742. https://doi.org/10.1126/science
.aap7999.

. Albuquerque P, Nicola AM, Magnabosco DAG, Derengowski LDS,

Crisostomo LS, Xavier LCG, Frazdo SDO, Guilhelmelli F, de Oliveira MA,
Dias JDN, Hurtado FA, Teixeira MDM, Guimaraes AJ, Paes HC, Bagagli E,
Felipe MSS, Casadevall A, Silva-Pereira 1. 2019. A hidden battle in the
dirt: soil amoebae interactions with Paracoccidioides spp. PLoS Negl
Trop Dis 13:e0007742. https://doi.org/10.1371/journal.pntd.0007742.

Issue 3 e00449-20

20.

21.

22.

23.

24,

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

mBio’

Gongalves DDS, Ferreira MDS, Gomes KX, Rodriguez-de La Noval C,
Liedke SC, da Costa GCV, Albuquerque P, Cortines JR, Peralta RHS,
Peralta JM, Casadevall A, Guimaraes AJ. 2019. Unravelling the interac-
tions of the environmental host Acanthamoeba castellanii with fungi
through the recognition by mannose-binding proteins. Cell Microbiol
21:e13066. https://doi.org/10.1111/cmi.13066.

Hillmann F, Novohradskd S, Mattern DJ, Forberger T, Heinekamp T,
Westermann M, Winckler T, Brakhage AA. 2015. Virulence determinants
of the human pathogenic fungus Aspergillus fumigatus protect against
soil amoeba predation. Environ Microbiol 17:2858-2869. https://doi
.org/10.1111/1462-2920.12808.

Novohradska S, Ferling I, Hillmann F. 2017. Exploring virulence deter-
minants of filamentous fungal pathogens through interactions with soil
amoebae. Front Cell Infect Microbiol 7:497. https://doi.org/10.3389/
fcimb.2017.00497.

de Crecy E, Jaronski S, Lyons B, Lyons TJ, Keyhani NO. 2009. Directed
evolution of a filamentous fungus for thermotolerance. BMC Biotechnol
9:74. https://doi.org/10.1186/1472-6750-9-74.

Garcia-Solache MA, Casadevall A. 2010. Global warming will bring new
fungal diseases for mammals. mBio 1:¢00061-10. https://doi.org/10
.1128/mBi0.00061-10.

Casadevall A, Kontoyiannis DP, Robert V. 2019. On the emergence of
Candida auris: climate change, azoles, swamps, and birds. mBio 10:
€01397-19. https://doi.org/10.1128/mBio.01397-19.

Arnold AE, Mejia LC, Kyllo D, Rojas El, Maynard Z, Robbins N, Herre EA.
2003. Fungal endophytes limit pathogen damage in a tropical tree.
Proc Natl Acad Sci U S A 100:15649-15654. https://doi.org/10.1073/
pnas.2533483100.

Nature Microbiology. 2017. Stop neglecting fungi. Nat Microbiol
2:17120. https://doi.org/10.1038/nmicrobiol.2017.123.

Fisher MC, Gow NA, Gurr SJ. 2016. Tackling emerging fungal threats to
animal health, food security and ecosystem resilience. Philos Trans R
Soc Lond B Biol Sci 371:20160332. https://doi.org/10.1098/rstb.2016
.0332.

Brown GD, Denning DW, Gow NAR, Levitz SM, Netea MG, White TC.
2012. Hidden killers: human fungal infections. Sci Transl Med 4:165rv13.
https://doi.org/10.1126/scitranslmed.3004404.

Brown GD, Denning DW, Levitz SM. 2012. Tackling human fungal
infections. Science 336:647. https://doi.org/10.1126/science.1222236.
Kohler JR, Hube B, Puccia R, Casadevall A, Perfect JR. 2017. Fungi that
infect humans. Microbiol Spectr 5:FUNK-0014-2016. https://doi.org/10
.1128/microbiolspec.FUNK-0014-2016.

Denning DW, Kneale M, Sobel JD, Rautemaa-Richardson R. 2018. Global
burden of recurrent vulvovaginal candidiasis: a systematic review. Lancet
Infect Dis 18:@339-e347. https://doi.org/10.1016/51473-3099(18)30103-8.
Global Action Fund for Fungal Infections. 2015. 95/95 by 2025. Improv-
ing outcomes for patients with fungal infections across the world. A
roadmap for the next decade. GAFFI, Geneva, Switzerland. http://www
.gaffi.org/roadmap/.

Bongomin F, Gago S, Oladele RO, Denning DW. 2017. Global and
multi-national prevalence of fungal diseases-estimate precision. J Fungi
3:57. https://doi.org/10.3390/jof3040057.

Denning DW, Chakrabarti A. 2017. Pulmonary and sinus fungal diseases
in non-immunocompromised patients. Lancet Infect Dis 17:e357-e366.
https://doi.org/10.1016/51473-3099(17)30309-2.

Dufresne SF, Cole DC, Denning DW, Sheppard DC. 2017. Serious fungal
infections in Canada. Eur J Clin Microbiol Infect Dis 36:987-992. https://
doi.org/10.1007/s10096-017-2922-y.

Perfect JR, Bicanic T. 2015. Cryptococcosis diagnosis and treatment:
what do we know now. Fungal Genet Biol 78:49-54. https://doi.org/
10.1016/j.fgb.2014.10.003.

Byrnes EJ, Bartlett KH, Perfect JR, Heitman J, Ill. 2011. Cryptococcus
gattii: an emerging fungal pathogen infecting humans and animals.
Microbes Infect 13:895-907. https://doi.org/10.1016/j.micinf.2011.05
.009.

Idnurm A, Bahn Y-S, Nielsen K, Lin X, Fraser JA, Heitman J. 2005.
Deciphering the model pathogenic fungus Cryptococcus neoformans.
Nat Rev Microbiol 3:753-764. https://doi.org/10.1038/nrmicro1245.
Kronstad JW, Attarian R, Cadieux B, Choi J, D'Souza CA, Griffiths EJ,
Geddes JMH, Hu G, Jung WH, Kretschmer M, Saikia S, Wang J. 2011.
Expanding fungal pathogenesis: cryptococcus breaks out of the oppor-

mbio.asm.org 13

J1901019SNOILNTOAT 4 LSNI ¥ONV1d XVIA 1 0202 ‘¥ Jaquiadaq uo /610 wse olquy//:dny woij papeojumod


https://doi.org/10.1016/j.cub.2018.01.026
https://doi.org/10.1101/cshperspect.a019679
https://doi.org/10.1101/cshperspect.a019679
https://doi.org/10.1128/MMBR.00068-17
https://doi.org/10.1128/MMBR.00068-17
https://doi.org/10.1038/nature09984
https://doi.org/10.1073/pnas.90.24.11558
https://doi.org/10.1128/microbiolspec.FUNK-0024-2016
https://doi.org/10.1128/microbiolspec.FUNK-0024-2016
https://doi.org/10.1128/microbiolspec.FUNK-0045-2016
https://doi.org/10.1128/microbiolspec.FUNK-0045-2016
https://doi.org/10.1038/nrmicro.2016.59
https://doi.org/10.1038/nrmicro.2016.59
https://doi.org/10.1038/nrmicro2313
https://doi.org/10.1038/nrmicro2313
https://doi.org/10.1371/journal.pone.0000457
https://doi.org/10.1371/journal.pone.0000457
https://doi.org/10.1007/bf02931449
https://doi.org/10.1007/bf02931449
https://doi.org/10.1371/journal.pone.0048674
https://doi.org/10.1111/j.1574-6968.2008.01076.x
https://doi.org/10.1111/j.1574-6968.2008.01076.x
https://doi.org/10.1089/ast.2015.1324
https://doi.org/10.1089/ast.2015.1324
https://doi.org/10.1073/pnas.69.9.2426
https://doi.org/10.1073/pnas.69.9.2426
https://doi.org/10.1111/1751-7915.12367
https://doi.org/10.1111/1751-7915.12367
https://doi.org/10.1126/science.aap7999
https://doi.org/10.1126/science.aap7999
https://doi.org/10.1371/journal.pntd.0007742
https://doi.org/10.1111/cmi.13066
https://doi.org/10.1111/1462-2920.12808
https://doi.org/10.1111/1462-2920.12808
https://doi.org/10.3389/fcimb.2017.00497
https://doi.org/10.3389/fcimb.2017.00497
https://doi.org/10.1186/1472-6750-9-74
https://doi.org/10.1128/mBio.00061-10
https://doi.org/10.1128/mBio.00061-10
https://doi.org/10.1128/mBio.01397-19
https://doi.org/10.1073/pnas.2533483100
https://doi.org/10.1073/pnas.2533483100
https://doi.org/10.1038/nmicrobiol.2017.123
https://doi.org/10.1098/rstb.2016.0332
https://doi.org/10.1098/rstb.2016.0332
https://doi.org/10.1126/scitranslmed.3004404
https://doi.org/10.1126/science.1222236
https://doi.org/10.1128/microbiolspec.FUNK-0014-2016
https://doi.org/10.1128/microbiolspec.FUNK-0014-2016
https://doi.org/10.1016/S1473-3099(18)30103-8
http://www.gaffi.org/roadmap/
http://www.gaffi.org/roadmap/
https://doi.org/10.3390/jof3040057
https://doi.org/10.1016/S1473-3099(17)30309-2
https://doi.org/10.1007/s10096-017-2922-y
https://doi.org/10.1007/s10096-017-2922-y
https://doi.org/10.1016/j.fgb.2014.10.003
https://doi.org/10.1016/j.fgb.2014.10.003
https://doi.org/10.1016/j.micinf.2011.05.009
https://doi.org/10.1016/j.micinf.2011.05.009
https://doi.org/10.1038/nrmicro1245
https://mbio.asm.org
http://mbio.asm.org/

Minireview

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

May/June 2020 Volume 11

tunistic box. Nat Rev Microbiol 9:193-203. https://doi.org/10.1038/
nrmicro2522.

Gigliotti F, Limper AH, Wright T. 2014. Pneumocystis. Cold Spring Harb
Perspect Med 4:a019828. https://doi.org/10.1101/cshperspect.a019828.
Pfaller MA, Diekema DJ. 2007. Epidemiology of invasive candidiasis: a
persistent public health problem. Clin Microbiol Rev 20:133-163.
https://doi.org/10.1128/CMR.00029-06.

Deorukhkar SC, Saini S, Mathew S. 2014. Non-albicans Candida
infection: an emerging threat. Interdiscip Perspect Infect Dis 2014:
615958. https://doi.org/10.1155/2014/615958.

Satoh K, Makimura K, Hasumi Y, Nishiyama Y, Uchida K, Yamaguchi H.
2009. Candida auris sp. nov., a novel ascomycetous yeast isolated from
the external ear canal of an inpatient in a Japanese hospital. Microbiol
Immunol 53:41-44. https://doi.org/10.1111/j.1348-0421.2008.00083 x.
Chowdhary A, Sharma C, Duggal S, Agarwal K, Prakash A, Singh PK, Jain
S, Kathuria S, Randhawa HS, Hagen F, Meis JF. 2013. New clonal strain
of Candida auris, Delhi, India. Emerg Infect Dis 19:1670-1673. https://
doi.org/10.3201/eid1910.130393.

Magobo RE, Corcoran C, Seetharam S, Govender NP. 2014. Candida
auris-associated candidemia. Emerg Infect Dis 20:1250-1251. https://
doi.org/10.3201/eid2007.131765.

Lockhart SR, Etienne KA, Vallabhaneni S, Farooqi J, Chowdhary A,
Govender NP, Colombo AL, Calvo B, Cuomo CA, Desjardins CA, Berkow
EL, Castanheira M, Magobo RE, Jabeen K, Asghar RJ, Meis JF, Jackson B,
Chiller T, Litvintseva AP. 2017. Simultaneous emergence of multidrug-
resistant Candida auris on 3 continents confirmed by whole-genome
sequencing and epidemiological analyses. Clin Infect Dis 64:134-140.
https://doi.org/10.1093/cid/ciw691.

Escandon P, Chow NA, Caceres DH, Gade L, Berkow EL, Armstrong P,
Rivera S, Misas E, Duarte C, Moulton-Meissner H, Welsh RM, Parra C,
Pescador LA, Villalobos N, Salcedo S, Berrio |, Varén C, Espinosa-Bode A,
Lockhart SR, Jackson BR, Litvintseva AP, Beltran M, Chiller TM. 2018.
Molecular epidemiology of Candida auris in Colombia reveals a highly
related, countrywide colonization with regional patterns in amphoter-
icin B resistance. Clin Infect Dis 68:15-21. https://doi.org/10.1093/cid/
ciy411.

Chow NA, Gade L, Tsay SV, Forsberg K, Greenko JA, Southwick KL,
Barrett PM, Kerins JL, Lockhart SR, Chiller TM, Litvintseva AP, US Can-
dida auris Investigation Team. 2018. Multiple introductions and subse-
quent transmission of multidrug-resistant Candida auris in the USA: a
molecular epidemiological survey. Lancet Infect Dis 18:1377-1384..
https://doi.org/10.1016/51473-3099(18)30597-8.

Rhodes J, Abdolrasouli A, Farrer RA, Cuomo CA, Aanensen DM,
Armstrong-James D, Fisher MC, Schelenz S. 2018. Genomic epidemiol-
ogy of the UK outbreak of the emerging human fungal pathogen
Candida auris. Emerg Microbes Infect 7:43. https://doi.org/10.1038/
s41426-018-0098-x.

Chow NA, de Groot T, Badali H, Abastabar M, Chiller TM, Meis JF. 2019.
Potential fifth clade of Candida auris, Iran, 2018. Emerg Infect Dis
25:1780-1781. https://doi.org/10.3201/eid2509.190686.

van Schalkwyk E, Mpembe RS, Thomas J, Shuping L, Ismail H, Lowman W,
Karstaedt AS, Chibabhai V, Wadula J, Avenant T, Messina A, Govind CN,
Moodley K, Dawood H, Ramjathan P, Govender NP, GERMS-SA. 2019.
Epidemiologic shift in candidemia driven by Candida auris, South Africa,
2016-2017. Emerg Infect Dis 25:1698-1707. https://doi.org/10.3201/
€id2509190040.

Jackson BR, Chow N, Forsberg K, Litvintseva AP, Lockhart SR, Welsh R,
Vallabhaneni S, Chiller T. 2019. On the origins of a species: what might
explain the rise of Candida auris? J Fungi 5:58. https://doi.org/10.3390/
jof5030058.

O’Hanlon SJ, Rieux A, Farrer RA, Rosa GM, Waldman B, Bataille A, Kosch
TA, Murray KA, Brankovics B, Fumagalli M, Martin MD, Wales N,
Alvarado-Rybak M, Bates KA, Berger L, Boll S, Brookes L, Clare F,
Courtois EA, Cunningham AA, Doherty-Bone TM, Ghosh P, Gower DJ,
Hintz WE, Hoglund J, Jenkinson TS, Lin C-F, Laurila A, Loyau A, Martel
A, Meurling S, Miaud C, Minting P, Pasmans F, Schmeller DS, Schmidt
BR, Shelton JMG, Skerratt LF, Smith F, Soto-Azat C, Spagnoletti M, Tessa
G, Toledo LF, Valenzuela-Sanchez A, Verster R, Voros J, Webb RJ,
Wierzbicki C, Wombwell E, Zamudio KR, Aanensen DM, James TY,
Gilbert MTP, Weldon C, Bosch J, Balloux F, Garner TWJ, Fisher MC. 2018.
Recent Asian origin of chytrid fungi causing global amphibian declines.
Science 360:621-627. https://doi.org/10.1126/science.aar1965.
Ben-Ami R, Berman J, Novikov A, Bash E, Shachor-Meyouhas Y, Zakin S,
Maor Y, Tarabia J, Schechner V, Adler A, Finn T. 2017. Multidrug-

Issue 3 e00449-20

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

mBio’

resistant Candida haemulonii and C. auris, Tel Aviv, Israel. Emerg Infect
Dis 23:195-203. https://doi.org/10.3201/eid2302.161486.

Wang X, Bing J, Zheng Q, Zhang F, Liu J, Yue H, Tao L, Du H, Wang Y,
Wang H, Huang G. 2018. The first isolate of Candida auris in China:
clinical and biological aspects. Emerg Microbes Infect 7:93. https://doi
.org/10.1038/s41426-018-0095-0.

Ostrowsky B, Greenko J, Adams E, Quinn M, O'Brien B, Chaturvedi V,
Berkow E, Vallabhaneni S, Forsberg K, Chaturvedi S, Lutterloh E, Blog D, C.
auris Investigation Work Group. 2020. Candida auris isolates resistant to
three classes of antifungal medications—New York, 2019. MMWR Morb
Mortal Wkly Rep 69:6-9. https://doi.org/10.15585/mmwr.mm6901a2.
Singh A, Masih A, Monroy-Nieto J, Singh PK, Bowers J, Travis J, Khurana
A, Engelthaler DM, Meis JF, Chowdhary A. 2019. A unique multidrug-
resistant clonal Trichophyton population distinct from Trichophyton
mentagrophytes/Trichophyton interdigitale complex causing an ongoing
alarming dermatophytosis outbreak in India: genomic insights and
resistance profile. Fungal Genet Biol 133:103266. https://doi.org/10
.1016/j.fgb.2019.103266.

Meis JF, Chowdhary A, Rhodes JL, Fisher MC, Verweij PE. 2016. Clinical
implications of globally emerging azole resistance in Aspergillus fu-
migatus. Philos Trans R Soc Lond B Biol Sci 371:20150460. https://doi
.org/10.1098/rstb.2015.0460.

Schoustra SE, Debets AJM, Rijs AJMM, Zhang J, Snelders E, Leendertse
PC, Melchers WIJG, Rietveld AG, Zwaan BJ, Verweij PE. 2019. Environ-
mental hotspots for azole resistance selection of Aspergillus fumigatus,
the Netherlands. Emerg Infect Dis 25:1347-1353. https://doi.org/10
.3201/eid2507.181625.

Buil JB, Hare RK, Zwaan BJ, Arendrup MC, Melchers WJG, Verweij PE.
2019. The fading boundaries between patient and environmental
routes of triazole resistance selection in Aspergillus fumigatus. PLoS
Pathog 15:e1007858. https://doi.org/10.1371/journal.ppat.1007858.
Bongomin F, Govender NP, Chakrabarti A, Robert-Gangneux F, Boul-
ware DR, Zafar A, Oladele RO, Richardson MD, Gangneux J-P, Alastruey-
lzquierdo A, Bazira J, Boyles TH, Sarcarlal J, Nacher M, Obayashi T,
Worodria W, Pasqualotto AC, Meya DB, Cheng B, Sriruttan C, Muzoora
C, Kambugu A, Rodriguez Tudela JL, Jordan A, Chiller TM, Denning DW.
2019. Essential in vitro diagnostics for advanced HIV and serious fungal
infections: international expert’'s consensus recommendations. Eur J
Clin Microbiol Infect Dis 38:1581-1584. https://doi.org/10.1007/s10096
-019-03600-4.

Maertens J, Theunissen K, Verhoef G, Verschakelen J, Lagrou K, Ver-
beken E, Wilmer A, Verhaegen J, Boogaerts M, Van Eldere J. 2005.
Galactomannan and computed tomography-based preemptive anti-
fungal therapy in neutropenic patients at high risk for invasive fungal
infection: a prospective feasibility study. Clin Infect Dis 41:1242-1250.
https://doi.org/10.1086/496927.

Clancy CJ, Pappas PG, Vazquez J, Judson MA, Kontoyiannis DP, Thomp-
son GR, Garey KW, Reboli A, Greenberg RN, Apewokin S, Lyon GM,
Ostrosky-Zeichner L, Wu AHB, Tobin E, Nguyen MH, Caliendo AM. 2018.
Detecting infections rapidly and easily for candidemia trial, part 2
(DIRECT2): a prospective, multicenter study of the T2 Candida Panel.
Clin Infect Dis 66:1678-1686. https://doi.org/10.1093/cid/cix1095.

Gill CM, Kenney RM, Hencken L, Mlynarek ME, Alangaden GJ, Samuel
LP, Davis SL. 2019. T2 Candida versus beta-D-glucan to facilitate anti-
fungal discontinuation in the intensive care unit. Diagn Microbiol Infect
Dis 95:162-165. https://doi.org/10.1016/j.diagmicrobio.2019.04.016.
Faini D, Kalinjuma AV, Katende A, Mbwaji G, Mnzava D, Nyuri A, Glass
TR, Furrer H, Hatz C, Boulware DR, Letang E. 2019. Laboratory-reflex
cryptococcal antigen screening is associated with a survival benefit in
Tanzania. J Acquir Immune Defic Syndr 80:205-213. https://doi.org/10
.1097/QA1.0000000000001899.

Samayoa B, Aguirre L, Bonilla O, Medina N, Lau-Bonilla D, Mercado D,
Moller A, Perez JC, Alastruey-lzquierdo A, Arathoon E, Denning DW,
Rodriguez-Tudela JL, Fungired. 2019. The Diagnostic Laboratory Hub: a
new healthcare system reveals the incidence and mortality of tuber-
culosis, histoplasmosis, and cryptococcosis of PWH in Guatemala. Open
Forum Infect Dis 7:0fz534. https://doi.org/10.1093/ofid/ofz534.

Cole DC, Govender NP, Chakrabarti A, Sacarlal J, Denning DW. 2017.
Improving fungal disease identification and management— combined
health systems and public health approaches are needed. Lancet Infect
Dis 17:e412-e419. https://doi.org/10.1016/51473-3099(17)30308-0.
Perfect JR. 2017. The antifungal pipeline: a reality check. Nat Rev Drug
Discov 16:603-616. https://doi.org/10.1038/nrd.2017.46.
Jiménez-Ortigosa C, Perez WB, Angulo D, Borroto-Esoda K, Perlin DS.

mbio.asm.org 14

J1901019SNOILNTOAT 4 LSNI ¥ONV1d XVIA 1 0202 ‘¥ Jaquiadaq uo /610 wse olquy//:dny woij papeojumod


https://doi.org/10.1038/nrmicro2522
https://doi.org/10.1038/nrmicro2522
https://doi.org/10.1101/cshperspect.a019828
https://doi.org/10.1128/CMR.00029-06
https://doi.org/10.1155/2014/615958
https://doi.org/10.1111/j.1348-0421.2008.00083.x
https://doi.org/10.3201/eid1910.130393
https://doi.org/10.3201/eid1910.130393
https://doi.org/10.3201/eid2007.131765
https://doi.org/10.3201/eid2007.131765
https://doi.org/10.1093/cid/ciw691
https://doi.org/10.1093/cid/ciy411
https://doi.org/10.1093/cid/ciy411
https://doi.org/10.1016/S1473-3099(18)30597-8
https://doi.org/10.1038/s41426-018-0098-x
https://doi.org/10.1038/s41426-018-0098-x
https://doi.org/10.3201/eid2509.190686
https://doi.org/10.3201/eid2509190040
https://doi.org/10.3201/eid2509190040
https://doi.org/10.3390/jof5030058
https://doi.org/10.3390/jof5030058
https://doi.org/10.1126/science.aar1965
https://doi.org/10.3201/eid2302.161486
https://doi.org/10.1038/s41426-018-0095-0
https://doi.org/10.1038/s41426-018-0095-0
https://doi.org/10.15585/mmwr.mm6901a2
https://doi.org/10.1016/j.fgb.2019.103266
https://doi.org/10.1016/j.fgb.2019.103266
https://doi.org/10.1098/rstb.2015.0460
https://doi.org/10.1098/rstb.2015.0460
https://doi.org/10.3201/eid2507.181625
https://doi.org/10.3201/eid2507.181625
https://doi.org/10.1371/journal.ppat.1007858
https://doi.org/10.1007/s10096-019-03600-4
https://doi.org/10.1007/s10096-019-03600-4
https://doi.org/10.1086/496927
https://doi.org/10.1093/cid/cix1095
https://doi.org/10.1016/j.diagmicrobio.2019.04.016
https://doi.org/10.1097/QAI.0000000000001899
https://doi.org/10.1097/QAI.0000000000001899
https://doi.org/10.1093/ofid/ofz534
https://doi.org/10.1016/S1473-3099(17)30308-0
https://doi.org/10.1038/nrd.2017.46
https://mbio.asm.org
http://mbio.asm.org/

Minireview

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

May/June 2020 Volume 11

2017. De novo acquisition of resistance to SCY-078 in Candida glabrata
involves FKS mutations that both overlap and are distinct from those
conferring echinocandin resistance. Antimicrob Agents Chemother 61:
€00833-17. https://doi.org/10.1128/AAC.00833-17.

Juvvadi PR, Fox D, Bobay BG, Hoy MJ, Gobeil SMC, Venters RA, Chang
Z, Lin JJ, Averette AF, Cole DC, Barrington BC, Wheaton JD, Ciofani M,
Trzoss M, Li X, Lee SC, Chen Y-L, Mutz M, Spicer LD, Schumacher MA,
Heitman J, Steinbach WJ. 2019. Harnessing calcineurin-FK506-FKBP12
crystal structures from invasive fungal pathogens to develop antifungal
agents. Nat Commun 10:4275. https://doi.org/10.1038/s41467-019
-12199-1.

Whitesell L, Robbins N, Huang DS, McLellan CA, Shekhar-Guturja T,
LeBlanc EV, Nation CS, Hui R, Hutchinson A, Collins C, Chatterjee S,
Trilles R, Xie JL, Krysan DJ, Lindquist S, Porco JA, Tatu U, Brown LE,
Pizarro J, Cowen LE. 2019. Structural basis for species-selective target-
ing of Hsp90 in a pathogenic fungus. Nat Commun 10:402. https://doi
.org/10.1038/s41467-018-08248-w.

Edwards JE, Schwartz MM, Schmidt CS, Sobel JD, Nyirjesy P, Schodel F,
Marchus E, Lizakowski M, DeMontigny EA, Hoeg J, Holmberg T, Cooke
MT, Hoover K, Edwards L, Jacobs M, Sussman S, Augenbraun M, Dru-
sano M, Yeaman MR, Ibrahim AS, Filler SG, Hennessey JP, Jr. 2018. A
fungal immunotherapeutic vaccine (NDV-3A) for treatment of recurrent
vulvovaginal candidiasis—a phase 2 randomized, double-blind,
placebo-controlled trial. Clin Infect Dis 66:1928-1936. https://doi.org/
10.1093/cid/ciy185.

Gow NA, Netea MG. 2016. Medical mycology and fungal immunology:
new research perspectives addressing a major world health challenge.
Philos Trans R Soc Lond B Biol Sci 371:20150462. https://doi.org/10
.1098/rstb.2015.0462.

Snarr BD, Baker P, Bamford NC, Sato Y, Liu H, Lehoux M, Gravelat FN,
Ostapska H, Baistrocchi SR, Cerone RP, Filler EE, Parsek MR, Filler SG,
Howell PL, Sheppard DC. 2017. Microbial glycoside hydrolases as anti-
biofilm agents with cross-kingdom activity. Proc Natl Acad Sci U S A
114:7124-7129. https://doi.org/10.1073/pnas.1702798114.

Kumaresan PR, Manuri PR, Albert ND, Maiti S, Singh H, Mi T, Roszik J,
Rabinovich B, Olivares S, Krishnamurthy J, Zhang L, Najjar AM, Huls MH,
Lee DA, Champlin RE, Kontoyiannis DP, Cooper LIN. 2014. Bioengineer-
ing T cells to target carbohydrate to treat opportunistic fungal infec-
tion. Proc Natl Acad Sci U S A 111:10660-10665. https://doi.org/10
.1073/pnas.1312789111.

Robbins N, Wright GD, Cowen LE. 2016. Antifungal drugs: the current
armamentarium and development of new agents. Microbiol Spectr
4:FUNK-0002-2016. https://doi.org/10.1128/microbiolspec.FUNK-0002
-2016.

Vega FE, Goettel MS, Blackwell M, Chandler D, Jackson MA, Keller S,
Koike M, Maniania NK, Monzén A, Ownley BH, Pell JK, Rangel DEN, Roy
HE. 2009. Fungal entomopathogens: new insights on their ecology.
Fungal Ecol 2:149-159. https://doi.org/10.1016/j.funeco.2009.05.001.
Seyedmousavi S, de Hoog GS, Guillot J, Verweij PE (ed). 2018. Emerging
and epizootic fungal infections in animals, p 406. Springer International
Publishing, Switzerland AG.

Fisher MC, Henk DA, Briggs CJ, Brownstein JS, Madoff LC, McCraw SL,
Gurr SJ. 2012. Emerging fungal threats to animal, plant and ecosystem
health. Nature 484:186-194. https://doi.org/10.1038/nature10947.
Berger L, Speare R, Daszak P, Green DE, Cunningham AA, Goggin CL,
Slocombe R, Ragan MA, Hyatt AD, McDonald KR, Hines HB, Lips KR,
Marantelli G, Parkes H. 1998. Chytridiomycosis causes amphibian mor-
tality associated with population declines in the rain forests of Australia
and Central America. Proc Natl Acad Sci U S A 95:9031-9036. https://
doi.org/10.1073/pnas.95.15.9031.

Longcore JE, Pessier AP, Nichols DK. 1999. Batrachochytrium dendroba-
tidis gen et sp nov, a chytrid pathogenic to amphibians. Mycologia
91:219-227. https://doi.org/10.1080/00275514.1999.12061011.

Fisher MC, Garner TW, Walker SF. 2009. Global emergence of Batra-
chochytrium dendrobatidis and amphibian chytridiomycosis in space,
time, and host. Annu Rev Microbiol 63:291-310. https://doi.org/10
.1146/annurev.micro.091208.073435.

Martel A, Spitzen-van der Sluijs A, Blooi M, Bert W, Ducatelle R, Fisher
MC, Woeltjes A, Bosman W, Chiers K, Bossuyt F, Pasmans F. 2013.
Batrachochytrium salamandrivorans sp. nov. causes lethal chytridiomy-
cosis in amphibians. Proc Natl Acad Sci U S A 110:15325-15329. https://
doi.org/10.1073/pnas.1307356110.

Fisher MC, Garner TWJ. 2020. Chytrid fungi and global amphibian
declines. Nat Rev Microbiol https://doi.org/10.1038/541579-020-0335-x.

Issue 3 e00449-20

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

mBio’

Scheele BC, Pasmans F, Skerratt LF, Berger L, Martel A, Beukema W,
Acevedo AA, Burrowes PA, Carvalho T, Catenazzi A, De la Riva |, Fisher
MC, Flechas SV, Foster CN, Frias-Alvarez P, Garner TWJ, Gratwicke B,
Guayasamin JM, Hirschfeld M, Kolby JE, Kosch TA, La Marca E, Linden-
mayer DB, Lips KR, Longo AV, Maneyro R, McDonald CA, Mendelson J,
Palacios-Rodriguez P, Parra-Olea G, Richards-Zawacki CL, Rodel M-O,
Rovito SM, Soto-Azat C, Toledo LF, Voyles J, Weldon C, Whitfield SM,
Wilkinson M, Zamudio KR, Canessa S. 2019. Amphibian fungal panzo-
otic causes catastrophic and ongoing loss of biodiversity. Science
363:1459-1463. https://doi.org/10.1126/science.aav0379.

Lips KR, Brem F, Brenes R, Reeve JD, Alford RA, Voyles J, Carey C, Livo
L, Pessier AP, Collins JP. 2006. Emerging infectious disease and the loss
of biodiversity in a Neotropical amphibian community. Proc Natl Acad
Sci U S A 103:3165-3170. https://doi.org/10.1073/pnas.0506889103.
Carvalho T, Becker CG, Toledo LF. 2017. Historical amphibian declines
and extinctions in Brazil linked to chytridiomycosis. Proc Biol Sci 284:
20162254. https://doi.org/10.1098/rspb.2016.2254.

Weldon C, Channing A, Misinzo G, Cunningham AA. 2019. Disease
driven extinction in the wild of the Kihansi spray toad (Nec-
tophrynoides asperginis). bioRxiv 677971.

Laking AE, Ngo HN, Pasmans F, Martel A, Nguyen TT. 2017. Batra-
chochytrium salamandrivorans is the predominant chytrid fungus in
Vietnamese salamanders. Sci Rep 7:44443. https://doi.org/10.1038/
srep44443.

Walker SF, Bosch J, James TY, Litvintseva AP, Oliver Valls JA, Pifia S,
Garcia G, Rosa GA, Cunningham AA, Hole S, Griffiths R, Fisher MC. 2008.
Invasive pathogens threaten species recovery programs. Curr Biol 18:
R853-R854. https://doi.org/10.1016/j.cub.2008.07.033.

Drees KP, Lorch JM, Puechmaille SJ, Parise KL, Wibbelt G, Hoyt JR, Sun
K, Jargalsaikhan A, Dalannast M, Palmer JM, Lindner DL, Marm Kilpatrick
A, Pearson T, Keim PS, Blehert DS, Foster JT. 2017. Phylogenetics of a
fungal invasion: origins and widespread dispersal of white-nose syn-
drome. mBio 8:€01941-17. https://doi.org/10.1128/mBio0.01941-17.
Blehert DS, Hicks AC, Behr M, Meteyer CU, Berlowski-Zier BM, Buckles
EL, Coleman JTH, Darling SR, Gargas A, Niver R, Okoniewski JC, Rudd RJ,
Stone WB. 2009. Bat white-nose syndrome: an emerging fungal patho-
gen? Science 323:227. https://doi.org/10.1126/science.1163874.
Verant ML, Boyles JG, Waldrep W, Wibbelt G, Blehert DS. 2012.
Temperature-dependent growth of Geomyces destructans, the fungus
that causes bat white-nose syndrome. PLoS One 7:¢46280. https://doi
.org/10.1371/journal.pone.0046280.

Meteyer CU, Valent M, Kashmer J, Buckles EL, Lorch JM, Blehert DS,
Lollar A, Berndt D, Wheeler E, White CL, Ballmann AE. 2011. Recovery of
little brown bats (Myotis lucifugus) from natural infection with Geomy-
ces destructans, white-nose syndrome. J Wildl Dis 47:618-626. https://
doi.org/10.7589/0090-3558-47.3.618.

Cryan PM, Meteyer CU, Boyles JG, Blehert DS. 2010. Wing pathology of
white-nose syndrome in bats suggests life-threatening disruption of
physiology. BMC Biol 8:135. https://doi.org/10.1186/1741-7007-8-135.
Voyles J, Young S, Berger L, Campbell C, Voyles WF, Dinudom A, Cook
D, Webb R, Alford RA, Skerratt LF, Speare R. 2009. Pathogenesis of
chytridiomycosis, a cause of catastrophic amphibian declines. Science
326:582-585. https://doi.org/10.1126/science.1176765.

Verant ML, Meteyer CU, Speakman JR, Cryan PM, Lorch JM, Blehert DS.
2014. White-nose syndrome initiates a cascade of physiologic distur-
bances in the hibernating bat host. BMC Physiol 14:10. https://doi.org/
10.1186/512899-014-0010-4.

Voyles J, Kilpatrick AM, Collins JP, Fisher MC, Frick WF, McCallum H,
Willis CKR, Blehert DS, Murray KA, Puschendorf R, Rosenblum EB, Bolker
BM, Cheng TL, Langwig KE, Lindner DL, Toothman M, Wilber MQ, Briggs
CJ. 2015. Moving beyond too little, too late: managing emerging
infectious diseases in wild populations requires international policy and
partnerships. Ecohealth 12:404-407. https://doi.org/10.1007/510393
-014-0980-5.

Langwig KE, Voyles J, Wilber MQ, Frick WF, Murray KA, Bolker BM,
Collins JP, Cheng TL, Fisher MC, Hoyt JR, Lindner DL, McCallum Hl,
Puschendorf R, Rosenblum EB, Toothman M, Willis CK, Briggs CJ, Kil-
patrick AM. 2015. Context-dependent conservation responses to
emerging wildlife diseases. Frontiers Ecol Environ 13:195-202. https://
doi.org/10.1890/140241.

Garner TWJ, Schmidt BR, Martel A, Pasmans F, Muths E, Cunningham
AA, Weldon C, Fisher MC, Bosch J. 2016. Mitigating amphibian chytrid-
iomycoses in nature. Philos Trans R Soc Lond B Biol Sci 371:20160207.
https://doi.org/10.1098/rstb.2016.0207.

mbio.asm.org 15

J1901019SNOILNTOAT 4 LSNI ¥ONV1d XVIA 1 0202 ‘¥ Jaquiadaq uo /610 wse olquy//:dny woij papeojumod


https://doi.org/10.1128/AAC.00833-17
https://doi.org/10.1038/s41467-019-12199-1
https://doi.org/10.1038/s41467-019-12199-1
https://doi.org/10.1038/s41467-018-08248-w
https://doi.org/10.1038/s41467-018-08248-w
https://doi.org/10.1093/cid/ciy185
https://doi.org/10.1093/cid/ciy185
https://doi.org/10.1098/rstb.2015.0462
https://doi.org/10.1098/rstb.2015.0462
https://doi.org/10.1073/pnas.1702798114
https://doi.org/10.1073/pnas.1312789111
https://doi.org/10.1073/pnas.1312789111
https://doi.org/10.1128/microbiolspec.FUNK-0002-2016
https://doi.org/10.1128/microbiolspec.FUNK-0002-2016
https://doi.org/10.1016/j.funeco.2009.05.001
https://doi.org/10.1038/nature10947
https://doi.org/10.1073/pnas.95.15.9031
https://doi.org/10.1073/pnas.95.15.9031
https://doi.org/10.1080/00275514.1999.12061011
https://doi.org/10.1146/annurev.micro.091208.073435
https://doi.org/10.1146/annurev.micro.091208.073435
https://doi.org/10.1073/pnas.1307356110
https://doi.org/10.1073/pnas.1307356110
https://doi.org/10.1038/s41579-020-0335-x
https://doi.org/10.1126/science.aav0379
https://doi.org/10.1073/pnas.0506889103
https://doi.org/10.1098/rspb.2016.2254
https://doi.org/10.1038/srep44443
https://doi.org/10.1038/srep44443
https://doi.org/10.1016/j.cub.2008.07.033
https://doi.org/10.1128/mBio.01941-17
https://doi.org/10.1126/science.1163874
https://doi.org/10.1371/journal.pone.0046280
https://doi.org/10.1371/journal.pone.0046280
https://doi.org/10.7589/0090-3558-47.3.618
https://doi.org/10.7589/0090-3558-47.3.618
https://doi.org/10.1186/1741-7007-8-135
https://doi.org/10.1126/science.1176765
https://doi.org/10.1186/s12899-014-0010-4
https://doi.org/10.1186/s12899-014-0010-4
https://doi.org/10.1007/s10393-014-0980-5
https://doi.org/10.1007/s10393-014-0980-5
https://doi.org/10.1890/140241
https://doi.org/10.1890/140241
https://doi.org/10.1098/rstb.2016.0207
https://mbio.asm.org
http://mbio.asm.org/

Minireview

102.

103.

104.

105.

106.

107.

108.

109.

110.

112,

113.

114,

115.

116.

117.

118.

May/June 2020 Volume 11

EFSA Panel on Animal Health and Welfare, More S, Miranda MA, Bicout
D, Bgtner A, Butterworth A, Calistri P, Depner K, Edwards S, Garin-
Bastuji B, Good M, Michel V, Raj M, Nielsen SS, Sihvonen L, Spoolder H,
Stegeman JA, Thulke H-H, Velarde A, Willeberg P, Winckler C, Balaz V,
Martel A, Murray K, Fabris C, Munoz-Gajardo |, Gogin A, Verdonck F,
Schmidt CG. 2018. Risk of survival, establishment and spread of Batra-
chochytrium salamandrivorans (Bsal) in the EU. EFSA J 16:e05259.
https://doi.org/10.2903/j.efsa.2018.5259.

US Fish and Wildlife Service. 2016. Listing salamanders as injurious due to
risk of salamander chytrid fungus. US Fish and Wildlife Service, Washing-
ton, DC. https://www.fws.gov/injuriouswildlife/salamanders.html.
Government of Canada. 2018. Regulations amending the wild animal
and plant trade regulations: SOR/2018-81. Canada Gazette Part I
152(9).

Canessa S, Bozzuto C, Campbell Grant EH, Cruickshank SS, Fisher MC,
Koella JC, Lotters S, Martel A, Pasmans F, Scheele BC, Spitzen-van der
Sluijs A, Steinfartz S, Schmidt BR. 2018. Decision making for mitigating
emerging wildlife diseases: from theory to practice for an emerging
fungal pathogen of salamanders. J Appl Ecol 55:1987-1996. https://doi
.org/10.1111/1365-2664.13089.

Bosch J, Sanchez-Tomé E, Fernandez-Loras A, Oliver JA, Fisher MC,
Garner TWJ. 2015. Successful elimination of a lethal wildlife infectious
disease in nature. Biol Lett 11:20150874. https://doi.org/10.1098/rsbl
.2015.0874.

Cheng TL, Mayberry H, McGuire LP, Hoyt JR, Langwig KE, Nguyen H,
Parise KL, Foster JT, Willis CKR, Kilpatrick AM, Frick WF. 2017. Efficacy of
a probiotic bacterium to treat bats affected by the disease white-nose
syndrome. J Appl Ecol 54:701-708. https://doi.org/10.1111/1365-2664
12757.

Palmer JM, Drees KP, Foster JT, Lindner DL. 2018. Extreme sensitivity to
ultraviolet light in the fungal pathogen causing white-nose syndrome of
bats. Nat Commun 9:35. https://doi.org/10.1038/541467-017-02441-z.
McMahon TA, Sears BF, Venesky MD, Bessler SM, Brown JM, Deutsch K,
Halstead NT, Lentz G, Tenouri N, Young S, Civitello DJ, Ortega N, Fites JS,
Reinert LK, Rollins-Smith LA, Raffel TR, Rohr JR. 2014. Amphibians acquire
resistance to live and dead fungus overcoming fungal immunosuppres-
sion. Nature 511:224-227. https://doi.org/10.1038/nature13491.

Rocke TE, Kingstad-Bakke B, Withrich M, Stading B, Abbott RC, Isidoro-
Ayza M, Dobson HE, dos Santos Dias L, Galles K, Lankton JS, Falendysz
EA, Lorch JM, Fites JS, Lopera-Madrid J, White JP, Klein B, Osorio JE.
2019. Virally-vectored vaccine candidates against white-nose syndrome
induce anti-fungal immune response in little brown bats (Myotis lucifu-
gus). Sci Rep 9:6788. https://doi.org/10.1038/541598-019-43210-w.

. Vredenburg VT, Briggs CJ, Harris R. 2011. Host-pathogen dynamics of

amphibian chytridiomycosis: the role of the skin microbiome in health
and disease, p 342-355. In Olsen LA, Choffnes ER, Relman DA, Pray L
(ed), Fungal diseases: an emerging challenge to human, animal, and
plant health. The National Academies Press, Washington, DC.

Gascon C, Collins JP, Moore RD, Church DR, McKay JE, Mendelson JR, Il
(ed). 2007. Amphibian conservation action plan. Proceedings: IUCN/SSC
Amphibian Conservation Summit 2005. The World Conservation Union,
Gland, Switzerland.

Lee MJ, Geller AM, Bamford NG, Liu H, Gravelat FN, Snarr BD, Le Mauff F,
Chabot J, Ralph B, Ostapska H, Lehoux M, Cerone RP, Baptista SD, Vino-
gradov E, Stajich JE, Filler SG, Howell PL, Sheppard DC. 2016. Deacetylation
of fungal exopolysaccharide mediates adhesion and biofilm formation.
mBio 7:e00252-16. https://doi.org/10.1128/mBi0.00252-16.

Allender MC, Baker S, Britton M, Kent AD. 2018. Snake fungal disease
alters skin bacterial and fungal diversity in an endangered rattlesnake.
Sci Rep 8:12147. https://doi.org/10.1038/541598-018-30709-x.

Savary S, Willocquet L, Pethybridge SJ, Esker P, McRoberts N, Nelson A.
2019. The global burden of pathogens and pests on major food crops.
Nat Ecol Evol 3:430-439. https://doi.org/10.1038/541559-018-0793-y.
Bebber DP, Ramotowski MA, Gurr SJ. 2013. Crop pests and pathogens
move polewards in a warming world. Nat Clim Chang 3:985-988.
https://doi.org/10.1038/nclimate1990.

Rafigi M, Saunders D, McMullan M, Oliver R, Bone RE, Fones H, Gurr S,
Vincent D, Coker T, Buggs R. 2018. Plant-killers: fungal threats to
ecosystems, p 56-60. In Willis KJ (ed), State of the world’s fungi 2018.
Royal Botanic Gardens Kew, Richmond, United Kingdom.

Berthon K, Esperon-Rodriguez M, Beaumont LJ, Carnegie AJ, Leishman
MR. 2018. Assessment and prioritization of plant species at risk from
myrtle rust (Austropuccinia psidii) under current and future climates in

Issue 3 e00449-20

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

129.

130.

131.

132.

133.

134.

mBio’

Australia. Biol Conserv 218:154-162. https://doi.org/10.1016/j.biocon
.2017.11.035.

Fones HN, Bebber DP, Chaloner TM, Kay WT, Steinberg G, Gurr SJ.
Threats to global food security from emerging fungal and oomycete
crop pathogens. Nat Food, in press.

Langenbach C, Campe R, Beyer SF, Mueller AN, Conrath U. 2016.
Fighting Asian soybean rust. Front Plant Sci 7:797. https://doi.org/10
.3389/fpls.2016.00797.

Whitham SA, Qi M, Innes RW, Ma W, Lopes-Caitar V, Hewezi T. 2016.
Molecular soybean-pathogen interactions. Annu Rev Phytopathol 54:
443-468. https://doi.org/10.1146/annurev-phyto-080615-100156.
Kamoun S, Talbot NJ, Islam MT. 2019. Plant health emergencies de-
mand open science: tackling a cereal killer on the run. PLoS Biol
17:€3000302. https://doi.org/10.1371/journal.pbio.3000302.

Ceresini PC, Castroagudin VL, Rodrigues FA, Rios JA, Aucique-Pérez CE,
Moreira Sl, Croll D, Alves E, de Carvalho G, Maciel JLN, McDonald BA.
2019. Wheat blast: from its origins in South America to its emergence
as a global threat. Mol Plant Pathol 20:155-172. https://doi.org/10
1111/mpp.12747.

Islam MT, Croll D, Gladieux P, Soanes DM, Persoons A, Bhattacharjee P,
Hossain MS, Gupta DR, Rahman MM, Mahboob MG, Cook N, Salam MU,
Surovy MZ, Sancho VB, Maciel JLN, NhaniJunior A, Castroagudin VL,
Reges JT, Ceresini PC, Ravel S, Kellner R, Fournier E, Tharreau D, Lebrun
M-H, McDonald BA, Stitt T, Swan D, Talbot NJ, Saunders DGO, Win J,
Kamoun S. 2016. Emergence of wheat blast in Bangladesh was caused
by a South American lineage of Magnaporthe oryzae. BMC Biol 14:84.
https://doi.org/10.1186/512915-016-0309-7.

Burles D. 1995. Dimensions of need: an atlas of food and agriculture.
Food and Agriculture Organization of the United Nations (FAO), Rome,
Italy.

Ploetz RC. 2015. Fusarium wilt of banana. Phytopathology 105:
1512-1521. https://doi.org/10.1094/PHYTO-04-15-0101-RVW.

Perrier X, De Langhe E, Donohue M, Lentfer C, Vrydaghs L, Bakry F,
Carreel F, Hippolyte I, Horry J-P, Jenny C, Lebot V, Risterucci A-M,
Tomekpe K, Doutrelepont H, Ball T, Manwaring J, de Maret P, Denham
T. 2011. Multidisciplinary perspectives on banana (Musa spp.) domes-
tication. Proc Natl Acad Sci U S A 108:11311-11318. https://doi.org/10
.1073/pnas.1102001108.

Ozarslandan M, Akgiil DS. 2020. First report of Fusarium oxysporum f.
sp. cubense race 4 causing fusarium wilt disease of banana in Turkey.
Plant Dis https://doi.org/10.1094/PDIS-09-19-1881-PDN.
Garcia-Bastidas FA, Quintero-Vargas JC, Ayala-Vasquez M, Schermer T,
Seidl MF, Santos-Paiva M, Noguera AM, Aguilera-Galvez C, Wittenberg
A, Hofstede R, Sgrensen A, Kema GHJ. 2019. First report of fusarium wilt
tropical race 4 in Cavendish bananas caused by Fusarium odoratissi-
mum in Colombia. Plant Dis https://doi.org/10.1094/PDIS-09-19-1922
-PDN.

Li C, Chen S, Zuo C, Sun Q, Ye Q, Yi G, Huang B. 2011. The use of
GFP-transformed isolates to study infection of banana with Fusarium
oxysporum f. sp. cubense race 4. Eur J Plant Pathol 131:327-340.
https://doi.org/10.1007/s10658-011-9811-5.

Li C, Yang J, Li W, Sun J, Peng M. 2017. Direct root penetration and
rhizome vascular colonization by Fusarium oxysporum f. sp. cubense are
the key steps in the successful infection of Brazil Cavendish. Plant Dis
101:2073-2078. https://doi.org/10.1094/PDIS-04-17-0467-RE.

Xiao RF, Zhu Y-J, Li Y-D, Liu B. 2013. Studies on vascular infection of
Fusarium oxysporum f. sp. cubense race 4 in banana by field survey and
green fluorescent protein reporter. Int J Phytopathol 2:44-51.
Warman NM, Aitken EAB. 2018. The movement of Fusarium oxysporum
f.sp. cubense (sub-tropical race 4) in susceptible cultivars of banana.
Front Plant Sci 9:1748. https://doi.org/10.3389/fpls.2018.01748.

Ma L-J, van der Does HC, Borkovich KA, Coleman JJ, Daboussi M-J, Di
Pietro A, Dufresne M, Freitag M, Grabherr M, Henrissat B, Houterman
PM, Kang S, Shim W-B, Woloshuk C, Xie X, Xu J-R, Antoniw J, Baker SE,
Bluhm BH, Breakspear A, Brown DW, Butchko RAE, Chapman S, Coulson
R, Coutinho PM, Danchin EGJ, Diener A, Gale LR, Gardiner DM, Goff S,
Hammond-Kosack KE, Hilburn K, Hua-Van A, Jonkers W, Kazan K, Kodira
CD, Koehrsen M, Kumar L, Lee Y-H, Li L, Manners JM, Miranda-Saavedra
D, Mukherjee M, Park G, Park J, Park S-Y, Proctor RH, Regev A, Ruiz-
Roldan MC, Sain D, Sakthikumar S, Sykes S, Schwartz DC, Turgeon BG,
Wapinski I, Yoder O, Young S, Zeng Q, Zhou S, Galagan J, Cuomo CA,
Kistler HC, Rep M. 2010. Comparative genomics reveals mobile patho-
genicity chromosomes in Fusarium. Nature 464:367-373. https://doi
.org/10.1038/nature08850.

mbio.asm.org 16

J1901019SNOILNTOAT 4 LSNI ¥ONV1d XVIA 1 0202 ‘¥ Jaquiadaq uo /610 wse olquy//:dny woij papeojumod


https://doi.org/10.2903/j.efsa.2018.5259
https://www.fws.gov/injuriouswildlife/salamanders.html
https://doi.org/10.1111/1365-2664.13089
https://doi.org/10.1111/1365-2664.13089
https://doi.org/10.1098/rsbl.2015.0874
https://doi.org/10.1098/rsbl.2015.0874
https://doi.org/10.1111/1365-2664.12757
https://doi.org/10.1111/1365-2664.12757
https://doi.org/10.1038/s41467-017-02441-z
https://doi.org/10.1038/nature13491
https://doi.org/10.1038/s41598-019-43210-w
https://doi.org/10.1128/mBio.00252-16
https://doi.org/10.1038/s41598-018-30709-x
https://doi.org/10.1038/s41559-018-0793-y
https://doi.org/10.1038/nclimate1990
https://doi.org/10.1016/j.biocon.2017.11.035
https://doi.org/10.1016/j.biocon.2017.11.035
https://doi.org/10.3389/fpls.2016.00797
https://doi.org/10.3389/fpls.2016.00797
https://doi.org/10.1146/annurev-phyto-080615-100156
https://doi.org/10.1371/journal.pbio.3000302
https://doi.org/10.1111/mpp.12747
https://doi.org/10.1111/mpp.12747
https://doi.org/10.1186/s12915-016-0309-7
https://doi.org/10.1094/PHYTO-04-15-0101-RVW
https://doi.org/10.1073/pnas.1102001108
https://doi.org/10.1073/pnas.1102001108
https://doi.org/10.1094/PDIS-09-19-1881-PDN
https://doi.org/10.1094/PDIS-09-19-1922-PDN
https://doi.org/10.1094/PDIS-09-19-1922-PDN
https://doi.org/10.1007/s10658-011-9811-5
https://doi.org/10.1094/PDIS-04-17-0467-RE
https://doi.org/10.3389/fpls.2018.01748
https://doi.org/10.1038/nature08850
https://doi.org/10.1038/nature08850
https://mbio.asm.org
http://mbio.asm.org/

Minireview

135.

136.

137.

138.

139.

140.

141.

142.

May/June 2020 Volume 11

Vlaardingerbroek |, Beerens B, Rose L, Fokkens L, Cornelissen BJC, Rep
M. 2016. Exchange of core chromosomes and horizontal transfer of
lineage-specific chromosomes in Fusarium oxysporum. Environ Micro-
biol 18:3702-3713. https://doi.org/10.1111/1462-2920.13281.

Maryani N, Lombard L, Poerba YS, Subandiyah S, Crous PW, Kema GHJ.
2019. Phylogeny and genetic diversity of the banana Fusarium wilt patho-
gen Fusarium oxysporum f. sp. cubense in the Indonesian centre of origin.
Stud Mycol 92:155-194. https://doi.org/10.1016/j.simyco.2018.06.003.

Cai Q, He B, Weiberg A, Buck AH, Jin H. 2019. Small RNAs and extra-
cellular vesicles: new mechanisms of cross-species communication and
innovative tools for disease control. PLoS Pathog 15:e1008090. https://
doi.org/10.1371/journal.ppat.1008090.

Cai Q, Qiao L, Wang M, He B, Lin F-M, Palmquist J, Huang S-D, Jin H.
2018. Plants send small RNAs in extracellular vesicles to fungal patho-
gen to silence virulence genes. Science 360:1126-1129. https://doi.org/
10.1126/science.aar4142.

Huang C-Y, Wang H, Hu P, Hamby R, Jin H. 2019. Small RNAs— big
players in plant-microbe interactions. Cell Host Microbe 26:173-182.
https://doi.org/10.1016/j.chom.2019.07.021.

Wang M, Weiberg A, Lin F-M, Thomma BPHJ, Huang H-D, Jin H. 2016.
Bidirectional cross-kingdom RNAi and fungal uptake of external RNAs
confer plant protection. Nat Plants 2:16151. https://doi.org/10.1038/
nplants.2016.151.

Koch A, Biedenkopf D, Furch A, Weber L, Rossbach O, Abdellatef E,
Linicus L, Johannsmeier J, Jelonek L, Goesmann A, Cardoza V, McMillan
J, Mentzel T, Kogel K-H. 2016. An RNAi-based control of Fusarium
graminearum infections through spraying of long dsRNAs involves a
plant passage and is controlled by the fungal silencing machinery. PLoS
Pathog 12:1005901. https://doi.org/10.1371/journal.ppat.1005901.
McLoughlin AG, Wytinck N, Walker PL, Girard 1J, Rashid KY, de Kievit T,

Issue 3 e00449-20

143.

144.

145.

146.

147.

148.

149.

150.

mBio’

Fernando WGD, Whyard S, Belmonte MF. 2018. Identification and
application of exogenous dsRNA confers plant protection against Scle-
rotinia sclerotiorum and Botrytis cinerea. Sci Rep 8:7320. https://doi.org/
10.1038/541598-018-25434-4.

Reiss ER, Drinkwater LE. 2018. Cultivar mixtures: a meta-analysis of the
effect of intraspecific diversity on crop yield. Ecol Appl 28:62-77.
https://doi.org/10.1002/eap.1629.

Taylor JW, Jacobson DJ, Fisher MC. 1999. The evolution of asexual
fungi: reproduction, speciation and classification. Annu Rev Phyto-
pathol 37:197-246. https://doi.org/10.1146/annurev.phyto.37.1.197.
Selmecki A, Forche A, Berman J. 2010. Genomic plasticity of the human
fungal pathogen Candida albicans. Eukaryot Cell 9:991-1008. https://
doi.org/10.1128/EC.00060-10.

Kellis M, Birren B, Lander E. 2004. Proof and evolutionary analysis of
ancient genome duplication in the yeast Saccharomyces cerevisiae.
Nature 428:617-624. https://doi.org/10.1038/nature02424.

Raffaele S, Kamoun S. 2012. Genome evolution in filamentous plant
pathogens: why bigger can be better. Nat Rev Microbiol 10:417-430.
https://doi.org/10.1038/nrmicro2790.

Brown JKM, Hovmeller MS. 2002. Aerial dispersal of pathogens on the
global and continental scales and its impact on plant disease. Science
297:537-541. https://doi.org/10.1126/science.1072678.

Hughes DP, Andersen SB, Hywel-Jones NL, Himaman W, Billen J,
Boomsma JJ. 2011. Behavioral mechanisms and morphological symp-
toms of zombie ants dying from fungal infection. BMC Ecol 11:13.
https://doi.org/10.1186/1472-6785-11-13.

Fones HN, Gurr SJ. 2017. NOXious gases and the unpredictability of
emerging plant pathogens under climate change. BMC Biol 15:36.
https://doi.org/10.1186/512915-017-0376-4.

mbio.asm.org 17

J1901019SNOILNTOAT 4 LSNI ¥ONV1d XVIA 1 0202 ‘¥ Jaquiadaq uo /610 wse olquy//:dny woij papeojumod


https://doi.org/10.1111/1462-2920.13281
https://doi.org/10.1016/j.simyco.2018.06.003
https://doi.org/10.1371/journal.ppat.1008090
https://doi.org/10.1371/journal.ppat.1008090
https://doi.org/10.1126/science.aar4142
https://doi.org/10.1126/science.aar4142
https://doi.org/10.1016/j.chom.2019.07.021
https://doi.org/10.1038/nplants.2016.151
https://doi.org/10.1038/nplants.2016.151
https://doi.org/10.1371/journal.ppat.1005901
https://doi.org/10.1038/s41598-018-25434-4
https://doi.org/10.1038/s41598-018-25434-4
https://doi.org/10.1002/eap.1629
https://doi.org/10.1146/annurev.phyto.37.1.197
https://doi.org/10.1128/EC.00060-10
https://doi.org/10.1128/EC.00060-10
https://doi.org/10.1038/nature02424
https://doi.org/10.1038/nrmicro2790
https://doi.org/10.1126/science.1072678
https://doi.org/10.1186/1472-6785-11-13
https://doi.org/10.1186/s12915-017-0376-4
https://mbio.asm.org
http://mbio.asm.org/

	EMERGING FUNGAL THREATS TO HUMANS
	CONTROL STRATEGIES
	EMERGING FUNGAL THREATS TO WILDLIFE
	CONTROL STRATEGIES
	EMERGING THREATS TO PLANTS
	Wild species. 
	Crops. 
	(i) Calorie crops. 
	(ii) Commodity crops. 

	CONTROL
	THE WAY FORWARD
	ACKNOWLEDGMENTS
	REFERENCES

