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Xenophagy: A battlefield between host and microbe, and a possible avenue for cancer
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ABSTRACT

In eukaryotes, xenophagy is defined as a type of selective macroautophagy/autophagy that is used for
eliminating invading pathogens. In contrast to other types of selective autophagy, such as mitophagy,
pexophagy and ribophagy, xenophagy is used by eukaryotes for targeting microbes—hence the prefix
“xeno” meaning “other” or “foreign”—that have infected a host cell, leading to their lysosomal degradation.
This unique characteristic links xenophagy to antibacterial and antiviral defenses, as well as the immune
response. Furthermore, recent studies suggest a complicated role of xenophagy in cancer, through either
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suppressing tumorigenesis or promoting survival of established tumors. In this issue, Sui et al. summarize
previous and current studies of xenophagy and consider them in the context of anticancer treatment.

The history of xenophagy' can be traced back to at least 1984,
when Rikihisa reported that infection of the bacterium Rickett-
siae could dramatically induce autophagosome formation in
polymorphonuclear leukocytes of guinea pigs;” the implications
of this observation were not fully understood at the time
because genetic studies of autophagy had not yet revealed the
identity of the autophagic molecular machinery. Subsequent
work suggested that in addition to its canonical role in self-eat-
ing, autophagy is also able to capture invasive bacteria, thus
safeguarding the health of host cells. During the past 3 decades,
an increasing number of bacteria have been found to be the
participants in the “xenophagy battlefield,” where both host
cells and microbes evolve in a constant struggle for supremacy;
we use the term “battlefield” to denote the fact that even though
the host cells direct and manage xenophagy, they cannot always
dominate the battle and eliminate the invaders.

A variety of well-known human pathogens are rapidly
detected after infection, and efficiently captured by phagophores,
leading to their enclosure within autophagosomes and subse-
quent digestion in lysosomes. For example, when infective Salmo-
nella typhimurium appear in the cytosol of host cells the bacterial
surface becomes polyubiquitinated, allowing recognition by the
receptor/scaffold protein SQSTM1/p62. The interaction between
SQSTM1 and LC3 connects the bacteria to the phagophore,
which is followed by the formation of autophagosomes surround-
ing the bacteria.’ Additional bacteria, such as Streptococcus pyo-
genes, Mycobacterium tuberculosis, and Pseudomonas aeruginosa,
will typically lose the “battle” and be eliminated by xenophagy.
Thus, xenophagy is a powerful system for eliminating pathogens
and protecting the host cells from fatal damage.

Some microbes, however, develop special strategies to block
or evade the xenophagic response. These bacteria are able to

secrete proteins that disrupt the detection of the bacteria or
inhibit autophagosome formation. One example of such bacte-
ria is Shigella flexneri. After infection, S. flexneri secrets IcsA/
VirG to promote intracellular actin-based motility; however,
the bacterial surface protein IcsA can be recognized by ATGS5,
triggering xenophagy. S. flexneri therefore also secretes IcsB to
interfere with this detection, by competing for ATG5 binding,
and thus escaping from xenophagy.* Other bacteria using simi-
lar mechanisms of evasion include Listeria monocytogenes and
Legionella pneumophila.

Microbial adaptations to xenophagy display yet another
twist in that certain pathogens can actively trigger this process,
subsequently residing within autophagosomes to protect them
from a further host response, allowing propagation within the
cytoplasm. Staphylococcus aureus is a significant human patho-
gen that secretes a pore-forming toxin, ¢-hemolysin, to activate
autophagy. After being engulfed within autophagosomes, S.
aureus inhibits autophagosome maturation and fusion with
lysosomes, thereby hiding in “armor” provided by the host
cell.>® Other bacteria that carry out similar modes of infection
include Coxiella burnetii, Anaplasma phagocytophilum, and
uropathogenic Escherichia coli.

Recent studies have begun to reveal the role of xenophagy in
bacteria-associated cancer. Helicobacter pylori, a gram-negative
bacterium, is able to infect gastric epithelial cells, and severe and
prolonged infection causes inflammation and gastric carcino-
genesis.” Individuals with a xenophagy defect due to mutation of
ATGI16L1 have a higher risk of H. pylori infection and gastric
cancer, suggesting a protective role of xenophagy in prevention
of tumorigenesis.® Conversely, established tumors take advan-
tage of xenophagy to prevent bacterial infection and promote
cancer cell growth. For example, S. typhimurium is able to infect
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tumor cells and slow down the tumor growth; thus, cancer cells
with a xenophagy defect due to knockdown of ATG5 or BECN1
show increased sensitivity to S. typhimurium, suggesting the
possibility of a combined anticancer treatment that blocks
xenophagy and targets cancer cells for bacterial infection.’

Although antimicrobial drugs such as anthracyclines are
already in use as antitumor agents,'? it is not known if they act
by inducing xenophagy. Similarly, there is currently no direct
evidence showing a protective role for xenophagy in preventing
cancer. However, the fight between eukaryotic hosts and
microbes provides one example of the evolutionary adaptations
and counter-adaptations that are mediated in part through
xenophagy, and this battle will continue, likely providing novel
twists that we cannot yet anticipate. Thus, determining how to
use bacteria and xenophagy for cancer therapy is an attractive
area for further study by researchers and clinicians.
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