
HAL Id: hal-03540892
https://amu.hal.science/hal-03540892v1

Submitted on 24 Jan 2022

HAL is a multi-disciplinary open access
archive for the deposit and dissemination of sci-
entific research documents, whether they are pub-
lished or not. The documents may come from
teaching and research institutions in France or
abroad, or from public or private research centers.

L’archive ouverte pluridisciplinaire HAL, est
destinée au dépôt et à la diffusion de documents
scientifiques de niveau recherche, publiés ou non,
émanant des établissements d’enseignement et de
recherche français ou étrangers, des laboratoires
publics ou privés.

An integrated view of innate immune mechanisms in C.
elegans

Benjamin W Harding, Jonathan J Ewbank

To cite this version:
Benjamin W Harding, Jonathan J Ewbank. An integrated view of innate immune mechanisms in
C. elegans. Biochemical Society Transactions, 2021, 49 (5), pp.2307-2317. �10.1042/BST20210399�.
�hal-03540892�

https://amu.hal.science/hal-03540892v1
https://hal.archives-ouvertes.fr


 1 

 

An integrated view of innate immune mechanisms in C. elegans 

 

Benjamin W. Harding and Jonathan J. Ewbank 

 

Aix Marseille Univ, CNRS, INSERM, CIML, Turing Centre for Living Systems, 

Marseille, France 

 

Author for correspondence: ewbank@ciml.univ-mrs.fr 

 

 

Abstract 

 

The simple notion “infection causes an immune response” is being progressively 

refined as it becomes clear that immune mechanisms cannot be understood in 

isolation, but need to be considered in a more global context of other cellular and 

physiological processes. In part, this reflects the deployment by pathogens of 

virulence factors that target diverse cellular processes, such as translation or 

mitochondrial respiration, often with great molecular specificity. It also reflects 

molecular cross-talk between a broad range of host signalling pathways. Studies with 

the model animal C. elegans have uncovered a range of examples wherein innate 

immune responses are intimately connected with different homeostatic mechanisms, 

and can influence reproduction, ageing and neurodegeneration, as well as various 

other aspects of its biology. Here we provide a short overview of a number of such 

connections, highlighting recent discoveries that further the construction of a fully 

integrated view of innate immunity.  

 

Introduction 

 

The nematode Caenorhabditis elegans is often vaunted as an ideal model for 

multiscale investigations as it is amenable for study from the molecular to the 

organismal level (Figure 1). Because of this, it affords many opportunities for 

integrative research, bridging traditionally separate disciplines such as developmental 

biology and physiology. Indeed, in the two decades since the first studies addressing 
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host-pathogen interactions in C. elegans (reviewed in (1)), numerous laboratories 

have joined the field, often because of a previously unsuspected link between the 

physiological process under study and innate immunity. In this short review, we 

concentrate on a few examples of the sometimes-surprising, and often reciprocal, 

connections that exist between the innate immune system of C. elegans and diverse 

aspects of its biology. Readers interested in specific aspects of C. elegans immunity 

and host-pathogen interactions are directed to recent and more complete reviews. 

These cover, for example, the complex links between immunity and metabolism, or 

the many neuroimmune connections that we cannot hope to cover here in depth (e.g. 

(2-10)). Many contain diagrams that summarise the pathways involved; we have 

chosen not to duplicate them here. 

 

From germline integrity to organismal resilience 

 

A few years ago, the Schumacher group demonstrated that DNA damage in the 

germline of C. elegans leads to elevated resistance to heat and oxidative stress. This is 

dependent upon the activity of MPK-1 (11), a member of a large and conserved 

family of mitogen-activated protein kinases (MAPKs). It regulates the expression of 

secreted antimicrobial proteins in the gut upon bacterial infection (12, 13). Germline 

DNA damage was associated with an increased production of some of these 

antimicrobial proteins. Irradiating wild-type worms, but not mpk-1 mutants, thus 

protected them from infection. This revealed a hitherto unsuspected link between 

genome integrity in the germline and intestinal antimicrobial defences. The innate 

immune response provoked by germline DNA damage was shown to activate the 

ubiquitin–proteasome system (UPS) in somatic tissues. This explains the observed 

increase in heat stress resistance, and is one illustration of the intimate relationship 

between different homeostatic mechanisms across tissues (11). 

Connections between germline integrity, intestinal defence and longevity were also 

revealed through studies involving germline ablation. This causes accumulation of the 

FOXO transcription factor DAF-16 in the nuclei of intestinal cells, and an increased 

lifespan (14). DAF-16/FOXO regulates the expression of batteries of intestinal genes 

involved in stress resistance, ageing and innate immunity (reviewed in (15)). The 

nuclear translocation of DAF-16/FOXO requires the “Infection Response Gene” irg-7 

(16), so called since its expression is induced by several pathogens (17, 18). In 
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parallel, irg-7 is also involved in the activation of the CREB/ATF bZIP protein ATF-7 

(16). This latter transcription factor is a key regulator of the expression of many 

intestinal defence genes, and is itself controlled by a conserved PMK-1/p38 MAPK 

pathway (19). On the basis of their results, Yunger et al. proposed that the 

reproductive system might serve as a signalling centre, regulating the allocation of 

metabolic resources to innate immune defences upon infection (16). One way that 

metabolism influences immunity is through the regulation of the PMK-1/p38 - ATF-

7/CREB pathway by nutrient levels. The pathway is also impacted by DAF-

16/FOXO, which reduces food consumption. This thus provides a molecular link 

between digestion, growth, longevity and intestinal innate immunity (20).  

The activity of DAF-16/FOXO is controlled by insulin signalling. More precisely, it is 

negatively regulated by the insulin-like receptor (ILR) DAF-2. As animals age, the 

PMK-1/p38 - ATF-7/CREB pathway plays a diminishing role in immunity (21), and 

insulin signalling becomes more important (22). But eventually this too declines. 

Thus, age-dependent increases in the levels of the insulin-like peptide INS-7 activate 

DAF-2/ILR, and this down-regulates DAF-16/FOXO activity. As ins-7 is regulated 

negatively by DAF-16/FOXO, this further increases ins-7 expression, an effect 

reinforced by the action of the bZIP transcription factor ZIP-10 (23). 

In addition to being regulated by insulin-like peptides, there is growing evidence for a 

regulatory role for the neurotransmitter GABA in the control of the DAF-16/FOXO 

pathway (24), and of PMK-1/p38, perhaps as part of a biological trade-off between 

immunity and longevity (25). One can imagine that these regulatory connections that 

link food intake, immunity and ageing also reflect the complex and changing 

environment in which C. elegans exists in nature (26), and there is increasing 

experimental evidence to support this idea (27, 28). The species evolutionary fitness 

will depend on maximizing egg production and progeny survival in the presence of 

potential pathogens, sometimes by unexpected means (29). Past the reproductive age, 

there may be no selective benefit to maintaining immune defences. Indeed in 

C. elegans, death could even be adaptive (30). 

 

Surveillance of processes and organelles 

 

We mentioned above the UPS, a broadly conserved set of mechanisms that are 

important for intracellular homeostasis and that play an important role in innate 
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immunity in animals, including C. elegans (reviewed in (31)). The UPS can be 

triggered as part of an immune response if virulence factors interfere with 

proteostasis. Conversely, activation of the UPS can itself elicit host defence 

mechanisms. For example, treatment of C. elegans with proteasome inhibitors, as well 

as experimental down-regulation of genes for ubiquitin or proteasomal subunits, 

switches on the UPS. And this then induces a transcriptional response similar to that 

seen upon infection with the natural microsporidial pathogen Nematocida parisii (32). 

This is one aspect of what has been termed the “intracellular pathogen response” 

(IPR). It is not currently known what activates the IPR following microsporidial 

infection. The IPR is also elicited by the positive-sense single-stranded RNA virus 

known as the Orsay virus (33). Recent work has shown that in this case, DRH-1, the 

worm RIG-I homologue, is required (34). 

The IPR is an example of a surveillance mechanism, set-off by so-called 

‘homeostasis-altering molecular processes’ (HAMPs) (35), rather than microbe-

associated molecular patterns (MAMPs) such as lipopolysaccharide and 

peptidoglycan, or damage-associated molecular patterns (DAMPs), cellular 

components released inappropriately, including extra-cellular ATP, and mitochondrial 

DNA in the cytoplasm. A slew of other surveillance mechanisms have now been 

described in C. elegans, involving for example, the monitoring of cytoplasmic DNA 

(36), translation, and mitochondrial function (reviewed in (37, 38)). Interestingly, the 

RNA interference (RNAi) machinery that, in conjunction with 3' uridylation of the 

viral genomic RNA (39), is central to anti-viral defence in C. elegans (40), appears to 

target mRNA during active translation (41), suggesting potential cross-talk between 

RNAi and translation surveillance. In the context of antiviral RNAi, DRH-1/RIG-I 

processes dsRNA into small interfering RNAs (42), whereas in its role in the IPR, 

DRH-1/RIG-I appears to act as a sensor of viral RNA-dependent RNA polymerase 

activity (34). Further, through a process involving a cullin-RING ligase complex, the 

IPR promotes thermotolerance (43), again highlighting the intimate link between the 

different homeostatic mechanisms brought into play following biotic and abiotic 

stresses in C. elegans.  

One other recent addition to the list of surveillance mechanisms concerns 

peroxisomes, for which knockdown of a peroxisomal matrix import receptor alters 

peroxisomal lipid metabolism and is linked to the expression of innate immunity 

genes. This process that has been termed peroxisomal retrograde signalling (PRS) 
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(44). Indeed infection of C. elegans by P. aeruginosa leads to some of the signature 

changes of the PRS. In common with the response to infection (45-48) and to LK56, a 

small molecule that promotes resistance by switching on innate immunity (49), 

activation of the PRS involves the nuclear hormone receptor NHR-49, homologue of 

PPARα, and its co-activator MDT-15, homologue of the mediator complex 

component MED15 (44). The mediator complex is a highly conserved part of the 

RNA polymerase II transcription system, linking transcriptional responses to 

regulatory factors. As well as controlling transcriptional initiation, particularly of 

stress response genes, it is connected to the nuclear pore and likely plays a role in the 

coordination of chromatin organisation and gene expression (50). Collectively, these 

findings suggest a tight functional choreography of diverse organelles and processes 

during the innate immune response. 

Notably, MDT-15/MED15 is also involved in regulating gene expression changes 

provoked by mitochondrial dysfunction, in concert with another nuclear hormone 

receptor, NHR-45 (51). This suggests that there is a convergence of signalling 

pathways and a common response to different perturbations of cellular homeostasis, 

one that overlaps with detoxification mechanisms triggered by xenobiotics (37) (see 

also (52)). This may reflect the fact that individual pathogens deploy multiple 

effectors to maximise their capacity to infect C. elegans. In the case of P. aeruginosa, 

these include exotoxin A that inhibits elongation factor-2 and thereby blocks 

translation (53), extendable protein polymers, called R-bodies, that may cleave 

ribosomes (38, 54), and pyoverdine, a siderophore that captures host iron, causing 

mitochondrial dysfunction and reductive stress. The latter leads to activation of the 

protective Ethanol and Stress Response Element (ESRE) network (55, 56). In what is 

likely to be part of a continual evolutionary arms race, P. aeruginosa can manipulate 

the host’s energy status and suppress mitochondrial stress signalling (57, 58), but this 

can actually boost ESRE network activation (59). 

Perhaps also because of this plethora of pathogenic strategies, on the host side, a 

variety of inputs modulate innate immune mechanisms, as part of the broad 

“Integrated Stress Response” (reviewed in (60)). Thus, in addition to GABA 

controlling DAF-16/FOXO and PMK-1/p38 signalling (see above), tyramine, acting 

through its neuronal receptor, and downstream serotonergic transmission, exerts a 

systemic control of mitochondrial states that influences resistance against pathogenic 

bacteria. This also involves 2 specific insulin-like peptides (61), as well the 
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neuronally-expressed nematode follicle-stimulating hormone G protein-coupled 

receptor homologue, FSHR-1 (62). In the case of Staphylococcus aureus infection, a 

major part of host defences are regulated by neuronally-released acetylcholine. This 

stimulates muscarinic signalling in the gut, leading to expression of Wnt and, via a 

canonical Wnt pathway, activation of the transcription factor HLH-30/TFEB. This 

then increases the expression of antimicrobial proteins (63). In parallel, an 

independent mechanism involving NHR-49/PPARα (see above) provides an 

important contribution to the host’s resistance to infection (48). As a further example, 

in contrast to non-pathogenic bacteria, pathogens provoke a distension of the gut 

lumen (64, 65). Recent studies have shown that intestinal bloating activates 

neuroendocrine signalling and HLH-30/TFEB-dependent expression of innate 

immune genes, even in the absence of pathogenic bacteria (66, 67). This suggests that 

C. elegans is able to assess the physical state of its digestive system and mount a 

defensive response when it is perturbed. 

 

Innate immunity, development and inheritance 

 

Just as there appears to be a balance between immunity and reproduction (see above), 

development and defence are inter-related in C. elegans. One early example came 

from the study of mutants deficient for the Unfolded Protein Response (UPR), a 

conserved pathway that functions to restore homeostasis when misfolded proteins 

destined for secretion accumulate in the endoplasmic reticulum (ER). It was found 

that in the absence of the UPR, worms could not develop in the presence of 

P. aeruginosa, unless the PMK-1/p38 pathway was also knocked out. Both 

development and the innate immune response involve high levels of protein secretion. 

It was hypothesised that animals could accommodate the loss of the UPR during 

development, only if there was not the additional burden associated with the 

production of secreted antimicrobial proteins (68). Further studies continue to give 

insights into the molecular basis of ER homeostasis during an immune response, as 

well as revealing links that exist between the UPR and the UPS (69). 

The activity of the PMK-1/p38 MAPK pathway is regulated across multiple tissues 

during development by the orthologue of Tribbles (70). It plays a role in intestinal 

immune surveillance (71), as well as in more generic stress resistance (72). PMK-

1/p38 activity in the intestine is also repressed by a neuronal signal, and this 
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repression favours development (73). Additionally, PMK-1/p38 is regulated directly 

by the caspase CED-3, well known for its role in apoptosis. CED-3 can cleave PMK-

1/p38, again reducing expression of infection- and stress-responsive genes, and 

promoting developmental gene expression (74). Something similar has been reported 

for the regulation of the IPR, with 2 antagonistic paralogues of unknown function 

controlling the balance between pathogen resistance and growth (75). There are likely 

to be other mechanisms that prioritise defence over development when worms are 

faced by a hostile environment. 

It should not be forgotten that the entire trajectory of development in C. elegans is 

controlled by environmental signals. When conditions are unfavourable, for example 

in the absence of bacteria, worms enter an alternative “dauer” pathway rather than 

progressing towards the reproductive adult stage. Dauer larvae are non-feeding and 

highly resistant to environmental stress (76) and pathogens (77). In what could be an 

anticipatory protective mechanism, chronic exposure to certain pathogenic bacteria, 

including P. aeruginosa, causes a small proportion of progeny to enter the dauer 

stage, in a process dependent upon a single microRNA gene (78).  

Small RNAs, both in C. elegans and from P. aeruginosa, are also involved in a 

remarkable instance of transgenerational inheritance of avoidance behaviour that 

helps protect worms from infection (79). Perhaps even more surprisingly, this 

transgenerational “memory” can be transferred to naïve animals when they are 

exposed to capsids purified from conditioned animals. It is hypothesised that these 

capsids, produced by an endogeneous retrotransposon, contain one or more species of 

small RNAs that mediate the effect (80). The effects seen with P. aeruginosa are 

currently somewhat exceptional. For example, the aversive behaviour elicited by 

Serratia marcescens (81) is not passed on to subsequent generations (79). 

While earlier studies indicated that the antiviral RNAi triggered by Orsay virus is not 

passed on to subsequent generations (40), more recent work indicates that both abiotic 

and biotic treatments, including viral and microsporidial infection, that provoke an 

IPR can prime the defences of the subsequent generation, making them more resistant 

to infection (82). The molecular details are still being worked out, but this is clearly 

an exciting area for future research.  

 

The response to oomycete infection 
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The protective mechanisms discussed above involve pathogens that infect C. elegans 

per os. This includes the coryneform bacterium, M. nematophilum that after passage 

through the intestine (83) adheres to the cuticle at the rectal and peri-anal regions. 

There it switches on an ERK MAP kinase cascade that mediates a protective tail 

swelling response (12). In the case of the oomycete, Myzocytiopsis humicola, 

infection of C. elegans is initiated following adhesion of mature zoospores to the 

nematode cuticle. The pathogen then penetrates its host’s epidermis and grows and 

multiplies inside (84). Oomycete infection, or simply sensing by worms of an extract 

from infected animals, leads to the induction of multiple host genes encoding 

chitinase-like (CHIL) proteins (85). This is believed to lead, indirectly, to a 

modification of the worm’s cuticle. As a consequence, M. humicola can no longer 

attach normally to its host, thus providing a protective mechanism against infection 

(84). For the time being, chil gene expression is the unique hallmark of oomycete 

infection. Indeed, neither infection with various pathogens nor exposure to abiotic 

stresses (heat shock, ER stress, starvation, mechanical damage of the cuticle, or 

osmotic shock) was found to up-regulate a canonical chil reporter gene (84). There are 

an ever-expanding number of natural pathogens described for C. elegans. 

Understanding the specificity of the host response remains a major challenge. 

 

Innate immunity, sleep and neurodegeneration 

 

The transcriptional response to M. humicola infection overlaps partially with the 

response to Drechmeria coniospora infection. This fungus also infects via the cuticle, 

sending vegetative hyphae into the epidermis. The commonly induced genes include 

several encoding antimicrobial peptides (AMPs). These AMPs are members of a 

remarkably diverse family, expanded in a lineage-specific manner in Caenorhabditis 

species, and exhibit a relatively broad spectrum of activity (86-88). Their regulation 

has been the subject of extensive investigation, with most attention focused on a 

single gene, nlp-29 (e.g. (89, 90)) and serves as a good example of the degree to 

which immune defences in C. elegans have diverged from those of other animals (e.g. 

(91, 92)). 

In contrast to chil genes, the expression of nlp-29 is induced by physical damage in a 

PMK-1/p38-dependent manner (93-95). This requires microtubule-dependent 

recruitment of signalling molecules to the site of injury, in a process that is 
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coordinated with wound closure (96). Actin plays an important role in the process. 

But, unexpectedly, this relies on its interaction with the ARP2/3 complex, rather than 

with myosin as seen in other species (96, 97). This further highlights how divergent 

C. elegans is in some aspects of its biology, even those involving fundamental cellular 

processes. 

Again in contrast to chil genes, expression of nlp-29 is also induced by osmotic stress, 

but via a distinct PMK-1/p38-independent mechanism (89, 98). Moreover, it has been 

suggested that, in part, nlp-29 expression is regulated by a putative cuticle-associated 

damage sensor that coordinates three distinct environmental stress responses (99), 

reinforcing the notion of an intimate link between immunity and other homeostatic 

and physiological mechanisms in C. elegans. 

Indeed, AMPs have recently been shown to be important regulators of sleep in 

worms. An epidermal tolloid/bone morphogenic protein (BMP)-1-like protein, NAS-

38, promotes entry of C. elegans into a quiescent state during larval moulting. NAS-

38/BMP activates PMK-1/p38 and transforming growth factor beta signalling 

pathways leading to AMP gene expression. Several AMPs act as somnogens, and are 

presumed to be secreted from the epidermis, to signal across tissues to the sleep-active 

neuron called RIS. Thus NLP-29 acts via its cognate receptor NPR-12, in locomotion-

controlling neurons that are presynaptic to RIS, depolarize RIS and induce sleep. 

Significantly, sleep increases the chance of C. elegans surviving injury. This suggests 

that peripheral wounds can signal to the nervous system to increase protective 

quiescence in C. elegans, also linking innate immunity to sleep (100).  

Despite an overall age-related decrease in the activity of the PMK-1/p38 immune 

pathway (see above), NLP-29 levels actually increase in post-reproductive aged 

worms, possibly because of a deterioration of the cuticle’s barrier function. High 

levels of NLP-29 trigger dendrite degeneration in ageing C. elegans, acting through 

NPR-12. Infection with the fungus D. coniospora also boosts NLP-29 expression and 

as a consequence, can also cause dendrite degeneration. Thus in addition to its 

antimicrobial and somnogenic roles, NLP-29 antagonises neuronal function in 

C. elegans (101). The physiological relevance of these findings has not yet been 

clearly elucidated, but this link between infection and neurodegeneration might confer 

an adaptive advantage, if it reduces pathogen spread by making worms less motile. 

 

Defence and counter-attack 
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Given the importance of AMPs like NLP-29 in these different aspects of host biology, 

it is perhaps not surprising that its regulation is targeted by D. coniospora. The fungal 

genome encodes hundreds of predicted secreted virulence factors ((102); see also 

(103)). Only a very few have been studied in any detail. Among them one enterotoxin 

(DcEntA) appears to interact with multiple host proteins and thereby interfere with 

nlp-29 expression in several different ways. It affects the cytoskeleton, which, as 

explained above, is required for the recruitment of signalling proteins needed to 

switch on AMP gene expression. DcEntA also interferes with endocytosis, and 

thereby innate immune signalling, imposes a general block on translation and stops a 

key STAT-like transcription factor from entering the nucleus, directly preventing 

AMP genes from being transcribed (104). 

Intriguingly, expression in the C. elegans epidermis of a second secreted fungal 

enterotoxin, DcEntB, actually promotes nuclear localisation of the STAT transcription 

factor that drives AMP gene expression. In this case, since DcEntB has a profound 

effect on nucleolus morphology, it was suggested that the heightened immune 

response could reflect an as yet uncharacterised surveillance mechanism. This would 

then represent a host counter-measure against the pathogen (104). 

 

Concluding remarks 

 

It is clear that we are still a very long way from being able to describe in detail the 

remarkably complex dynamics that play out during an actual infection, not just 

because of the extensive molecular arsenals deployed by pathogens, but also because 

the innate immune system is so intimately connected to the whole of host biology 

(Figure 2). Despite the impressive advances that have been made in recent years, 

unravelling these links and obtaining a comprehensive understanding of host-

pathogen interactions remains, even with C. elegans, a daunting challenge. 

 

Perspectives 

 

 The use of C. elegans as a model host provides an unrivalled opportunity to 

understand, at the molecular and cellular levels, how innate immune 

mechanisms are imbricated in organismal physiology. 
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 C. elegans can be used to understand pathogen virulence strategies, and thanks 

to the powerful genetic tools available, to address host defence too. 

 Increasingly, questions about immunity in C. elegans are being addressed 

from an integrative perspective. These studies hold the promise of providing a 

synthetic understanding of host-pathogen interactions, for which the broad 

lines should be relevant across species. 

 

 

Figure Legend.  

Figure 1. C. elegans is readily amenable to study at multiple scales. A. Top panels: 

from the whole animal to the cellular scale; photomicrographs, merging differential 

interference contrast and fluorescence images, of adult transgenic C. elegans infected 

by D. coniospora. The worms express dsRed in the epidermis under the control of the 

constitutive col-12 promoter and GFP under the control of the infection-inducible nlp-

29 promoter (94). On the left, fungal spores are mainly concentrated on the tail, where 

bright green fluorescence can be seen. The worm on the right has been infected 

principally on the head and vulva (not visible), and the green fluorescence is strong 

throughout most of the epidermis but not in the tail, which therefore appears red. 

Bottom panel: from the whole animal to the macromolecular scale; tiling assembly of 

confocal images of an adult transgenic C. elegans expressing in the epidermis 

chimeric proteins labelling actin (red) and microtubules (green). The insert is a higher 

magnification of the region bounded by the dotted white rectangle, showing the 

complex architecture of the cytoskeleton; individual actin filaments and microtubules 

are visible. In all images, the worm’s head is to the left; adult worms are 

approximately 1 mm in length. Images kindly provided by Sebastien Mailfert (bottom 

panel; CIML imaging facility) and Nathalie Pujol (all panels). B. Schematic 

representation of the different topics covered in the review, with an indication of the 

scale(s) of their study. 

 

Abbreviations 

 

AMP  Anti-microbial peptide 

ARP2/3 Actin-related proteins-2/3 
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ATF  Activating transcription factor 

bZIP  Basic leucine zipper 

CHIL  Chitinase-like 

ER  Endoplasmic-reticulum 

ERK  Extracellular signal regulated kinase 

FOXO  Forkhead box O protein 

GABA  Gamma-aminobutyric acid 

ILR  Insulin-like receptor 

MAPK  Mitogen-activated protein kinases 

PPAR  Peroxisome proliferator-activated receptor alpha 

STAT  Signal Transducer and Activator of Transcription 

UPS  Ubiquitin–proteasome system 

TFEB  Transcription factor EB 

Wnt  Wingless and Int-1 

 

Acknowledgments 

We thank Pierre Golstein for critical reading of this review, Nathalie Pujol for 

comments, and also for providing, with Sebastien Mailfert, images, and Chris Crocker 

at Wormatlas (supported by NIH OD010943 to David Hall) for the diagram of 

C. elegans. Our research is supported by institutional grants from INSERM, CNRS 

and AMU and the Agence Nationale de la Recherche program grant (ANR-16-CE15-

0001-01). 

 

Authors' contributions  

 

BH and JJE defined an outline, JJE wrote a first draft, BH and JJE edited and revised 

the manuscript. 

 

Competing interests  

 

The authors declare that they have no known competing financial interests or personal 

relationships that could have appeared to influence the contents of this review.  

 



 13 

 

References 

 

1. Kurz CL, Ewbank JJ. Caenorhabditis elegans for the study of host-pathogen 
interactions. Trends Microbiol. 2000;8(3):142-4. 
2. Penkov S, Mitroulis I, Hajishengallis G, Chavakis T. Immunometabolic 
Crosstalk: An Ancestral Principle of Trained Immunity? Trends Immunol. 
2019;40(1):1-11. 
3. Kim DH, Flavell SW. Host-microbe interactions and the behavior of 
Caenorhabditis elegans. J Neurogenet. 2020;34(3-4):500-9. 
4. Wani KA, Goswamy D, Irazoqui JE. Nervous system control of intestinal 
host defense in C. elegans. Curr Opin Neurobiol. 2020;62:1-9. 
5. Singh J, Aballay A. Neural control of behavioral and molecular defenses in 
C. elegans. Curr Opin Neurobiol. 2020;62:34-40. 
6. Willis AR, Sukhdeo R, Reinke AW. Remembering your enemies: 
mechanisms of within-generation and multigenerational immune priming in 
Caenorhabditis elegans. FEBS J. 2021;288(6):1759-70. 
7. Venkatesh SR, Singh V. G protein-coupled receptors: The choreographers 
of innate immunity in Caenorhabditis elegans. PLoS Pathog. 
2021;17(1):e1009151. 
8. Radeke LJ, Herman MA. Take a Walk to the Wild Side of Caenorhabditis 
elegans-Pathogen Interactions. Microbiol Mol Biol Rev. 2021;85(2). 
9. Liu Y, Sun J. Detection of Pathogens and Regulation of Immunity by the 
Caenorhabditis elegans Nervous System. mBio. 2021;12(2). 
10. Martineau CN, Kirienko NV, Pujol N. Innate immunity in C. elegans. 
Current topics in developmental biology. 2021;144:309-51. 
11. Ermolaeva MA, Segref A, Dakhovnik A, Ou HL, Schneider JI, Utermohlen O, 
et al. DNA damage in germ cells induces an innate immune response that triggers 
systemic stress resistance. Nature. 2013;501(7467):416-20. 
12. Nicholas HR, Hodgkin J. The ERK MAP kinase cascade mediates tail 
swelling and a protective response to rectal infection in C. elegans. Curr Biol. 
2004;14(14):1256-61. 
13. O'Rourke D, Baban D, Demidova M, Mott R, Hodgkin J. Genomic clusters, 
putative pathogen recognition molecules, and antimicrobial genes are induced 
by infection of C. elegans with M. nematophilum. Genome Res. 2006;16(8):1005-
16. 
14. Lin K, Hsin H, Libina N, Kenyon C. Regulation of the Caenorhabditis 
elegans longevity protein DAF-16 by insulin/IGF-1 and germline signaling. Nat 
Genet. 2001;28(2):139-45. 
15. Kim DH, Ewbank JJ. Signaling in the innate immune response: The C. 
elegans Research Community ed.; 2018 PMC6369418]. Available from: 
https://www.ncbi.nlm.nih.gov/pubmed/26694508. 
16. Yunger E, Safra M, Levi-Ferber M, Haviv-Chesner A, Henis-Korenblit S. 
Innate immunity mediated longevity and longevity induced by germ cell removal 
converge on the C-type lectin domain protein IRG-7. PLoS Genet. 
2017;13(2):e1006577. 



 14 

17. Engelmann I, Griffon A, Tichit L, Montanana-Sanchis F, Wang G, Reinke V, 
et al. A comprehensive analysis of gene expression changes provoked by 
bacterial and fungal infection in C. elegans. PLoS One. 2011;6(5):e19055. 
18. El-Houjeiri L, Possik E, Vijayaraghavan T, Paquette M, Martina JA, Kazan 
JM, et al. The Transcription Factors TFEB and TFE3 Link the FLCN-AMPK 
Signaling Axis to Innate Immune Response and Pathogen Resistance. Cell reports. 
2019;26(13):3613-28 e6. 
19. Fletcher M, Tillman EJ, Butty VL, Levine SS, Kim DH. Global transcriptional 
regulation of innate immunity by ATF-7 in C. elegans. PLoS Genet. 
2019;15(2):e1007830. 
20. Wu Z, Isik M, Moroz N, Steinbaugh MJ, Zhang P, Blackwell TK. Dietary 
Restriction Extends Lifespan through Metabolic Regulation of Innate Immunity. 
Cell Metab. 2019;29(5):1192-205.e8. 
21. Youngman MJ, Rogers ZN, Kim DH. A decline in p38 MAPK signaling 
underlies immunosenescence in Caenorhabditis elegans. PLoS Genet. 
2011;7(5):e1002082. 
22. McHugh DR, Koumis E, Jacob P, Goldfarb J, Schlaubitz-Garcia M, Bennani S, 
et al. DAF-16 and SMK-1 Contribute to Innate Immunity During Adulthood in 
Caenorhabditis elegans. G3 (Bethesda). 2020;10(5):1521-39. 
23. Lee Y, Jung Y, Jeong DE, Hwang W, Ham S, Park HH, et al. Reduced 
insulin/IGF1 signaling prevents immune aging via ZIP-10/bZIP-mediated 
feedforward loop. J Cell Biol. 2021;220(5). 
24. Zheng Z, Zhang X, Liu J, He P, Zhang S, Zhang Y, et al. GABAergic synapses 
suppress intestinal innate immunity via insulin signaling in Caenorhabditis 
elegans. Proc Natl Acad Sci U S A. 2021;118(20). 
25. Otarigho B, Aballay A. Immunity-longevity tradeoff neurally controlled by 
GABAergic transcription factor PITX1/UNC-30. Cell reports. 2021;35(8):109187. 
26. Schulenburg H, Félix M-A. The Natural Biotic Environment of 
Caenorhabditis elegans. Genetics. 2017;206(1):55-86. 
27. Slowinski S, Ramirez I, Narayan V, Somayaji M, Para M, Pi S, et al. 
Interactions with a Complex Microbiota Mediate a Trade-Off between the Host 
Development Rate and Heat Stress Resistance. Microorganisms. 2020;8(11). 
28. Zhang F, Weckhorst JL, Assie A, Hosea C, Ayoub CA, Khodakova AS, et al. 
Natural genetic variation drives microbiome selection in the Caenorhabditis 
elegans gut. Curr Biol. 2021;31(12):2603-18 e9. 
29. Mosser T, Matic I, Leroy M. Bacterium-induced internal egg hatching 
frequency is predictive of life span in Caenorhabditis elegans populations. Appl 
Environ Microbiol. 2011;77(22):8189-92. 
30. Lohr JN, Galimov ER, Gems D. Does senescence promote fitness in 
Caenorhabditis elegans by causing death? Ageing Res Rev. 2019;50:58-71. 
31. Garcia-Sanchez JA, Ewbank JJ, Visvikis O. Ubiquitin-related processes and 
innate immunity in C. elegans. Cell Mol Life Sci. 2021;78(9):4305-33. 
32. Bakowski MA, Desjardins CA, Smelkinson MG, Dunbar TA, Lopez-Moyado 
IF, Rifkin SA, et al. Ubiquitin-mediated response to microsporidia and virus 
infection in C. elegans. PLoS Pathog. 2014;10(6):e1004200. 
33. Reddy KC, Dror T, Sowa JN, Panek J, Chen K, Lim ES, et al. An Intracellular 
Pathogen Response Pathway Promotes Proteostasis in C. elegans. Curr Biol. 
2017;27(22):3544-53. 



 15 

34. Sowa JN, Jiang H, Somasundaram L, Tecle E, Xu G, Wang D, et al. The 
Caenorhabditis elegans RIG-I Homolog DRH-1 Mediates the Intracellular 
Pathogen Response upon Viral Infection. J Virol. 2020;94(2). 
35. Liston A, Masters SL. Homeostasis-altering molecular processes as 
mechanisms of inflammasome activation. Nat Rev Immunol. 2017;17(3):208-14. 
36. Williams AB, Heider F, Messling JE, Rieckher M, Bloch W, Schumacher B. 
Restoration of Proteostasis in the Endoplasmic Reticulum Reverses an 
Inflammation-Like Response to Cytoplasmic DNA in Caenorhabditis elegans. 
Genetics. 2019;212(4):1259-78. 
37. Pukkila-Worley R. Surveillance Immunity: An Emerging Paradigm of 
Innate Defense Activation in Caenorhabditis elegans. PLoS Pathog. 
2016;12(9):e1005795. 
38. Wang B, Lin Y-C, Vasquez-Rifo A, Jo J, Price-Whelan A, McDonald ST, et al. 
Pseudomonas aeruginosa PA14 produces R-bodies, extendable protein polymers 
with roles in host colonization and virulence. bioRxiv. 2021:2020.10.26.356394. 
39. Le Pen J, Jiang H, Di Domenico T, Kneuss E, Kosalka J, Leung C, et al. 
Terminal uridylyltransferases target RNA viruses as part of the innate immune 
system. Nat Struct Mol Biol. 2018;25(9):778-86. 
40. Ashe A, Sarkies P, Le Pen J, Tanguy M, Miska EA. Antiviral RNA 
Interference against Orsay Virus Is neither Systemic nor Transgenerational in 
Caenorhabditis elegans. J Virol. 2015;89(23):12035-46. 
41. Pule MN, Glover ML, Fire AZ, Arribere JA. Ribosome clearance during RNA 
interference. RNA. 2019;25(8):963-74. 
42. Ashe A, Belicard T, Le Pen J, Sarkies P, Frezal L, Lehrbach NJ, et al. A 
deletion polymorphism in the Caenorhabditis elegans RIG-I homolog disables 
viral RNA dicing and antiviral immunity. Elife. 2013;2:e00994. 
43. Panek J, Gang SS, Reddy KC, Luallen RJ, Fulzele A, Bennett EJ, et al. A 
cullin-RING ubiquitin ligase promotes thermotolerance as part of the 
intracellular pathogen response in Caenorhabditis elegans. Proc Natl Acad Sci U S 
A. 2020;117(14):7950-60. 
44. Rackles E, Witting M, Forne I, Zhang X, Zacherl J, Schrott S, et al. Reduced 
peroxisomal import triggers peroxisomal retrograde signaling. Cell reports. 
2021;34(3):108653. 
45. Dasgupta M, Shashikanth M, Gupta A, Sandhu A, De A, Javed S, et al. NHR-
49 Transcription Factor Regulates Immunometabolic Response and Survival of 
Caenorhabditis elegans during Enterococcus faecalis Infection. Infect Immun. 
2020;88(8). 
46. Naim N, Amrit FRG, Ratnappan R, DelBuono N, Loose JA, Ghazi A. Cell 
nonautonomous roles of NHR-49 in promoting longevity and innate immunity. 
Aging Cell. 2021:e13413. 
47. Pukkila-Worley R, Feinbaum RL, McEwan DL, Conery AL, Ausubel FM. The 
Evolutionarily Conserved Mediator Subunit MDT-15/MED15 Links Protective 
Innate Immune Responses and Xenobiotic Detoxification. PLoS Pathog. 
2014;10(5):e1004143. 
48. Wani KA, Goswamy D, Taubert S, Ratnappan R, Ghazi A, Irazoqui JE. NHR-
49/PPAR-alpha and HLH-30/TFEB cooperate for C. elegans host defense via a 
flavin-containing monooxygenase. Elife. 2021;10. 



 16 

49. Hummell NA, Revtovich AV, Kirienko NV. Novel Immune Modulators 
Enhance Caenorhabditis elegans Resistance to Multiple Pathogens. mSphere. 
2021;6(1). 
50. Soutourina J. Transcription regulation by the Mediator complex. Nat Rev 
Mol Cell Biol. 2018;19(4):262-74. 
51. Mao K, Ji F, Breen P, Sewell A, Han M, Sadreyev R, et al. Mitochondrial 
Dysfunction in C. elegans Activates Mitochondrial Relocalization and Nuclear 
Hormone Receptor-Dependent Detoxification Genes. Cell Metab. 
2019;29(5):1182-91 e4. 
52. Wallace SW, Lizzappi MC, Hur H, Liang Y, Shaham S. Nuclear hormone 
receptors promote gut and glia detoxifying enzyme induction and protect C. 
elegans from the mold P. brevicompactum. bioRxiv. 2021:2021.07.15.452486. 
53. McEwan DL, Kirienko NV, Ausubel FM. Host translational inhibition by 
Pseudomonas aeruginosa Exotoxin A Triggers an immune response in 
Caenorhabditis elegans. Cell Host Microbe. 2012;11(4):364-74. 
54. Vasquez-Rifo A, Ricci EP, Ambros V. Pseudomonas aeruginosa cleaves the 
decoding center of Caenorhabditis elegans ribosomes. PLoS Biol. 
2020;18(12):e3000969. 
55. Tjahjono E, Kirienko NV. A conserved mitochondrial surveillance pathway 
is required for defense against Pseudomonas aeruginosa. PLoS Genet. 
2017;13(6):e1006876. 
56. Kang D, Kirienko DR, Webster P, Fisher AL, Kirienko NV. Pyoverdine, a 
siderophore from Pseudomonas aeruginosa, translocates into C. elegans, removes 
iron, and activates a distinct host response. Virulence. 2018;9(1):804-17. 
57. Mahmud SA, Qureshi MA, Sapkota M, Pellegrino MW. A pathogen 
branched-chain amino acid catabolic pathway subverts host survival by 
impairing energy metabolism and the mitochondrial UPR. PLoS Pathog. 
2020;16(9):e1008918. 
58. Deng P, Uma Naresh N, Du Y, Lamech LT, Yu J, Zhu LJ, et al. Mitochondrial 
UPR repression during infection requires the bZIP protein ZIP-3. Proc Natl Acad 
Sci U S A. 2019;116(13):6146-51. 
59. Tjahjono E, McAnena AP, Kirienko NV. The evolutionarily conserved ESRE 
stress response network is activated by ROS and mitochondrial damage. BMC 
Biol. 2020;18(1):74. 
60. Anderson NS, Haynes CM. Folding the Mitochondrial UPR into the 
Integrated Stress Response. Trends Cell Biol. 2020;30(6):428-39. 
61. Chen LT, Lin CT, Lin LY, Hsu JM, Wu YC, Pan CL. Neuronal mitochondrial 
dynamics coordinate systemic mitochondrial morphology and stress response to 
confer pathogen resistance in C. elegans. Dev Cell. 2021;56(12):1770-85 e12. 
62. Kim S, Sieburth D. FSHR-1/GPCR Regulates the Mitochondrial Unfolded 
Protein Response in Caenorhabditis elegans. Genetics. 2020;214(2):409-18. 
63. Labed SA, Wani KA, Jagadeesan S, Hakkim A, Najibi M, Irazoqui JE. 
Intestinal Epithelial Wnt Signaling Mediates Acetylcholine-Triggered Host 
Defense against Infection. Immunity. 2018;48(5):963-78. 
64. Labrousse A, Chauvet S, Couillault C, Kurz CL, Ewbank JJ. Caenorhabditis 
elegans is a model host for Salmonella typhimurium. Curr Biol. 
2000;10(23):1543-5. 



 17 

65. Kurz CL, Chauvet S, Andres E, Aurouze M, Vallet I, Michel GP, et al. 
Virulence factors of the human opportunistic pathogen Serratia marcescens 
identified by in vivo screening. Embo J. 2003;22(7):1451-60. 
66. Kumar S, Egan BM, Kocsisova Z, Schneider DL, Murphy JT, Diwan A, et al. 
Lifespan Extension in C. elegans Caused by Bacterial Colonization of the Intestine 
and Subsequent Activation of an Innate Immune Response. Dev Cell. 
2019;49(1):100-17. 
67. Singh J, Aballay A. Microbial Colonization Activates an Immune Fight-and-
Flight Response via Neuroendocrine Signaling. Dev Cell. 2019;49(1):89-99 e4. 
68. Richardson CE, Kooistra T, Kim DH. An essential role for XBP-1 in host 
protection against immune activation in C. elegans. Nature. 
2010;463(7284):1092-5. 
69. Tillman EJ, Richardson CE, Cattie DJ, Reddy KC, Lehrbach NJ, Droste R, et 
al. Endoplasmic Reticulum Homeostasis Is Modulated by the Forkhead 
Transcription Factor FKH-9 During Infection of Caenorhabditis elegans. Genetics. 
2018;210(4):1329-37. 
70. Kim KW, Thakur N, Piggott CA, Omi S, Polanowska J, Jin Y, et al. 
Coordinated inhibition of C/EBP by Tribbles in multiple tissues is essential for 
Caenorhabditis elegans development. BMC Biol. 2016;14(1):104. 
71. McEwan DL, Feinbaum RL, Stroustrup N, Haas W, Conery AL, Anselmo A, 
et al. Tribbles ortholog NIPI-3 and bZIP transcription factor CEBP-1 regulate a 
Caenorhabditis elegans intestinal immune surveillance pathway. BMC Biol. 
2016;14(1):105. 
72. Wu C, Karakuzu O, Garsin DA. Tribbles pseudokinase NIPI-3 regulates 
intestinal immunity in Caenorhabditis elegans by controlling SKN-1/Nrf activity. 
Cell reports. 2021;36(7):109529. 
73. Foster KJ, Cheesman HK, Liu P, Peterson ND, Anderson SM, Pukkila-
Worley R. Innate Immunity in the C. elegans Intestine Is Programmed by a 
Neuronal Regulator of AWC Olfactory Neuron Development. Cell reports. 
2020;31(1):107478. 
74. Weaver BP, Weaver YM, Omi S, Yuan W, Ewbank JJ, Han M. Non-Canonical 
Caspase Activity Antagonizes p38 MAPK Stress-Priming Function to Support 
Development. Dev Cell. 2020;53(3):358-69.e6. 
75. Reddy KC, Dror T, Underwood RS, Osman GA, Elder CR, Desjardins CA, et 
al. Antagonistic paralogs control a switch between growth and pathogen 
resistance in C. elegans. PLoS Pathog. 2019;15(1):e1007528. 
76. Baugh LR, Hu PJ. Starvation Responses Throughout the Caenorhabditis 
elegans Life Cycle. Genetics. 2020;216(4):837-78. 
77. White PS, Penley MJ, Tierney ARP, Soper DM, Morran LT. Dauer life stage 
of Caenorhabditis elegans induces elevated levels of defense against the parasite 
Serratia marcescens. Sci Rep. 2019;9(1):11575. 
78. Gabaldon C, Legue M, Palominos MF, Verdugo L, Gutzwiller F, Calixto A. 
Intergenerational Pathogen-Induced Diapause in Caenorhabditis elegans Is 
Modulated by mir-243. mBio. 2020;11(5). 
79. Kaletsky R, Moore RS, Vrla GD, Parsons LR, Gitai Z, Murphy CT. C. elegans 
interprets bacterial non-coding RNAs to learn pathogenic avoidance. Nature. 
2020;586(7829):445-51. 



 18 

80. Moore RS, Kaletsky R, Lesnik C, Cota V, Blackman E, Parsons LR, et al. 
Horizontal and vertical transmission of transgenerational memories via the Cer1 
transposon. bioRxiv. 2020:2020.12.28.424563. 
81. Pradel E, Zhang Y, Pujol N, Matsuyama T, Bargmann CI, Ewbank JJ. 
Detection and avoidance of a natural product from the pathogenic bacterium 
Serratia marcescens by Caenorhabditis elegans. Proc Natl Acad Sci U S A. 
2007;104(7):2295-300. 
82. Willis AR, Zhao W, Sukhdeo R, Wadi L, El Jarkass HT, Claycomb JM, et al. A 
parental transcriptional response to microsporidia infection induces inherited 
immunity in offspring. Sci Adv. 2021;7(19). 
83. Parsons LM, Cipollo J. Oral ingestion of Microbacterium nematophilum 
leads to anal-region infection in Caenorhabditis elegans. Microbes Infect. 
2014;16(4):356-61. 
84. Osman GA, Fasseas MK, Koneru SL, Essmann CL, Kyrou K, Srinivasan MA, 
et al. Natural Infection of C. elegans by an Oomycete Reveals a New Pathogen-
Specific Immune Response. Curr Biol. 2018;28(4):640-8. 
85. Fasseas MK, Grover M, Drury F, Essmann CL, Kaulich E, Schafer WR, et al. 
Chemosensory Neurons Modulate the Response to Oomycete Recognition in 
Caenorhabditis elegans. Cell reports. 2021;34(2):108604. 
86. Pujol N, Davis PA, Ewbank JJ. The Origin and Function of Anti-Fungal 
Peptides in C. elegans: Open Questions. Front Immunol. 2012;3:237. 
87. Sapkota M, Adnan Qureshi M, Arif Mahmud S, Balikosa Y, Nguyen C, Boll 
JM, et al. A nematode-derived, mitochondrial stress signaling-regulated peptide 
exhibits broad antibacterial activity. Biol Open. 2021;10(5). 
88. Couillault C, Pujol N, Reboul J, Sabatier L, Guichou JF, Kohara Y, et al. TLR-
independent control of innate immunity in Caenorhabditis elegans by the TIR 
domain adaptor protein TIR-1, an ortholog of human SARM. Nat Immunol. 
2004;5:488-94. 
89. Zugasti O, Thakur N, Belougne J, Squiban B, Kurz CL, Soule J, et al. A 
quantitative genome-wide RNAi screen in C. elegans for antifungal innate 
immunity genes. BMC Biol. 2016;14(1):35. 
90. Labed SA, Omi S, Gut M, Ewbank JJ, Pujol N. The pseudokinase NIPI-4 is a 
novel regulator of antimicrobial peptide gene expression. PLoS One. 
2012;7(3):e33887. 
91. Polanowska J, Chen JX, Soule J, Omi S, Belougne J, Taffoni C, et al. 
Evolutionary plasticity in the innate immune function of Akirin. PLoS Genet. 
2018;14(7):e1007494. 
92. Dierking K, Polanowska J, Omi S, Engelmann I, Gut M, Lembo F, et al. 
Unusual regulation of a STAT protein by an SLC6 family transporter in C. elegans 
epidermal innate immunity. Cell Host Microbe. 2011;9(5):425-35. 
93. Belougne J, Ozerov I, Caillard C, Bedu F, Ewbank JJ. Fabrication of sharp 
silicon arrays to wound Caenorhabditis elegans. Sci Rep. 2020;10(1):3581. 
94. Pujol N, Cypowyj S, Ziegler K, Millet A, Astrain A, Goncharov A, et al. 
Distinct innate immune responses to infection and wounding in the C. elegans 
epidermis. Curr Biol. 2008;18(7):481-9. 
95. Tong A, Lynn G, Ngo V, Wong D, Moseley SL, Ewbank JJ, et al. Negative 
regulation of Caenorhabditis elegans epidermal damage responses by death-
associated protein kinase. Proc Natl Acad Sci U S A. 2009;106(5):1457-61. 



 19 

96. Taffoni C, Omi S, Huber C, Mailfert S, Fallet M, Rupprecht JF, et al. 
Microtubule plus-end dynamics link wound repair to the innate immune 
response. Elife. 2020;9:e45047. 
97. Xu S, Chisholm AD. A Galpha(q)-Ca(2+) signaling pathway promotes actin-
mediated epidermal wound closure in C. elegans. Curr Biol. 2011;21:1960-7. 
98. Lee KZ, Kniazeva M, Han M, Pujol N, Ewbank JJ. The fatty acid synthase 
fasn-1 acts upstream of WNK and Ste20/GCK-VI kinases to modulate 
antimicrobial peptide expression in C. elegans epidermis. Virulence. 
2010;1(3):113 - 22. 
99. Dodd W, Tang L, Lone JC, Wimberly K, Wu CW, Consalvo C, et al. A Damage 
Sensor Associated with the Cuticle Coordinates Three Core Environmental Stress 
Responses in Caenorhabditis elegans. Genetics. 2018;208(4):1467-82. 
100. Sinner MP, Masurat F, Ewbank JJ, Pujol N, Bringmann H. Innate Immunity 
Promotes Sleep through Epidermal Antimicrobial Peptides. Curr Biol. 
2021;31(3):564-77 e12. 
101. E L, Zhou T, Koh S, Chuang M, Sharma R, Pujol N, et al. An Antimicrobial 
Peptide and Its Neuronal Receptor Regulate Dendrite Degeneration in Aging and 
Infection. Neuron. 2018;97(1):125-38. 
102. Lebrigand K, He LD, Thakur N, Arguel MJ, Polanowska J, Henrissat B, et al. 
Comparative Genomic Analysis of Drechmeria coniospora Reveals Core and 
Specific Genetic Requirements for Fungal Endoparasitism of Nematodes. PLoS 
Genet. 2016;12(5):e1006017. 
103. Courtine D, Provaznik J, Reboul J, Blanc G, Benes V, Ewbank JJ. Long-read 
only assembly of Drechmeria coniospora genomes reveals widespread 
chromosome plasticity and illustrates the limitations of current nanopore 
methods. Gigascience. 2020;9(9). 
104. Zhang X, Harding BW, Aggad D, Courtine D, Chen JX, Pujol N, et al. 
Antagonistic fungal enterotoxins intersect at multiple levels with host innate 
immune defences. PLoS Genet. 2021;17(6):e1009600. 
 




	Article File
	Figure 1

