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A maternal-effect selfish genetic
element in Caenorhabditis elegans

Eyal Ben-David,*1 Alejandro Burga,*t Leonid Kruglyakt

Selfish genetic elements spread in natural populations and have an important role in
genome evolution. We discovered a selfish element causing embryonic lethality in crosses
between wild strains of the nematode Caenorhabditis elegans. The element is made up

of sup-35, a maternal-effect toxin that kills developing embryos, and pha-1, its zygotically
expressed antidote. pha-1 has long been considered essential for pharynx development
on the basis of its mutant phenotype, but this phenotype arises from a loss of suppression
of sup-35 toxicity. Inactive copies of the sup-35/pha-1 element show high sequence
divergence from active copies, and phylogenetic reconstruction suggests that

they represent ancestral stages in the evolution of the element. Our results suggest

that other essential genes identified by genetic screens may turn out to be components

of selfish elements.

elfish genetic elements subvert the laws of

Mendelian segregation to promote their

own transmission (7-5). In what is per-

haps the most extreme scenario, selfish

elements can Kill individuals that do not
inherit them, leading to genetic incompatibilities
between carriers and noncarriers (5-9). Selfish
elements are predicted to spread in natural popu-
lations (5, 6), and consequently, there is interest
in using synthetic forms of such elements to drive
population replacement of pathogen vectors in
the wild (10, 11). However, despite the prominent
role of selfish elements in genome evolution and
their promise in pathogen control, their under-
lying genetic mechanisms have been resolved in
only a few cases (5). Our laboratory previously
identified a paternal-effect selfish element in the
nematode C. elegans (12, 13). This element is
composed of two tightly linked genes: peel-1, a
sperm-delivered toxin, and zeel-1, a zygotically
expressed antidote. In crosses between isolates
that carry the element and ones that do not, the
peel-1 toxin is delivered by the sperm to all prog-
eny, so that only embryos that inherit the element
and the zeel-1 antidote survive. An analogous
element, Medea (maternal-effect dominant em-
bryonic arrest), has been described in the beetle
Tribolium; however, the underlying genes remain
unknown (8, 9).

A maternal-effect genetic
incompatibility in C. elegans

As part of ongoing efforts to study natural ge-
netic variation in C. elegans, we introgressed a
genetic marker located on the right arm of
Chr. V from the standard laboratory strain N2
into the strain DL238 by performing eight rounds
of backcrossing and selection. DL238 is a wild
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strain isolated in the Manuka Natural Reserve,
Hawaii, USA, and is one of the most highly di-
vergent C. elegans isolates identified to date
(14). To confirm the success of the introgres-
sion, we genotyped the resulting strain at single-
nucleotide variants (SNVs) between DL238 and
N2 by whole-genome sequencing. As expected,
with the exception of a small region on the right
arm of Chr. V where the marker is located, most
of the genome was homozygous for the D1.238
alleles (Fig. 1A). However, to our surprise, we ob-
served sequence reads supporting the N2 allele
at many SNVs on Chr. III, including two large
regions that were homozygous for the N2 allele
despite the eight rounds of backcrossing (Fig. 1A
and fig. S1). This observation suggested that N2
variants located on this chromosome were strong-
ly selected during the backcrossing.

To investigate the nature of the selection, we
performed a series of crosses between the N2
and DL.238 strains and examined their progeny.
To avoid effects of the peel-1/zeel-1 element, which
is present in N2 and absent in DL238, we per-
formed a cross between DL.238 males and a near-
isogenic line (NIL) that lacks the peel-1/zeel-1
element in an otherwise N2 background (here-
after, N2 peel-I7") (13). We observed low baseline
embryonic lethality in the F; generation and in
the parental strains [0.26% (N = 381) for Fy;
0.99% (IV = 304) for DL238; 0.4% (IV = 242) for
N2 peel—]’/ 7], and we did not observe any obvious
abnormal phenotypes in the F; that could explain
the strong selection. However, when we allowed
heterozygous F; hermaphrodites from this cross
to self-fertilize, we observed 25.15% (N = 855)
embryonic lethality among the F, progeny (Fig.
1B). Similar results were obtained for F; her-
maphrodites from the reciprocal parental cross
(26.1%, N = 398). These results suggested the
presence of a novel genetic incompatibility be-
tween N2 and DL238 that causes embryonic
lethality in their F, progeny.

The observed pattern of embryonic lethality
(no lethality in the parents nor in the Fy; 25%
lethality in the F,) is consistent with an inter-
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action between the genotype of the zygote and
a maternal or paternal effect (Fig. 1C) (12). We
hypothesized that the incompatibility could stem
from a cytoplasmically inherited toxin that Kills
embryos if they lack a zygotically expressed anti-
dote, analogous to the mechanism of the peel-1/
zeel-1 element (12, 13). To test this model and to
discriminate between maternal and paternal
effects, we crossed heterozygous F; DL238 x
N2 peel-I”~ males and hermaphrodites with
DL238 hermaphrodites or males, respectively
(Fig. 1B and fig. S2). We observed 48.59% (N =
389) lethality when F,; hermaphrodites were
crossed to DL238 males, but only baseline lethal-
ity (1.17%, N = 171) in the reciprocal cross of F;
males to DL238 hermaphrodites. A finding of
50% lethality when the F; parent is the mother
and no lethality when the F; parent is the father
indicates that the incompatibility is caused by
maternal-effect toxicity that is rescued by a
linked zygotic antidote (fig. S2). We tested wheth-
er the new incompatibility was independent from
the paternal-effect peel-1/zeel-1 element by cross-
ing D238 and N2 worms and selfing the F; prog-
eny. We observed 41.37% (N = 307) embryonic
lethality among the F, progeny, consistent with
the expectation of Mendelian segregation of two
independent incompatibilities (43.75%) (Fig. 1D).

pha-1 and sup-35 constitute a
selfish element that underlies the
incompatibility between DL238 and N2

To identify the genes underlying the maternal-
effect incompatibility between N2 and DL238,
we sequenced the genome of DI1.238 using Illumina
short reads and aligned those reads to the N2
reference genome. We focused our attention on
the two regions on Chr. III that were completely
homozygous for the N2 allele in the introgressed
strain (Fig. 1A and fig. S1). Inspection of short-
read coverage revealed a large ~50-kb region on
the right arm of the chromosome with very poor
and sparse alignment to the N2 reference (Chr III:
11,086,500-11,145,000) (Fig. 2A). This region con-
tains 10 genes and two pseudogenes in N2. We
noticed that pha-1, annotated as an essential gene
in the reference genome, appeared to be com-
pletely missing in DL238 (Fig. 2A) (15). pha-1 was
originally identified as an essential gene re-
quired for differentiation and morphogenesis of
the pharynx, the C. elegans feeding organ (15).
But if pha-1 is essential for embryonic devel-
opment and missing in DL238, then how are
DL238 worms able to live? pha-1 lethality can
be fully suppressed by mutations in three other
genes: sup-35, sup-36, and sup-37 (16). We found
no coding variants in sup-36 and sup-37, which
reside on chromosomes IV and V, respectively
(16) (fig. S3). However, sup-35, which is located
12.5 Kb upstream of pha-1, also appeared to be
missing or highly divergent in DL238 (Fig. 2A
and fig. S3).

We hypothesized that sup-35 and pha-I could
constitute a selfish element responsible for the
observed incompatibility between the N2 and
DL238 isolates. In our model, sup-35 encodes
a maternally deposited toxin that Kills embryos
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Fig. 1. A maternal-effect genetic incompatibility on Chr. lll.

(A) A marker on Chr. V was introgressed from the reference strain N2 into
the DL238 wild isolate. Short-read sequencing of the introgression strain
revealed homozygous N2 variants on Chr. lll, indicating strong selection
in favor of N2 variants during the generation of this strain. (B) DL238
males were crossed to hermaphrodites carrying a null allele of the peel-1/
zeel-1 element (niDf9) in an otherwise N2 background (N2 peel-17"7).

F; hermaphrodites were allowed to self-fertilize (top). Alternatively,

F1 hermaphrodites (middle) or males (bottom) were backcrossed to the
DL238 parental strain. Embryonic lethality was scored in the F, progeny as
percentage of unhatched eggs. Dashed gray lines indicate expected
embryonic lethality under the maternal-effect toxin and zygotic antidote

unless they express the zygotic antidote, pha-1 (Fig.
2B). N2 worms carry the sup-35/pha-1 element,
which is missing or inactive in D1238, and F;
hermaphrodites deposit the sup-35 toxin in all
their oocytes; 25% of their F, self-progeny do
not inherit the element and are killed because
they lack the antidote pha-1. Consistent with
our model, an RNA-sequencing time course of
C. elegans embryogenesis showed that sup-35
transcripts are maternally provided, whereas
pha-I transcripts are first detected in the embryo
at the 100-cell stage (7). To test our model, we
first asked whether sup-35 was necessary for the
F, embryonic lethality in the N2 x DL238 cross.
We crossed DL238 males to N2 peel-I”/~ herma-
phrodites carrying a null sup-35(e2223) allele
(Fig. 2B). This sup-35 allele was reported to
fully rescue pha-I1-associated embryonic lethal-
ity (16). Embryonic lethality in the F, dropped
from 25% to baseline in this cross (1.40%, N =
576), demonstrating that sup-35 activity under-
lies the incompatibility between N2 and DL238
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(Fig. 2B). We next tested whether expression of
pha-1, the zygotic antidote, was sufficient to res-
cue the embryonic lethality. We introgressed a
pha-1 multicopy transgene into the DL238 and
N2 peel-I"" strains and repeated the cross. As
predicted, expression of pha-1 was sufficient to
reduce embryonic lethality in the F, to baseline
(1.49%, N = 268) (Fig. 2B). Moreover, we rea-
soned that if the sup-35/pha-1 element under-
lies the maternal-effect lethality, arrested embryos
from an N2 x DL238 cross should phenocopy
pha-1 mutant embryos. We collected rare L1-
arrested F, larvae from an N2 peel-I”/~ x DL238
cross and observed major morphological defects
in the pharynx of these individuals, as previ-
ously reported for pha-I mutants (15, 18) (Fig. 2,
C and D).

Together, these results show that sup-35 and
pha-1 constitute a selfish element in C. elegans.
Moreover, our results indicate that pha-I is a
zygotically expressed antidote rather than an
organ-specific differentiation gene, as originally
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model (see also fig. S2). Sample sizes are shown in parentheses.

Error bars indicate 95% binomial confidence intervals calculated with
the Agresti-Coull method (31I). (C) Punnett square showing the expected
lethality in the F, progeny. An interaction between a maternal toxin
(black rhombus) and a zygotic antidote (white circle) results in 25%
embryonic lethality in the F, progeny and is compatible with the lethality
observed in our crosses. (D) Wild-type N2 hermaphrodites were crossed to
DL238 males. F; hermaphrodites were allowed to self-fertilize. N2 carries
an active copy of peel-1/zeel-1; DL238 carries an inactive copy.
Independent segregation of two fully penetrant parental-effect incom-
patibilities is expected to result in 43.75% embryonic lethality. Orange and
blue bars denote N2 and DL238 haplotypes, respectively.

proposed (I5), and that sup-35 is a maternal-
effect toxin rather than a suppressor of pha-1.
This major reinterpretation of the roles of pha-1
and sup-35 is strongly supported by multiple
lines of evidence from previous studies: (i) sup-35
overexpression phenocopies pha-I mutations,
showing that sup-35 is sufficient to cause embry-
onic lethality (79). (ii) All defects associated with
pha-1 mutations are suppressed by mutations in
sup-35 (18-21). (iii) When N2 hermaphrodites
heterozygous for a deletion that includes both
sup-35 and pha-1 (tDf2/+) reproduce by selfing,
the 25% of their progeny that are homozygous for
this deletion arrest as embryos with pharyngeal
defects (16, 19). The lethality and pharyngeal
defects of those homozygous embryos can be
rescued by growing the heterozygous tDf2/+
mother in sup-35 RNA interference, which depletes
sup-35 transcripts from the germ line (20). These
results indicate that maternally deposited sup-35
is sufficient to Kkill embryos that lack pha-1,
which is consistent with the role of sup-35 as a
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Fig. 2. sup-35 and pha-1 encode a maternal-effect selfish genetic
element. (A) Top: Alignment of short reads from DL238 to the N2
reference genome. A ~50-kb region on the right arm of Chr. Ill selected
during the introgression shows sparse alignment throughout, with no read
support for pha-1 and weak support for sup-35. Bottom: Whole-genome
sequence alignment across 26 nematode species. Values are phyloP
scores retrieved from the UCSC genome browser (32). (B) In our model,
sup-35 is a maternally deposited toxin and pha-1 is a zygotically expressed
antidote. The embryonic lethality in the F, of the cross between DL238

maternal-effect toxin. Finally, whole-genome se-
quence alignment across 26 nematode species indi-
cates a lack of pha-I conservation (Fig. 2A). This
observation is more consistent with its recent
evolution as part of a selfish element in C. elegans
than with its previously postulated role as a key
developmental regulator (15).

Global variation in the activity of the
sup-35/pha-1 element

‘We examined the sequences of sup-35 and pha-I in
152 C. elegans wild isolates that represented
unique isotypes (22) in the Caenorhabditis elegans
Natural Diversity Resource (23). Two isolates,
QX1211 (California, USA) and ECA36 (Auckland,
New Zealand), harbored a highly mutated copy
of pha-1, with multiple nonsynonymous SNVs as
well as frameshifts expected to completely disrupt
the protein (figs. S3 and S4). Both of these isolates
also appeared to be missing sup-35 (fig. S3).
We predicted that these isolates should be in-
compatible with N2. Because QX1211 and ECA36
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carry the same haplotype in the sup-35/pha-1 region,
we focused on further characterizing QX1211.
We crossed QX1211 to N2 peel-I”/~ worms and
observed 23.9% (N = 355) lethality in the F,
progeny, consistent with QX1211 carrying a de-
generate copy of pha-I1. Lethality was abolished
when we crossed QX1211 with N2 sup-35(2223);
peel-1 /= (0%, N = 290). Furthermore, we observed
background levels of embryonic lethality (1.0%,
N = 294) in the F, progeny of a DL238 x QX1211
cross, as expected because both strains lack func-
tional sup-35. Our analysis also revealed that
the highly divergent Hawaiian isolate CB4856
carried a functional sup-35/pha-1 element, which
explains why previous studies did not detect it
(12). Consistent with this observation, cross-
ing the CB4856 and DL238 isolates led to the
expected embryonic lethality in the F, (22.3%,
N = 349).

We looked for additional variation in sup-35,
sup-36, and sup-37 across the 152 isolates, which
could potentially affect the activity of the sup-35/
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and N2 peel-177~ (left) was completely rescued when DL238 males were
crossed to a strain carrying a sup-35(e2223) loss-of-function allele
(center) and also when both parents carried a pha-1 transgene (right).
Error bars indicate 95% binomial confidence intervals calculated using the
Agresti-Coull method (31). (C) The pharynx of a phenotypically wild-type
F, L1 worm from a DL238 x N2 peel-1~~ cross. (D) The pharynx of an

F> L1 worm from the same cross as in (C), showing pharyngeal
morphological defects and arrested development. Pictures were taken
with a 60x oil immersion objective.

pha-1 element (figs. S5 to S7). We found eight
nonsynonymous variants (three in sup-35, three
in sup-36, and two in sup-37) and one premature
stop codon in sup-35 that removed 47% of the
protein. We also identified potential deletions by
visually inspecting read alignments in each of
the 152 isolates. Whereas sup-36 and sup-37 had
consistent coverage in all isolates, we identified
two structural variants in sup-35: a 530-base
pair deletion in the third intron, and a large
12.1-kb deletion that removed part of the last
exon and the 3’ untranslated region and fused
sup-35 to Y48A46C.1, a pseudogene that has partial
homology with sup-35, creating a chimeric tran-
script (figs. S8 and S9). We tested strains carrying
each of these variants for a maternal-effect lethality
in crosses with DI.238 (table S2 and fig. S10) and
found that the lethality was completely abolished
in strains carrying the chimeric sup-35/Y48A6C.1
gene and in the strain carrying the premature
stop codon in sup-35, indicating that these var-
iants disrupt sup-35 function. Thus, loss of
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Fig. 3. The sup-35/pha-1 N2 haplotype is derived and is marked by an inversion. Left: A gene
tree built using Bayesian inference from the coding region of Y48A6C.4 in 152 C. elegans isolates and
four other Caenorhabditis species. DL238, QX1211, and ECA36 cluster together in a separate branch
from all other C. elegans isolates. Right: Schematic representation of the synteny in the region
containing the sup-35/pha-1 element, as well as three highly conserved genes in the close vicinity
(hmt-1, Y48A6C.4, and Y47D3A.29); v denotes alleles that are pseudogenized. The genes sup-35 and
Y48A6C.4 are inverted in DL238, QX1211, and ECA36 relative to the other 149 C. elegans isolates.
The gene order and orientation of hmt-1, Y48A6C.4, and Y47D3A.29 in other Caenorhabditis species
suggest that the inverted haplotype is the ancestral, and that the haplotype found in 149 isolates

is the derived one.

sup-35 activity has occurred independently at
least twice in carriers of N2-like alleles of the
element.

DL238 and QX1211 carry an ancestral
sup-35/pha-1 haplotype

The alignment of D1.238 and QX1211 short reads
to the N2 reference genome was very sparse
throughout the sup-35/pha-1 region and at near-
by genes, with some genes aligning only in exons
and others not aligning at all (Fig. 2A). Moreover,
several attempts to define the boundaries of the
pha-1 deletion in DL238 with diverse combina-
tions of polymerase chain reaction primer pairs
were unsuccessful. This suggested that the DL238
and QX1211 haplotypes were highly divergent
from the N2 reference and that major genomic
rearrangements may have occurred.

To resolve the genomic structure of the sup-35/
pha-1 element in these isolates, we de novo
assembled the genomes of DL238 and QX1211
using a combination of our own and previously
published Illumina short reads (23, 24), fol-
lowed by targeted Sanger sequencing to resolve
repetitive regions and confirm scaffolds. The
de novo assemblies confirmed that pha-1 is ab-
sent from D1238 and is highly pseudogenized
in QX1211, and that sup-35 is pseudogenized in
both (Fig. 3 and fig. S11). DL238 and QX1211
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share a very similar haplotype, with the ex-
ception of a large deletion in DL238 that en-
compasses pha-1, fbxa-128, and several exons
of Y47D3A.1 (fig. S11). We also identified other
large structural variants in both DL238 and
QX1211 at the sup-35/pha-1 locus. First, rela-
tive to the N2 reference genome, nearly 20 kb
of sequence is missing completely from both
isolates (fig. S11). Second, the region spanning
the pseudogenized sup-35 and Y4846C.4 is in-
verted relative to the N2 reference (Fig. 3 and
fig. S11). This inversion was confirmed by single-
molecule Oxford Nanopore long-read sequenc-
ing (fig. S12). As a consequence of the inversion,
the pseudogenized sup-35 and pha-I are located
next to each other in QX1211, rather than flanking
Y4846C.4 as in the N2 reference genome (Fig. 3
and fig. S11).

To gain further insights into the evolution of
the sup-35/pha-1 element, we aligned the N2,
DL238, and QX1211 haplotypes to the homolo-
gous regions of diverse Caenorhabditis species,
using the highly conserved genes (hmi-1, Y4846C4,
and Y47D3A.29) that delineated the region (Fig.
3 and fig. S11). Unexpectedly, our analysis re-
vealed that the order and orientation of these
three genes in the other Caenorhabditis species
matched that in DL.238 and QX1211 rather than
the order and orientation in N2. This observa-
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tion suggests that the sup-35/pha-1 haplotype in
DL238 and QX1211 derives from an early stage
in the evolution of the selfish element, which
was followed by a major inversion that now de-
fines the N2 haplotype, and subsequently by de-
generation of the element in DL238 and QX1211.
In further support of this model, a gene tree built
using the coding region of Y4846C.4 from all the
C. elegans isolates and the other Caenorhabditis
species showed that DL.238, QX1211, and ECA36
cluster in a separate branch from all other
C. elegans isolates (Fig. 3).

Discussion

We discovered a selfish genetic element in
C. elegans that is composed of a maternally de-
posited toxin, sup-35, and a zygotically ex-
pressed antidote, pha-1. The antidote, pha-1,
was originally thought to be a developmental
gene, in large part due to the specific pharyn-
geal defects observed in mutants (15, 19, 25-27).
However, the precise role of pha-1 in embryonic
development remained elusive and controver-
sial (20, 21, 28). Our results indicate (i) that
pha-1 pharyngeal defects are a direct conse-
quence of sup-35 toxicity and (ii) that sup-35
and pha-1 act as a selfish element, instead of
being integral components of C. elegans embry-
onic development as originally suggested.

One important insight emanating from pre-
vious work in light of our results is that the sup-35/
pha-1 element exerts its toxicity by recruiting
genes that are directly involved in C. elegans de-
velopment (16, 18-20, 26). The other two known
suppressors of pha-1 lethality, sup-36 and sup-37,
are essential for sup-35 toxicity and are conserved
in other nematodes (I8, 20). Interestingly, sup-37
is required for normal pharyngeal pumping and
promotes ovulation in the somatic gonad inde-
pendently of pha-1 function (20). Null sup-37 mu-
tants are inviable and undergo early larval arrest.
However, a single missense and viable mutation
in sup-37 is sufficient to abolish sup-35 toxicity
(18, 20). Together with the finding that SUP-37
physically interacts with SUP-35 (18), this suggests
that the sup-35/pha-1 selfish element is hijacking
a developmental pathway to Kill those embryos
that do not inherit it. The specificity in the ac-
tivity and expression of sup-36 and sup-37 may
explain the pharyngeal phenotypes of pha-1
mutants. We hypothesize that PHA-1 could act
as an antidote by directly inhibiting the inter-
action between SUP-35 and SUP-37. The tran-
scription factor /in-35/Rb and the E2 ubiquitin
conjugation enzyme ubc-18 down-regulate sup-35
(19). An attractive possibility is that this regu-
lation evolved as an additional mechanism to
cope with sup-35 toxicity, as part of an arms
race between the selfish element and its host.
Future studies may further resolve the mech-
anism of sup-35 toxicity and its regulation.

One of the most intriguing aspects of toxin-
antidote systems is their origin. The study of
the pha-1/sup-35 element provides some clues.
pha-1 has no known orthologs, and only a few
highly divergent protein sequence matches are
found in closely related Caenorhabditis species.
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On the other hand, sup-35 is a homolog of another
C. elegans gene, rmd-2, which is conserved in
other nematodes (19). A phylogenetic analysis
shows that sup-35 is more closely related to
C. elegans rmd-2 than to rmd-2 genes from
other species and is likely a paralog of rmd-2
(figs. S13 and S14). These results suggest that the
origin of the sup-35/pha-1 element involved the
duplication of a preexisting gene (rmd-2) and
the recruitment of a novel gene of unknown ori-
gin in the lineage leading to C. elegans.

Among 152 C. elegans wild isolates examined,
only DL238, QX1211, and ECA36 do not carry
the derived inversion in the sup-35/pha-1 ele-
ment, and in all three of them, the selfish ele-
ment is highly pseudogenized. Similar inversions
have been described in the Drosophila segrega-
tion distorter locus and in the mouse ¢ haplo-
types (6, 29, 30); they are thought to stabilize
two-component driver systems by preventing
recombination from decoupling the components
(6). Has the inversion facilitated the spread of
sup-35/pha-1 through the C. elegans population
to all but a few isolates? Ongoing efforts to iden-
tify more divergent isolates, as well as nematode
species that are more closely related to C. elegans,
may fill in the gaps in our understanding of the
evolution of this element.

Lastly, our work highlights the importance of
studying natural genetic variation for under-
standing gene function. Despite the indisputable
value of a common reference strain, it has proved
extremely difficult in the context of the N2 back-
ground alone to either confirm or rule out pha-I as
an essential component of C. elegans embryonic
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development. The study of other wild isolates has
made possible our characterization of sup-35/
pha-1 as a selfish element. Our results show that
some essential genes may, in fact, turn out to be
antidotes to unknown toxins. Selfish elements
conferring genetic incompatibilities may be more
common than previously thought, and some of
them may be hiding in plain sight.

REFERENCES AND NOTES

1. R. Dawkins, The Selfish Gene (Oxford Univ. Press, 1976).

2. L. E. Orgel, F. H. Crick, Nature 284, 604-607 (1980).

3. W. F. Doolittle, C. Sapienza, Nature 284, 601-603 (1980).

4. S. P. Sinkins, PLOS Biol. 9, €1001114 (2011).

5. J. H. Werren, Proc. Natl. Acad. Sci. U.S.A. 108 (suppl. 2),
10863-10870 (2011).

6. G. D. Hurst, J. H. Werren, Nat. Rev. Genet. 2, 597-606
(2001).

7. J. H. Werren, Annu. Rev. Entomol. 42, 587-609 (1997).

8. M. D. Lorenzen et al., Proc. Natl. Acad. Sci. U.S.A. 105,
10085-10089 (2008).

9. R.W. Beeman, K. S. Friesen, R. E. Denell, Science 256, 89-92
(1992).

10. C.-H. Chen et al., Science 316, 597-600 (2007).

11. A. Hammond et al., Nat. Biotechnol. 34, 78-83 (2016).

12. H. S. Seidel, M. V. Rockman, L. Kruglyak, Science 319,
589-594 (2008).

13. H. S. Seidel et al., PLOS Biol. 9, e1001115 (2011).

14. E. C. Andersen et al., Nat. Genet. 44, 285-290 (2012).

15. H. Schnabel, R. Schnabel, Science 250, 686-688 (1990).

16. H. Schnabel, G. Bauer, R. Schnabel, Genetics 129, 69-77
(1991).

17. T. Hashimshony, M. Feder, M. Levin, B. K. Hall, I. Yanai,
Nature 519, 219-222 (2015).

18. S. R. G. Polley et al., Genetics 196, 211-223 (2014).

19. K. Mani, D. S. Fay, PLOS Genet. 5, €1000510 (2009).

20. D. S. Fay et al., Genetics 191, 827-843 (2012).

21. A. Kuzmanov, J. Yochem, D. S. Fay, Genetics 198, 259-268
(2014).

22. D. E. Cook et al., Genetics 204, 371-383 (2016).

9 June 2017

23. D. E. Cook, S. Zdraljevic, J. P. Roberts, E. C. Andersen,
Nucleic Acids Res. 45, D650-D657 (2017).

24. R. van Schendel, S. F. Roerink, V. Portegijs, S. van den Heuvel,
M. Tijsterman, Nat. Commun. 6, 7394 (2015).

25. M. Granato, H. Schnabel, R. Schnabel, Development
120, 3005-3017 (1994).

26. D. S. Fay et al., Dev. Biol. 271, 11-25 (2004).

27. P. G. Okkema, E. Ha, C. Haun, W. Chen, A. Fire, Development
124, 3965-3973 (1997).

28. S. E. Mango, Annu. Rev. Cell Dev. Biol. 25, 597-628 (2009).

29. A. M. Larracuente, D. C. Presgraves, Genetics 192, 33-53
(2012).

30. H.-S. Shin, L. Flaherty, K. Artzt, D. Bennett, J. Ravetch, Nature
306, 380-383 (1983).

31. A. Agresti, B. A. Coull, Am. Stat. 52, 119-126 (1998).

32. K. S. Pollard, M. J. Hubisz, K. R. Rosenbloom, A. Siepel,
Genome Res. 20, 110-121 (2010).

=

ACKNOWLEDGMENTS

We thank members of the Kruglyak lab for their comments.
Supported by the Howard Hughes Medical Institute and

NIH grant RO1 HG004321 (L.K.), a Gruss-Lipper postdoctoral
fellowship from the EGL Charitable Foundation (E.B.-D.), and
the Jane Coffin Childs Memorial Fund for Medical Research
(A.B.). EB.-D., AB., and LK. wrote the manuscript; all authors
discussed and agreed on the final version of the manuscript.
The authors declare no competing financial interests. Sequencing
data are available under NCBI bioproject PRINA383603.
Phylogenetic analyses have been deposited to TreeBASE
(http://purl.org/phylo/treebase/phylows/study/TB2:S20933).
The liftoveR R package has been deposited in Github
(https://github.com/eyalbenda/liftoveR).

SUPPLEMENTARY MATERIALS

www.sciencemag.org/content/356/6342/1051/suppl/DCL
Materials and Methods

Figs. S1 to S14

Tables S1 and S2

References (33-54)

27 February 2017; accepted 27 April 2017
Published online 11 May 2017
10.1126/science.aan0621

50f5

/T0Z ‘0Z aunc uo /b1o-Bewasusios aoualos)/:dny woiy papeojumod


http://science.sciencemag.org/

Science

A maternal-effect selfish genetic element in Caenorhabditis elegans
Eyal Ben-David, Alejandro Burga and Leonid Kruglyak

Science 356 (6342), 1051-1055.
DOI: 10.1126/science.aan0621originally published online May 11, 2017

Selfish genetic interactions in nematodes

Identifying the effects and evolution of selfish genetic elements can be difficult because of their biased inheritance.
Ben-David et al. identified a selfish genetic element that drives maternal-effect lethality in the nematode Caenorhabditis
elegans (see the Perspective by Phadnis). This incompatibility stems from the interaction between a maternally
deposited toxin and a zygotically expressed antidote. Interestingly, the antidote is encoded by the gene pha-1, which has
been described as an essential gene in embryonic development.

Science, this issue p. 1051; see also p. 1013

ARTICLE TOOLS http://science.sciencemag.org/content/356/6342/1051

PERMISSIONS http://www.sciencemag.org/help/reprints-and-permissions

Use of this article is subject to the Terms of Service

Science (print ISSN 0036-8075; online ISSN 1095-9203) is published by the American Association for the Advancement of
Science, 1200 New York Avenue NW, Washington, DC 20005. 2017 © The Authors, some rights reserved; exclusive
licensee American Association for the Advancement of Science. No claim to original U.S. Government Works. The title
Science is a registered trademark of AAAS.

/TO0Z ‘0z aung uo /B10°Bewsousios aouslos//:dny woiy papeojumod


http://science.sciencemag.org/content/356/6342/1051
http://www.sciencemag.org/help/reprints-and-permissions
http://www.sciencemag.org/about/terms-service
http://science.sciencemag.org/

