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Abstract The predominance of sex in eukaryotes is still enigmatic. Sex, a composed
process of meiosis and mixis cycles, confers high costs but the selective advantages
remain unclear. In this review, we focus on potentially detrimental effects of asexu-
ality on genome evolution. Theory predicts that asexual lineages should suffer from
lack of meiotic DNA repair, accumulation of deleterious mutations, proliferation
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of transposable elements, among others. Here, we compare the different genomic
features, life cycles, developmental pathways, and cytological mechanisms in the
major eukaryotic groups, i.e., in protists, animals, fungi, and plants. In general, it is
difficult to disentangle lineage-specific features from general features of asexuality.
In all groups, forms of asexuality are predominantly facultative or cyclical. A variety
of mixed or partial sexual developmental pathways exists, maintaining some compo-
nents of sexuality, while obligate asexuality appears to be rare in eukaryotes. The
strongest theoretical prediction for negative consequences of asexuality is decreased
effectiveness of selection compared to sexuality. While some studies have shown
increased rates of mutation accumulation in asexuals, others using whole-genome
comparisons did not find this pattern. Various mechanisms exist that can alleviate
the negative consequences of accumulation of negative mutations. More empirical
data are needed to understand comprehensively the role of genome evolution for the
maintenance of sex.

7.1 Introduction

It is still a core question of evolutionary biology why sexual reproduction is so
predominant in eukaryotes (Otto 2009; Neiman et al. 2018). Sex can be broadly
defined as “a process in which the genomes of two parents are brought together in a
common cytoplasm to produce progeny which may then contain reassorted portions
of the parental genomes” (Birdsell andWills 2003). In eukaryotes, sex is a composite
process consisting of meiosis, as a special form of nuclear division, and fertilization
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with fusion of nuclei (syngamy and karyogamy; Birdsell and Wills 2003; Brandeis
2018). Both components, however, imply high costs for the parental organisms:
meiosis involves a breakup of favorable gene combinations and is altogether a risky,
energy-consuming process. Syngamy and karyogamy (outcrossing) involve the need
of two mating partners, and hence the costs of mate searching, mate finding, density
dependence, eventually a cost of non-reproducing males, among others (Maynard
Smith 1978;Bell 1982); these costs differ dramatically among eukaryotic taxa (Lewis
1987; Hörandl and Hadacek 2020). In general, sexual reproduction has no immediate
selective advantage for the individuals performing sex. Hence, it is difficult to explain
maintenance of the process and also the prevalence of obligate sexuality. Because
of its high costs, sex should theoretically be replaced by asexuality (Williams 1975;
Maynard Smith 1978; Bell 1982; Lewis 1987; Otto 2009). Prokaryotes demonstrate
that organisms can be evolutionarily successful and diverse with asexuality, they can
adapt to almost all ecological niches of this planet, and they are much older than
eukaryotes—all without the burdens of meiosis–mixis cycles.

Sexual reproduction probably originated already in the first eukaryotes (2010;
Speijer et al. 2015; Hörandl and Speijer 2018) and had its precursors in prokaryotes
(Birdsell and Wills 2003; Ramesh et al. 2005; Speijer et al. 2015; Speijer 2016). We
will focus here onmaintenance of sex in eukaryotes.While sexuality is still infrequent
in protists, it becomes increasingly more frequent in multicellular organisms where
sex and reproduction are intimately linked and reaches dominance in animals and
flowering plants, with >99% of sexual species in both groups (Burt 2000). A great
diversity of adaptations has evolved in plants and animals to make sexuality and
mating between conspecific individuals working (Brandeis 2018), but the genetic
control of meiosis (Schurko and Logsdon 2008) and the basic nuclear and cellular
processes in meiosis–mixis cycles have remained surprisingly conserved.

By contrast, asexuality evolved multiple times from sexual ancestors (Schwander
and Crespi 2009a, b). Asexuality occurs in eukaryotes in many different cytological
and developmental pathways (Fig. 7.1, Box 7.1), whereby most of them represent
just various alterations of meiosis–mixis cycles (Mirzaghaderi and Hörandl 2016).
Sexual reproduction is hardly ever abandoned completely—in fact, “a little bit of
sex,” i.e., facultative or cyclical asexuality appears to be common in fungi, plants, and
animals (Simon et al. 2003; Mirzaghaderi and Hörandl 2016). The wealth of asexual
cytological and reproductive pathways in eukaryotes and the nightmare of different
terminologies in the traditional literature (see Schön et al. 2009) have hampered
comparative empirical research (see Fig. 7.1, Box 7.1). Our knowledge on asexual
genome evolution is restricted to a handful of organisms, with a strong focus on
metazoans (Neiman et al. 2018). These biasesmade it difficult to develop generalized
models of advantages of sexuality over asexuality.
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Fig. 7.1 Overview of cytological mechanisms in major sexual and asexual developmental path-
ways, and main consequences for genome evolution. For terminology, see Box 7.1. The yellow dots
represent disadvantageous mutations that are either complemented by unmutated homologous chro-
mosomes or are selectively eliminated by various mechanisms. a Sexual reproduction, with meiosis
and mixis, i.e., biparental genome contributions (symbolized by green chromosome). b Reproduc-
tion withmeiosis, but self-fertilization and hence uniparental genome contributions. c Reproduction
without meiosis and without mixis

Box 7.1. Forms of Asexual Reproduction and Definition of Terms
Adventitious embryony: a form of apomixis in plants whereby embryos
develop directly out of a somatic cell.

Apogamy: a term for apomixis in ferns.
Apomictic parthenogenesis: the term for apomixis in animals. See also

thelytoky.
Apomixis: asexual reproduction without meiosis and with parthenogenesis,

usually applied to multicellular organisms. Offspring are clones of the parent.
Apospory: a form of apomixis in plants whereby egg cells develop from a

somatic cell and develop parthenogenetically.
Automixis: involves meiosis and fusion of nuclei derived from the same

meiosis, but nuclei originate from the same parental individual. Eggs develop
parthenogenetically. Occurs mostly in animals and is usually regarded as a
form of asexual reproduction.

Central fusion: a form of automixis involving fusion of segregated nuclei
derived from meiosis I. Maintains mostly the parental heterozygosity.

Cyclical parthenogenesis: Life cycle comprising an alternation of sexual
and asexual reproduction (many animals).
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Dikaryon: cells that have two haploid nuclei in their major life stage (occurs
in mycelia of some fungi).

Diplospory: a form of apomixis in plants involving a restitutional meiosis,
but parthenogenetic development of egg cells.

Facultative apomixis: sexual and apomictic offspring are produced in
parallel in one life cycle, from the same mother (frequent in plants).

Fission: Mitotic cell divisions. Usually applied to unicellular eukaryotes
(e.g., fission yeast).

Gamete duplication: a form of automixis whereby chromosome sets
duplicate after meiosis II. Results in complete homozygosity.

Gynogenesis: the male gamete is necessary for development, but is not
included in genome of offspring. Offspring is formed via apomixis or
automixis. Occurs in some e.g., vertebrates.

Haplodiploidy: Females are diploid and produce meiotically haploid
eggs. Fertilized eggs become diploid females, unfertilized eggs become
haploid, parthenogenetic males (occurs in insects) also called arrhenotoky.
Haplodiploidy can evolve into parthenogenetic apomixis.

Hemizygous reproduction: the maternal genome is transmitted without
recombination, while the paternal genome is only partially inherited (e.g.,
canina meiosis in dogroses) or not inherited (see hybridogenesis).

Homothallic selfing: two nuclei derived from a meiosis of the same
individual (the same meting type) fuse. Occurs in fungi.

Hybridogenesis: a form of hemizygous reproduction whereby female
genomes are inherited clonally, whilemale genomes are continuously recruited
for one generation, but not inherited (occurs in e.g., vertebrates; see also
gynogenesis).

Parthenogenesis: development of an egg or egg cell into an embryo without
fertilization. Occurs in plants and animals.

Pseudogamy: a male genome contribution is needed for development of
embryos, but is not inherited. Occurs in animals and plants (but with different
mechanisms).

Selfing (self-fertilization, autogamy) involves fusion of nuclei derived from
two meioses. Gametes originate from the same individual. Occurs frequently
in flowering plants (also called autogamy) but is rare in animals. Selfing is in
plants usually regarded a form of sexual reproduction, but cytologically more
similar to automixis in animals. See also homothallic selfing.

Sexual reproduction (amphimixis, outcrossing): involves meiosis (conse-
quently recombination via crossovers) andmixis (syngamy and fusion of nuclei
from different individuals, and hence gametic recombination). The life cycle
can be diplontic (predominant diploid stage) or haplontic (predominant haploid
stage).

Syncytium: cells with many nuclei that may have different origin (occurs
in some fungi).
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Terminal fusion: a form of automixis whereby sister nuclei derived from
meiosis II fuse, resulting in complete homozygosity. Occurs in animals.

Thelytoky (thelytokous parthenogenesis): females produce female offspring
from unfertilized eggs. The cytological mechanism can be automictic or
apomictic. Occurs in animals.

Translocation heterozygosity: a form of meiosis with ring-forming chro-
mosomes, without recombination, combined to selfing. Occurs in a few
plants.

About 20 hypotheses exist for explaining the maintenance of sex, and they can
be grouped into two major theories (Williams 1975; Kondrashov 1993; Birdsell and
Wills 2003): first, sex is a tool for DNA restoration to keep the integrity and func-
tionality of the nuclear genome, whereby most mechanisms have long-term effects
(Muller 1964; Bernstein et al. 1988; Holliday 1984; Hörandl 2009); second, sex and
recombination create variation in the offspring for a better short-term response and
adaptive potential to environmental variability (Weismann 1904; Maynard Smith
1978).

Long-term benefits of sex act at the lineage level and unfold only after many
successive generations. They derive, for example, from the ability to effectively
combine beneficial alleles arising in different lineages (Fisher–Muller hypothesis;
Fisher 1930; Muller 1932); from restoration of genotypes least loaded with dele-
terious mutations that are continuously lost by drift in finite populations (Muller’s
ratchet; Muller 1964), from removal of linkage between beneficial and deleterious
alleles (Hill and Robertson 1966), or from enabling repair of deleterious alleles via
meiotic gene conversion (Bernstein et al. 1988; Marais 2003). Hypotheses on the
selective advantage of sex inherently predict that asexuality comes with specific
disadvantages that manifest themselves in the genome over evolutionary time scales.

Short-term benefits of sex unfold under strong fluctuating directional selection at
the level of individuals and genes. Furthermore, individual selection allows sexual
populations to withstand succumbing to the cost of sex, e.g., via quick replace-
ment by asexual offshoots. The rationale is that sex enables effective selection by
generating variation in fitness through break-up of linked loci with opposite fitness
effects (Felsenstein 1974). Such negative linkage disequilibria can be generated
via combined effects of drift and selection in finite populations (Hill–Robertson
interference; Hill and Robertson 1966). Thus, for sex to be beneficial in the short
term, the trajectory of selection must change constantly (Brooks 1988); e.g., through
coevolving parasites (fluctuating epistasis, Red-Queen; reviewed in Jaenike 1978;
Hamilton 1980) or spatial variation in the availability of resources coupled with
abiotic conditions (Scheu and Drossel 2007; Song et al. 2011). A constant change of
selection scenarios, however, is an unrealistic assumption, and hence an insufficient
explanation for the maintenance of obligate sexuality. Theories and empirical studies
on the maintenance of sex have been recently reviewed by Jalvingh et al. (2016) and
Neiman et al. (2018).
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These two theories are not mutually exclusive, and also pluralistic approaches
combining both ideas have been proposed (West et al., 1999; Neiman et al. 2017).
Here, we will focus on theories regarding genome evolution, because the universality
of the genetic code is comparable among all eukaryotes. Moreover, methodological
advances of genome sequencing in the last two decades have brought upon new
empirical data for genome evolution in eukaryotes and have shed a new light on old
theories. First, we will review the most important theories about the role of sex in
maintaining genomic integrity; second, we will report the state of the art on asexual
genome evolution over all major groups of eukaryotes, including protists, algae,
animals, fungi, and plants. Finally, we will draw preliminary conclusions and outline
perspectives for future research.

7.2 The Theoretical Background for Asexual Genome
Evolution

Several authors have argued that a major function of sex is maintaining genomic
integrity (Muller 1964; Holliday 1984; Bernstein et al. 1988; summarized in Birdsell
and Wills 2003; Hörandl 2009). Sex as tool for DNA restoration involves three
different components: first, DNA repair, such as repair of physical DNA damage on
the molecular structure of DNA (Bernstein and Bernstein 1991); second, elimination
of deleterious mutations, i.e., changes in the sequence of base pairs); and third,
maintenance of DNA methylation. These three components may act in combination
(Hörandl 2009).

7.2.1 DNA Repair

The need for DNA repair is a constant and immediate pressure for all organisms.
Transformation, a process through which prokaryotes are able to uptake exogenous
DNA, is a probable precursor of sex. In prokaryotes, this mechanism is used for
physical DNA repair, as prokaryotes needed to cope with DNA breaks caused by
UV irradiation, temperature extremes, and other sources of oxidative damage (Bird-
sell andWills 2003). In eukaryotes, many enzymes for homologous recombinational
repair evolved into meiosis genes or became integrated in the eukaryotic meiosis
machinery (Ramesh et al. 2005; Malik et al. 2008; Schurko and Logsdon 2008).
Bernstein et al. (1988) and Bernstein and Bernstein (1991) recognized that the cyto-
logical processes during prophase I of meiosis are mainly directed to repair DNA
double-strand breaks, while recombination resulting from cross-overs appears to be
an infrequent by-product of this process. Meiosis research has so far confirmed these
findings (reviewed by Mirzaghaderi and Hörandl 2016). Eukaryotic cells may have
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evolved advanced DNA repair mechanisms because of increased intracellular oxida-
tive stress caused by aerobic respiration and other redox-active metabolic processes
that have increased damage of DNA. The evolution of linear chromosomes, of the
nuclear envelope and of homologous recombinational repair at meiosis I, could have
been driven by this selective force (Speijer et al. 2015; Hörandl and Speijer 2018).
Homologous recombination is the most accurate and least mutagenic repair mech-
anism of DNA breaks (Bleuyard et al. 2006), but it requires a second homologous
chromosome as a template. This requirement enforced a diploid stage in the life cycle
and a chromosome from another individual with a different history of damage. The
requirement of diploidy could have been the major driver for the evolution of mixis
(Hörandl and Speijer 2018). In modern meiosis, minor DNA lesions, i.e., DNA radi-
cals caused by oxidative damage, could initiatemeiotic homologous recombinational
DNA repair (Hörandl and Hadacek 2013).

7.2.2 Mutation Accumulation

Inaccurate repair of DNA damage is a major source of mutagenesis (Friedberg et al.
2006). Non-homologous repair mechanisms are prone to mutagenesis, while homol-
ogous recombinational repair, acting during meiosis, is the least mutagenic mech-
anism (Bleuyard et al. 2006). Most mutations are either neutral or have negative
effects, and deleterious mutations are a constant threat for functionality of genomes.
Mutations (changes of the sequence of DNA bases) cannot be actively repaired; they
can only be eliminated or favored by selection according to their effect on the fitness
of the organism (Bernstein et al. 1988). The theory of Muller’s ratchet predicts that
without sex and recombination, deleterious mutations would accumulate in a lineage
over generations in finite populations (Muller 1964; Kondrashov 1988; Charlesworth
et al. 1993a, b). Recombination can reinstall non-mutated genomes in the offspring,
whereas in an asexual lineage, the class of non-loaded or least-loaded class of individ-
uals will get lost by drift. This irreversible process represents a click of the ratchet.
Hence, in asexual lineages, mutations will accumulate gradually over generations
until a certain threshold of deleterious mutations is reached when the lineage goes
extinct.

Muller’s ratchet clicks at a constant rate depending on population size (N), the
deleterious mutation rate per haploid genome (U), and the strength of selection (s)
(e.g., Jain 2008). Infinite populations are not affected by Muller’s ratchet as a class
of non-mutated individuals will always be present, while in finite populations the
least-loaded class will be more easily lost by drift (Birdsell and Wills 2003). The
deleterious mutation rate of course differs between eukaryotic organisms and has
been empirically tested for just a few model organisms. For diploid or polyploid
organisms, the mutation rate U multiplies with the ploidy level c (Gerstein and Otto
2009). In diploid or polyploid genomes, or in fungal dikaryons, mutations appear
in the heterozygous state, and functional alleles may “mask” the recessive mutated
gene copy from selection (Kondrashov and Crow 1991; Gerstein and Otto 2009).
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Hence, mutation accumulation should have little effect in the short term, but may
be in the long term more severe in polyploids than in diploids, because mutations
are eliminated slower than in diploid lineages (Gerstein and Otto 2009). The actual
speed of the ratchet depends further on recombination rates (Charlesworth et al.
1993a, b), epistasis between genes (Kondrashov 1988), and effects of beneficial
mutations (Muller 1932; Crow and Kimura 1965). Residual sexuality with a little
bit of recombination is sufficient to halt Muller’s ratchet (Green and Noakes 1995;
Hodac et al. 2019). The deterministicmutationmodel byKondrashov (1988) involves
synergistic epistasis between deleterious mutations such that their combined effect is
more severe than the sum of their individual effects. Truncating selection is assumed
to act on individuals that carry many such synergistic mutations, and hence the
death of these individuals will eliminate many mutations from the population. Sex is
here of great advantage as recombination breaks up linkage disequilibrium, i.e., the
negative gene combinations, and increases the variance on which selection can act
upon. However, empirical evidence rather suggested that negative epistasis between
deleterious mutations is uncommon (Kouyos et al. 2007). Epistasis appears under the
precondition of pleiotropy and evolves in a dynamicmanner, depending on robustness
and complexity of genomes (de Visser and Elena 2007; de Visser et al. 2011). Finally,
the rare beneficial mutations have to be considered as large sexual populations can
incorporate them more rapidly than asexual ones, whereas in small populations,
there would be no difference between sexual and asexual populations in the speed
of incorporating beneficial mutations (Fisher 1930; Muller 1932).

For prokaryotes, mutation accumulation via Muller’s ratchet is a lesser problem
because of large population size, rapid generation turnover, and small, haploid
genomes. Prokaryotes further avoid mutation accumulation via frequent lateral gene
transfer from one lineage to the other, which is under strong purifying selection (Vos
et al. 2015). In eukaryotes, however, the parameters determining genome evolution
become more diverse and more complex. The diversity of life cycles, mutation rates,
population sizes, the more complex organization of genomes with manifold more
genes, and the diversity of reproductive systems with varying recombination rates
makes it difficult to apply one model that fits all organisms. While theoretical studies
support the idea that mutation elimination is a strong advantage of sex, empirical
research on various organisms gives an equivocal picture (see Sects. 7.3–7.6).

7.2.3 Epigenetic Damage and Transposable Elements

Holliday (1984) suggested that removal of epigenetic defects in germline cells and
reinstallment of lost cytosine methylations would be a major function of meiosis.
Similar as for theDNArepair hypothesis, an integer template of a second homologous
chromosome is needed formaintenancemethylation.Methylations are crucial for cell
differentiation, development, and regulation of gene expression and are evolutionary
ancient in eukaryotes (Law and Jacobsen 2010). Although DNA methylations are to
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some extent heritable (Law and Jacobsen 2010), there still is uncertainty about long-
term evolutionary effects. In the context of paradox of sex theories, little attention has
been paid to Holliday’s theory. Most research on differences of methylation patterns
between sexual and asexual organisms has been done in plants (see Sect. 7.6).

Another aspect of genome evolution related to methylation is the proliferation
of transposable elements (Hickey 1992). Three hypotheses exist regarding TEs in
eukaryotic genomes: (1) TEs could be sexually transmitted and spread like “genomic
parasites,” and so their spread could be avoided by asexuality (Wright and Finnegan
2001). (2) Purifying selection after meiotic recombination can act against TE prolif-
eration in sexual species. Hence, asexual species may suffer from an uncontrolled
proliferation of TEs and may be even driven to extinction (Arkhipova and Meselson
2000, 2005). (3) Finally, there might be no relationship between TE proliferation and
mode of reproduction. We will also review new insights into this complex topic in
the next paragraphs.

7.3 Asexual Genome Evolution in Protists

The diversity of protists is extremely large, i.e., it covers all major eukaryotic clades,
except the animals and fungi (Amorphea clade) and plants (Embryophyta clade)
(Boenigk et al. 2015; Adl et al. 2019). Although once thought to be proto-animals
or proto-plants, protists are now known to form numerous independent lineages
that comprise the bulk of the genetic and metabolic diversity within the eukaryotes
(Keeling and Burki 2019). Since the origins of eukaryotes sometime in the Protero-
zoic (Eme et al. 2014), protists have evolved into numerous ecological roles that are
central in most ecosystems (Azam et al. 1983; Weisse et al. 2016).

7.3.1 Sex and Reproduction in Protists

Although meiotic sex likely originated in the common ancestor of all extant eukary-
otes, many protist species and higher clades were long thought to be asexual because
of the absence of direct observations of mating between individuals (Schurko et al.
2009; Dunthorn and Katz 2010). On theoretical grounds based on the genetic advan-
tages of recombination, it has been argued that most protists are nevertheless likely
cryptically sexual at least occasionally (Dunthorn andKatz 2010;Hofstatter and Lahr
2019). And, on experimental grounds, evidence for this cryptic sex throughout the
protists has been found by inventorying meiotic genes in different putative asexual
lineages (Ramesh et al. 2005;Malik et al. 2008;Chi et al. 2014b;Dunthorn et al. 2017;
Hofstatter et al. 2018; Kraus et al. 2018), although these meiotic genes could be used
just for selfing or for non-canonical genetic pathways (Dunthorn et al. 2017). Sex
has, however, been lost in some lineages, some of which could be ancient (Doerder
2014).
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Meiotic sex in protists was elegantly shown to reverse the effects of Muller’s
ratchet byCalkins (1919), inwhatwas called “one of themost important experimental
results in biology” (Bell 1988). After preventing mating in the ciliate Uroleptus,
division rates slowed down. Presumably, the slowdown in division rates was due to
Muller’s ratchet. But after mating, faster division rates were restored and thus, sex
was able to “rejuvenate” cultures of ciliates in the laboratory.

Although most protists are likely meiotically sexual and therefore can use sexual
recombination to reverse Muller’s ratchet, the majority of reproduction in the largely
unicellular protists is just mitotic cell divisions (Dunthorn and Katz 2010). Given
their small sizes and fast mitotic division times, protists therefore can have massive
population sizes (Finlay 2002), although the effective population sizes are smaller
(Watts et al. 2013). Thesemassive population sizes could potentially preventMuller’s
ratchet by allowing selection to be more powerful than drift, as the rate of loss of
few mutations depends on the absolute number of individuals (Bell 1988). Within
most natural communities in different environments, though, not all protist species
will have these massive population sizes (Dunthorn et al. 2014; Logares et al. 2014),
thus the rare species may not necessarily be able to prevent or slow down Muller’s
ratchet.

7.3.2 Protistan Genome Structures and Muller’s Ratchet

Genome architecture is known to help drive the strength and direction of evolution
(Lynch 2007). There are three aspects to genome structure in protists that may be
able to prevent, or at least slow down, Muller’s ratchet.

The first aspect is that many protists are highly polyploid (Raikov 1982). For
example, even between closely related ciliate species in Paramecium, there are
multiple rounds of whole-genome duplications (Aury et al. 2006), and extreme levels
of gene repetitions are observed in the foraminiferan Reticulomyxa filosa (Glöckner
et al. 2014). Maciver (2016) suggested that in protists such high levels of polyploidy
may help prevent or slow down Muller’s ratchet, if deleterious mutations in one of
the gene copies are replaced by other copies. This mechanism could be powerful if
there is pervasive gene conversion and as long as there is always a gene copy with
fewer deleterious mutations. Independent of the evolutionary time or the number of
generations, gene conversion would not be successful if all copies had deleterious
mutations. The extent of high levels of ploidy level is unknown within most protist
species and higher clades, so it is unknown whether polyploidy may prevent or slow
down the effects of Muller’s ratchet and in how many species such effects occur.

The second aspect is the highly dynamic nuclear genome sizes of many protists
(Parfrey et al. 2008). The genome sizes can greatly increase and decrease throughout
the life cycle. In the well-known Amoeba proteus, this excessive DNA is eliminated
late in interphase before mitotic division. Chromatin is ejected during this process
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from the nucleus into the cytoplasm, where it is presumably degraded and recycled.
Goodkov et al. (2019) suggested that such DNA extrusions may allow protists to
prevent or slow down Muller’s ratchet, if gene copies with deleterious mutations are
being eliminated. This mechanism could be powerful if deleterious mutations are
selectively removed, but if removal is random then the most abundant copies will
just likely be eliminated. And as with polyploidy above, the extent of elimination
of excessive DNA (and the excretion of deleterious gene copies) is unknown within
most protist species and higher clades.

The third aspect only occurs in ciliates having two types of nuclei in each cell:
micronuclei and macronuclei (Katz 2001; Lynn 2008). Micronuclei are transcrip-
tionally inactive and are involved in sex and the formation of macronuclei. Division
of micronuclei occurs through canonical mitosis or meiosis where homologous chro-
mosomes are segregated by a spindle apparatus, although a functional synaptonemal
complex ismissing (Chi et al. 2014a).Macronuclei are transcriptionally active and are
highly polyploid. Division of macronuclei occurs through amitosis, where chromo-
somes are randomly distributedwithout a spindle apparatus (Morgens andCavalcanti
2015; Zhang et al. 2019). This random distribution of chromosomes during amitosis
can lead to the loss of gene and chromosome copies in resulting progeny and even-
tual death if all copies are lost (Bell 1988; Zhang et al. 2019), which is a form of
deleterious mutation accumulation. The ciliate Tetrahymena thermophila somehow
controls chromosome copy number during amitosis, although the mechanism is not
clear (Zhang et al. 2019), and some type of similarmechanism is likely found inmany
more ciliate groups (Morgens and Cavalcanti 2015). If ciliates go through meiosis
and then self, however, any gene or chromosome loss, and consequently Muller’s
ratchet, can be reversed because new macronuclei with the full complement of genes
and chromosomes are newly formed by the newmicronuclei after selfing unless there
were also gene losses in the micronuclei (Bell 1988).

7.4 Asexual Genome Evolution in Animals

Obligate asexuality (here female-producing parthenogenesis; thelytoky) is assumed
to be rare in animals, found in approximately 0.1% of species (White 1977; Bell
1982). However, this number is based on the very scarce occurrence or even absence
(e.g., birds and mammals) of asexuality in vertebrates (White 1977). Recent quanti-
tative studies indicate that obligate asexuality has evolved much more frequently in
species-rich non-vertebrate taxa like arthropods and molluscs, for example, with up
to 1.5% in haplodiploid arthropod species under conservative estimates (under more
relaxed assumptions up to 38% (van der Kooi et al. 2017). Thus, the occurrence of
obligate asexuality in animals seems vastly underestimated and understudied.

The number of parthenogenetic species largely depends on the rate with which
incipient asexual lineages are generated and subsequently lost again in an animal
group, but very little is known about the frequency of such transitions (Schwander and
Crespi 2009a, b). The transition to asexuality from sexual progenitors can be caused
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by different mechanisms, such as hybridization, endosymbiont infection, and spon-
taneous mutations (for an overview see Neiman et al. 2014; Jaron et al. 2019). More-
over, offspring can be generated from unfertilized eggs via many different cellular
mechanisms, such as apomixis and automixis with a plethora of diverse subforms
(Fig. 7.1; see e.g. Suomalainen et al. 1987; Schön et al. 2009). The underlying mech-
anisms for both the transition to and cytology of asexuality can have profound and
different consequences for genome evolution (Engelstädter 2017; Jaron et al. 2019;
Parker et al. 2019), but are, as yet, little studied in animals. By contrast, explaining
the short-term and long-term benefits of sex has received considerable attention in
both theoretical and empirical studies on animals (Sharp and Otto 2016; Neiman
et al. 2017, 2018).

7.4.1 Accumulation of Slightly Deleterious Mutations

TheHill–Robertson effect andMuller’s ratchet predict a reductionof the effectiveness
of purifying selection resulting in the accumulation of fixed and segregating slightly
deleterious mutations in asexual species (see Introduction and, e.g., Keightley and
Otto 2006). This prediction received equivocal support in animals: four out of eight
available single gene-based studies found less effective purifying selection in asexual
as compared to closely related sexual species (for details see Hartfield 2016; Glémin
et al. 2019). However, a number of genome-based studies found excessive among
gene variation in effectiveness of purifying selection indicating that interpreting
single gene-based results as representative for the genome level is problematic (see
Neiman et al. 2018). Further, only one (Timema stick insects; Bast et al. 2018) out
of nine genome-based studies supports less effective purifying selection in asexuals
compared to their sexual sister species (Ament-Velásquez et al. 2016;Bast et al. 2018;
Brandt et al. 2017, 2019; Kraaijeveld et al. 2016; Lindsey et al. 2018; Ollivier et al.
2012; Tucker et al. 2013; Warren et al. 2018). Notably, two out of these studies based
on genomic data even showed increased effectiveness of purifying selection in asex-
uals, including ancient asexual oribatid mites, contrary to predictions (Kraaijeveld
et al. 2016; Brandt et al. 2017).

What factors can alleviate the predicted negative effects allowing asexuals to
escape mutational meltdown? Large population sizes have been discussed as an
important factor maintaining effective purifying selection under asexuality (Gordo
and Charlesworth 2000; Rice and Friberg 2009; Normark and Johnson 2011; Ross
et al. 2013). Many widely distributed and small-bodied animals have potentially very
large populations (Gaston et al. 1997; White et al. 2007). Indeed, census population
densities of very old asexual taxa (e.g., the above-mentioned oribatid mites) can
exceed 105 individuals per square meter and generally feature larger population
sizes than their sexual relatives (Maraun et al. 2012). In addition to population sizes,
extensive DNA repair and/or homogenizing processes like mitotic gene conversion,
or facultative recombination during cyclical parthenogenesis may play an important
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role by removing deleterious alleles and exposing recessive deleterious mutations to
selection (Charlesworth et al. 1993a, b; Marais 2003).

7.4.2 Accumulation of Deleterious Transposable Elements
in Animals

In non-recombining genome regions of sexual species, deleterious transposable
elements (TEs) can rapidly and substantially increase in numbers (e.g., Drosophila
neo-Y chromosomes; Bachtrog et al. 2008). A number of empirical studies tested
whether such accumulation of TEs extends to the genome scale in completely non-
recombining genomes of obligate asexual animals, potentially generating selection
for sex at the lineage level (similar to the accumulation of point mutations, but
possibly more rapidly). No overall genomic difference could be detected between
asexual and related sexual animals, only very variable and lineage-specific TE
dynamics were found (Bast et al. 2016; Szitenberg et al. 2016; Jiang et al. 2017;
Jaron et al. 2019). This lack of difference is likely due to a number of confounding
factors not related to reproductive modes (such as, e.g., hybridization and poly-
ploidization) that can affect TE dynamics (Arkhipova and Rodriguez 2013). Despite
no overall difference, higher TE turnover in cyclically sexual Daphnia pulex indi-
cates that sex facilitates both the spread and elimination of TEs (Jiang et al. 2017).
The few investigated older asexual animals harbor few and inactive TEs (Flot et al.
2013; Bast et al. 2016). Whether this stems from the evolution of benign TEs via
suppression mechanisms (as indicated in experimentally evolved yeast; Bast et al.
2019; for a review on mechanisms see Koonin et al. 2020) or from the immediate
extinction of asexual lineages with high TE contents after the loss of sex remains an
open question.

7.4.3 The “Meselson Effect”

Homologous chromosomes in asexual organisms are expected to accumulate muta-
tions independently of each other in regions sheltered from loss of heterozygosity and
diverge in parallel. This should lead to high levels of heterozygosity and parallel topo-
logical resemblance of haplotype subtrees over populations (Birky 1996; Judson and
Normark 1996; Mark Welch and Meselson 2000). Testing this “Meselson effect”
is important because its presence is regarded as strong support for the complete
absence of sex and theoretically opens the possibility for dating the transition to
asexuality in the absence of fossils (Normark et al. 2003). As yet, only single gene-
based studies in asexualTimema stick insects and fissiparousDugesia flatworms have
shown the expected haplotype divergence pattern (Schwander et al. 2011; Leria et al.
2019). Large within-individual variance levels were found in a number of different
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invertebrates, e.g., the apomictic Meloidogyne root-knot nematodes and the ribbon
worm Lineus pseudolacteus but (later) attributed to divergence between homeologs
derived from hybridization (Lunt 2008; Ament-Velásquez et al. 2016; Jaron et al.
2019). Similarly, large within-individual variance in bdelloid rotifer species has been
shown to result from an ancient genome duplication event resulting in tetraploidy and
reflect divergence between ancient homologs (so-called ohnologs) instead of haplo-
types (Mark Welch et al. 2008; Flot et al. 2013; Nowell et al. 2018). In other animal
species, which show no sign of the Meselson effect, such as darwinulid ostracods
or tramini aphids, haplotype divergence has been putatively reduced due to homog-
enizing processes like mitotic gene conversion (Normark 1999; Schön and Martens
2003). A genome-wide comparison of asexual and sexual lineages of Daphnia pulex
showed that loss of heterozygosity via such homogenizing processes is a dramatically
more powerful force than accumulation of new mutations (Tucker et al. 2013).

7.4.4 Genomic Features Based on Single Asexual Genome
Studies

The genomes of singular asexual animal species featured some peculiarities that were
suggested to be generally linked to asexuality, such as horizontal gene transfer (HGT),
genomic rearrangements, gene family expansions, gene losses, and gene conversion
(Danchin et al. 2010; Flot et al. 2013; Faddeeva-Vakhrusheva et al. 2017; for a full
review see Jaron et al. 2019). Many of these features are related to the idea that
contrary to sexually reproducing organisms, asexuals do not require chromosomal
homolog pairing during meiosis, which potentially leads to increased fixation of
structural variants. However, none of the features were systematically replicated
across 26 published animal genomes, suggesting that these genomic peculiarities are
lineage-specific and not generally linked to asexuality (Jaron et al. 2019). Testing this
idea further needs whole-genome studies on structural variants in asexuals compared
to closely related sexual species (see outlook).

7.4.5 Evolutionary Scandals: Ancient Asexuals

Genomic consequences of asexuality with detrimental fitness effects are expected to
accumulate over time and eventually drive asexual lineages to extinction (Gabriel
et al. 1993; Lynch et al. 1993). However, few asexual lineages have persisted and even
diversified in the absenceof sex for considerable periods of time (Judson andNormark
1996; Schön et al. 2009; Schwander et al. 2011). Themost notorious examples include
bdelloid rotifers, darwinulid ostracods, and several parthenogenetic taxa of oribatid
mites (Judson and Normark 1996; Schön et al. 2009). Among these, bdelloid rotifers
have, so far, received most attention (Mark Welch and Meselson 2000; Flot et al.
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2013). Recent studies, however, have indicated that cryptic gene exchange renders
them quasi-sexual (Signorovitch et al. 2015; Debortoli et al. 2016; Schwander 2016;
Vakhrusheva et al. 2018; Laine et al. 2020). The amount and mechanism of cryptic
sex and DNA uptake remain controversial (Flot et al. 2018; Wilson et al. 2018). Data
on genome evolution in asexual oribatid mites and darwinulid ostracods are scarce.
While for asexual oribatid mites two studies showed effective purifying selection and
decreased load of transposable elements (Bast et al. 2016; Brandt et al. 2017), there
are currently no genome data-based studies in darwinulid ostracods. More studies
on these two animal groups are urgently required as truly ancient asexual lineages
are invaluable for generating insights into the long-term selective advantage of sex.

7.5 Asexual Genome Evolution in Fungi

Fungi are an ancient, species-rich lineage of eukaryotes with a wide variety of
lifestyles (Hawksworth and Lücking 2017; Spatafora et al. 2017). Fungi can be
unicellular (yeasts) or multicellular (filamentous fungi); the latter forming cell fila-
ments (hyphae) that form tissue-like networks (mycelia). Fungi can undergo asexual
propagation either through mitotic cell division in the case of yeasts, or through
hyphal fragmentation or the formation of mitotic spores in the case of filamentous
fungi (Golan and Pringle 2017). Sexual propagation in fungi, leading to the forma-
tion of meiotic spores, is usually induced under species-specific conditions and can
be facultative or an integral part of the life cycle as is the case for a number of
plant-pathogenic fungi (Bennett and Turgeon 2016; Peraza-Reyes and Malagnac
2016; Coelho et al. 2017; Lee and Idnurm 2017). While many fungal species were
described as asexual for decades, genome analyses as well as population genomics
studies and crossing experiments in the laboratory have led to the discovery of sexual
propagation in many presumed asexual fungal species (Dyer and Kück 2017). There-
fore, it is currently not known whether any truly asexual fungal lineages exist that
have completely lost the ability to undergo sexual propagation. In the following
sections, we will discuss current knowledge in the two largest fungal groups, the
Ascomycota and Basidiomycota, and then briefly mention some recent results for
the Glomeromycotina, a group of plant symbionts that have been discussed as a
long-term asexual group of fungi. We will finish the review with some thoughts on
the continuum of sexual versus asexual propagation in fungi.

7.5.1 Modes of Reproduction in Ascomycota

Ascomycota is named after their sexual sporangia (asci, singular ascus), and sexual
propagation has been studied in great detail at the molecular level in a number
of ascomycete model organisms (Bennett and Turgeon 2016; Zickler and Espagne
2016; Pöggeler et al. 2018). Especially the genes required for mating and meiosis
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are well known in ascomycetes and can be used as molecular markers for the pres-
ence of cryptic sexual development in species where sexual propagation has not
been observed yet. However, it has to be noted that meiotic genes may have func-
tions outside of sexual reproduction, e.g., in stress-related ploidy changes as was
recently shown in the human pathogenic fungus Cryptococcus neoformans (Zhao
et al. 2020). Therefore, crossing experiments or population genetic studies are impor-
tant to study actual sexual reproduction as described below. Mating in fungi is
genetically regulated by so-called mating type (MAT ) loci that contain at least one
MAT gene (Kües et al. 2011; Bennett and Turgeon 2016). In ascomycetes, MAT
genes often encode transcription factors that regulate downstream genes required
for sexual reproduction. In self-sterile (heterothallic) ascomycete species, successful
mating is only possible between partners with compatible MAT loci, whereas self-
fertile (homothallic) species often encode compatibleMAT genes within one genome
(Heitman 2015; Pöggeler et al. 2018).

In the last century, fungal species for which no sexual stage was known from
nature or laboratory observationswere designated as “deuteromycetes” or “imperfect
fungi,” and it was assumed that such species had lost the capacity to undergo sexual
reproduction. Within the ascomycetes, this applied to up to 40% of surveyed taxa
(Dyer and Kück 2017). However, population studies starting in the 1990s indicated
that cryptic sex can exist in such species. The first study to show this analyzed
polymorphic genetic markers in clinical isolates of Coccidioides immitis, the causal
agent of the valley fever. Marker distribution in isolates was consistent with genetic
recombination as opposed to clonal propagation of this fungus (Burt et al. 1996).
Another line of evidence came after the first genomes of supposedly asexual species
were sequenced in the early 2000s, and MAT genes as well as meiosis-specific
genes were found to be present and to not have accumulated mutations (Pöggeler
2002; Galagan et al. 2005). A major breakthrough was achieved when it was shown
that natural isolates of the supposedly asexual species Aspergillus fumigatus can
undergo sexual development in the laboratory (O’Gorman et al. 2009). Since then,
sexual reproduction under laboratory conditions was demonstrated for a number of
supposedly asexual ascomycetes, and it is currently not clear if any truly asexual
lineages can exist in the long term.

7.5.2 Modes of Reproduction in Basidiomycota

Similar to the Ascomycota, the Basidiomycota are named after their meiospo-
rangium, the basidium, which in contrast to the ascus bears its spores externally
instead of internal spore development. However, the life cycle is very similar with
a sexual phase bearing meiotic spores and an asexual phase giving rise to millions
of mitotic conidia in many lineages. As in Ascomycota, sexual structures are often
unknown or overlooked, as they can be reduced to a few cells only being microscop-
ically visible (Sampaio 2004; Oberwinkler 2017). Several lineages have managed to
link developmental stages like parasitism or vector-based dispersal to the alternating
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life cycle (Morrow and Fraser 2009). Sexual compatibility is usually mediated by
twomating loci, one of which is coding for a pheromone/pheromone receptor system
controlling syngamy,while the second is coding for homeodomain (HD) transcription
factors relevant for maintenance of the dikaryon, regular cell divisions, and filamen-
tous growth (Raudaskoski and Kothe 2010). The separation of the two mating loci
on two chromosomes leads to a tetrapolar mating system in most Basidiomycota,
with multiple alleles of the various genes in several lineages (Kües et al. 2011).

As the haploid phase of the life cycle is often characterized by a saprobic, yeast-
like stage, most Basidiomycota from early diverging lineages are isolated as haploid
cultures from nature and their sexual structures are unknown or at least not observed
in culture. Genera like Pseudozyma, Rhodosporidium, Tilletiopsis, or Cryptoccocus
were used to describe these so-called asexual species. Phylogenetic studies revealed
that these genera are polyphyletic and mixed with sexual species suggesting over-
looked sexual stages in some lineages (Begerow et al. 2000). However, several
lineages like the genera Malassezia, Moniliella, Tilletiopsis washingtonensis s.l.
seem to be completely asexual (without signs of sexual stages), although the mating
genes seem to be present as in the case of Malassezia (Wang et al. 2015; Saunders
et al. 2012). Many studies focused on mating under laboratory conditions to identify
sexual structures. These studies could identify several mechanisms to maintain a
sexual life cycle even without a compatible mating partner (Lin and Heitmann 2007,
David-Palma et al. 2016) and such pseudo-sexual strategiesmight be common among
Basidiomycota in several lineages (Coehlo et al. 2017). Functions of pheromones
and pheromone receptors might be thus very diverse including functions not involved
in mating and reproduction. Recently, it was shown that non-mating-type-specific
receptors are common in Agaricomycetes (Kües et al. 2011), and therefore, func-
tions of predicted pheromone receptors in potentially asexual lineages need to be
elucidated to allow conclusive remarks on the presence or absence of sexual stages.
At present, it is not yet clear if obligate asexuals exist among the Basidiomycota.

7.5.3 Glomeromycotina: Ancient Asexuals or Cryptic Sex?

A case in point about the difficulty of identifying truly asexual fungal species might
be the Glomeromycotina. They belong to the Mucoromycota, a sister group to
ascomycetes and basidiomycetes (Spatafora et al. 2017). The Glomeromycotina are
mostly obligate plant symbionts that form the widespread arbuscular mycorrhiza
with the roots of land plants (Lanfranco et al. 2016). Despite their environmental
ubiquity, cultivation of Glomeromycotina in the laboratory is difficult due to their
metabolic dependence on the host plant, and no sexual stages have been observed
in nature, probably because their life is spent completely underground and thus they
are difficult to observe in their natural environment. Glomeromycotina were consid-
ered as ancient asexuals; however, targeted searches for meiotic genes as well as
genomic studies confirmed the presence of meiotic genes and putative MAT genes
in Glomeromycotina genomes, making it likely that a sexual cycle exists in these
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species (Halary et al. 2011; Tisserant et al. 2013; Lin et al. 2014; Ropars et al. 2016).
Therefore, based on the available data, the Glomeromycotina cannot be described as
ancient asexuals.

7.5.4 Other Reproductive Strategies Influencing Genome
Evolution

Given recent genomic insights in the distribution of sex-related genes and sexual
propagation in fungi, it has been suggested that many fungal species might be consid-
ered not as completely sexual or asexual, but rather as consisting of isolates on a
continuum of sexual reproduction ranging from fully fertile to asexual (Dyer and
Kück 2017). This raises the question under what conditions a sexual or an asexual
lifestyle might be advantageous specifically for a fungal species or isolate. One
possible factor might be the degree of ploidy. Even though some fungi are diploids,
the majority of ascomycetes and basidiomycetes harbor haploid nuclei. However,
in filamentous fungi, the mycelia are usually coenocytic with two or more nuclei
sharing a common cytoplasm (Maheshwari 2005). Furthermore, fungi can undergo
vegetative hyphal fusions between different individuals of the same species leading
to exchange of genetically different nuclei (Daskalov et al. 2017). Thus, deleterious
mutations in one nucleus might be masked by functional copies in other nuclei,
making the mycelia functionally similar to the cells of heterozygous diploid organ-
isms (Fig. 7.1). However, especially hyphal fusion and subsequent nuclear exchange
comewith the risk of spreading, for example, infectious agents or transposons. There-
fore, many fungi have evolved heterokaryon incompatibility systems that allow vege-
tative hyphal fusion only between compatible partners. Calculations based on allele
frequencies for different incompatibility systems in the model fungus Neurospora
crassa suggest that the likelihood for compatible interactions between germinating
vegetative spores is rather low (Gonçalves et al. 2019). Thus, it is possible that at
least in N. crassa propagation is biased toward sexual propagation (during which
the vegetative incompatibility systems are turned off), because sexual propagation
is limited to dedicated partitions of the mycelium, thereby preventing spreading of
infectious agents to the rest of the mycelium.

Another point to be considered with respect to the advantages of sexual or asexual
reproduction is the spreading of transposable elements (TEs), which in fungi could in
principle occur during sexual propagation or during the above-mentioned vegetative
hyphal fusion. It is interesting to note, though, that many sequenced fungal genomes
have a low TE content compared to other eukaryotic genomes (Castanera et al. 2016;
Spatafora et al. 2017; Stajich 2017). Studies in several fungal model organisms have
revealed that at least five different genome defense systems evolved within the fungi
that protect organisms from the spread of TEs and other repeats (Gladyshev 2017).
In N. crassa alone, three genome defense mechanisms are known, one of which
is active during vegetative growth, a second in the dikaryotic phase directly prior
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to karyogamy, and the third during meiosis (Shiu et al. 2001; Gladyshev 2017).
Thus, it appears that at least N. crassa has every contingency covered and is geneti-
cally prepared to counter transposon spread during sexual and asexual propagation.
Genome defense in other fungi is less well studied, but it seems likely that genome
defense mechanisms against transposable elements are present in some form in other
species as well.

Population studies were performed for a few species only and therefore data on
the relevance of recombination in fungi are broadly lacking. However, homothallism
has been discussed as a common strategy to perform selfing and maintain at least
parts of sexual recombination. For example, Cryptococcus neoformans is known to
perform a unisexual or pseudo-sexual life cycle in addition to a classical sexual cycle
(Lin et al. 2005; Ni et al. 2013). Thus, fungi display a huge variety of mixed forms
between truly sexual and asexual species highlighting their great potential to adapt to
diverse needs of reproduction. Obviously, facultative asexuality is here predominant
as well as in other eukaryotes. A black-and-white system of sex/asex does not exist.

7.6 Asexual Genome Evolution and Epigenomics in Plants

7.6.1 Asexual Reproduction in Plants

Asexual reproduction occurs in land plants mostly in ferns, in a form called apogamy
(Grusz 2016), and in flowering plants as apomixis, the asexual reproduction via
seeds (Asker and Jerling 1992; Mogie 1992, see Box 1 for terminology). Land plants
have a life cycle of alternating diplontic sporophytes (producing meiospores) and
a haplontic gametophyte (producing gametes). Asexual reproduction keeps this life
cycle but avoids meiosis–mixis cycles in many different ways. We will focus here
on flowering plants. Apomixis is in angiosperms scattered across the phylogeny and
occurs in about 2% of genera, with many different developmental pathways (Hojs-
gaard et al. 2014; Fig. 7.1). Studies on asexual genome evolution are scarce due to
practical difficulties: first, plant genomes are complex and can vary dramatically in
size (Michael 2014). Angiosperms have undergone ancient and recent genome dupli-
cations, resulting in gene duplications and diversification of gene functions (Jiao et al.
2011; Leebens-Mack et al. 2019). Second, asexuality does not occur in model organ-
isms like Arabidopsis or in major crops plants. For this reason, genomic resources
are also scarce. The only completely sequenced reference genomes for gameto-
phytic apomixis is published from Boechera, a relative of Arabidopsis (Kantama
et al. 2007; Kliver et al. 2018), and for sporophytic apomixis in Citrus (Wang et al.
2017). (Gametophytic and sporophytic apomixis are characterized by embryo devel-
opment either from cells in themegagametophtye or directly from somatic cells in the
sporophyte, respectively). Third, most research has focused so far on understanding
genetic control mechanisms of apomixis rather than on evolutionary questions, with
the major aim to introduce apomixis into crops (Ozias-Akins and Conner 2019).
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Apomixis is heritable (Ozias-Akins and van Dijk 2007), but regulatory mechanisms
turned out to be unexpectedly complex and rely mostly on differential expression
of many genes that regulate the sexual pathway (Koltunow and Grossniklaus 2003;
Sharbel et al. 2010; Hand and Koltunow 2014; Schmidt et al. 2014). Apomixis is
usually facultative and occurs mostly in polyploids or in diploid hybrids. Recent
studies on natural apomicts, however, suggest that apomixis emerges already at the
diploid level and is then directly and indirectly established by polyploidy (Hojsgaard
and Hörandl 2019). Facultative sexuality can also involve selfing (fertilization of egg
cells with pollen from the same plant) as most apomicts are self-compatible (Hörandl
2010). Selfing is an otherwise common sexual pathway in plants (Schemske and
Lande 1985), resulting in an increase of homozygosity and loss of genotypic diver-
sity in the offspring. However, little is known about frequencies and effects of selfing
in otherwise facultative apomictic lineages.

7.6.2 Case Studies on the Possible Effects of Muller’s Ratchet
in Plants

The first comparative study on asexual genome evolution used transcriptomes of
flowering buds in the Ranunculus auricomus complex (Pellino et al. 2013). This
system comprised obligately diploid sexual and facultative apomictic hexaploids.
Transcriptome analysis by using dN/dS ratios revealed that both sexual and asexual
genomes are under purifying selection without signs of genome-wide accumula-
tion of deleterious mutations as evolutionary theory would predict (see above). The
outlier genes with elevated non-synonymous to synonymous (dN /dS) ratios in the
sexual/asexual comparisons belonged to genes involved in sporogenesis and game-
togenesis, and hence may relate to functional aspects of apomixis rather than to
mutation accumulation. However, the lack of a related reference genome hampered
a comprehensive gene annotation. Nevertheless, signatures of allelic sequence diver-
gence were detected in the hexaploid apomictic genomes, probably due to hybrid
origin. The same system was studied using a mathematical model, incorporating
empirical data on the degree of facultative recombination and different selection
scenarios (Hodac et al. 2019). Results confirmed the hypothesis that even a low
degree of facultative sexuality in these hexaploid apomictic lineages was sufficient
to counteract Muller’s ratchet. Purifying selection might be specifically efficient in
the meiotically formed, haplontic gametophytes, a stage in which many genes are
expressed, and hence deleterious mutations can be efficiently eliminated.

A similar study was performed on transcriptomes on four sexual/asexual species
pairs of the genus Oenothera (Hollister et al. 2015). In this genus, asexual repro-
duction occurs in the quite unusual form of permanent translocation heterozygosity,
i.e., a reciprocal translocation of chromosomes that results in a ring formation at
meiosis such that chromosomes pair only at their tips. This ring form of meiosis
results in complete suppression of meiotic recombination and segregation. Seeds are
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usually formed via selfing; i.e., the parental genotype is maintained. Hollister et al.
(2015) found indeed elevated levels of heterozygosity and increased accumulation
of non-synonymous mutations in the asexual lineages compared to sexual species.
This system supports the hypothesis that obligate asexuality results in mutation accu-
mulation. However, also rare (facultative) outcrossing has been found in O. biennis
(Maron et al. 2018), which might counteract Muller’s ratchet.

A recent study using genome sequences on sexual/apomictic, diploid species
pairs of Boechera revealed high levels of heterozygosity in apomicts, mostly due to
hybrid origin (Lovell et al. 2017). Analysis of mutation accumulation was performed
at different types of different genomic sites: (1) conserved non-coding sites, (2)
conserved coding sites, (3) sites, where any mutation causes an amino acid substi-
tution, and (4) sites where any mutation is synonymous. Mutation accumulation in
asexuals was found to be significantly higher in categories (1) and (3), but not in (2),
indicating that purifying selection is still present, but more relaxed in phylogeneti-
cally derived sites. Mutation accumulation was found to be independent from hybrid
origin, although it is difficult to entangle contemporary mutations from the ancestral
ones in the conspecific hybrid. The authors did not consider effects of facultative
apomixis, although variable proportions of sexual/asexual seeds occurred in 11 of
their 13 apomictic samples (Lovell et al. 2017). Facultative apomixis occurs also in
other taxa of Boechera (Aliyu et al. 2010). Specific studies on evolution of RNA
helicases in sexual and apomictic Boechera revealed that mutation accumulation is
further depending on gene function (Kiefer et al. 2020).

Taken together, the presence of Muller’s ratchet was overall confirmed in plants,
but a little bit of sex seems to be sufficient to counteract the accumulation of dele-
terious mutations. The predominance of facultative sexuality and lack of ancient
asexuals in plants fit to this scenario. The degree of facultative sexuality, however,
is highly flexible in plants and can be influenced positively by environmental stress
conditions (Klatt et al. 2016, 2018; Ulum et al. 2020). Such a stress response of the
reproductive mode is ploidy-dependent (Ulum et al. 2020). The possible combina-
tion of apomixis to selfing adds another level of complexity to understand mutation
dynamics in asexual plant lineages. These dynamics, however, have not yet been
investigated.

7.6.3 Studies on the Epigenome and Transposable Elements

Plant mode of reproduction can have consequences for the proper functioning of
the epigenetic mechanisms that suppress TE activity. Epigenetic mechanisms, and
specifically DNAmethylation, silence TEs, can modulate gene expression. In plants,
DNA (cytosine) methylation occurs in all sequence contexts (CG, CHG, and CHH,
where H = C, T or A). The enzymatic pathways for depositing and maintaining
methylation marks differ between contexts, as do their functions and dynamics.
Broadly speaking, DNA methylation in plant gene bodies often occurs in the CG
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context, which shows strong transgenerational stability but unclear functional rela-
tion to gene expression (Wendte et al. 2019). TEs can be densely methylated in all
sequence contexts,which is under active control by a smallRNA-guidedDNAmethy-
lationmechanism (RdDM,RNA-directed DNAmethylation) andwhich is associated
with transcriptional silencing (Slotkin and Martienssen 2007; Matzke et al. 2015).
The pathways that lead to DNA methylation silencing of TEs involve small RNAs
that are used to guide methylation to specific TE loci (Matzke et al. 2015).

Because large portions of plant genomes can consist of TEs (for instance, up
to 85% in the maize genome; Schnable et al. 2009), the epigenetic mechanisms
that protect the genome from their uncontrolled transposition have potentially large
consequences for genome evolution. In recent years, asexual plants have become
popular model systems to study the causes and evolutionary consequences of DNA
methylation variation (Richards et al. 2017), because (1) epigenetic effects are more
easily detected in uniform genomic backgrounds, and (2) epigenetic variation is
hypothesized to be of comparably high relevance for adaptation in asexuals that
show little DNA sequence variation (Verhoeven and Preite 2014).

A relevant proximate question related to the impact of epigenetic mechanisms on
asexual genome evolution is: How does the absence of meiosis in asexuals affect
the stability and genomic patterns of epigenetic variation, and what consequences
does this have for genome evolution? While detailed analysis in asexual plants is
limited by the availability of high-quality reference genomes (Richards et al. 2017),
relevant insights come from understanding the epigenetic processes that take place
during sexual plant reproduction. In comparison to mammals, which undergo exten-
sive DNAmethylation erasure during gametogenesis and early embryogenesis (Feng
et al. 2010), plants experience relatively limited DNAmethylation resetting between
generations. DNA methylation in CG contexts in particular shows high transgen-
erational stability (Johannes et al. 2009). However, DNA methylation that is under
control of the RdDM pathway shows interesting dynamics: in both male and female
germlines, cells that accompany the germ cells, but not the germ cells themselves,
undergo active demethylation (Ibarra et al. 2012); the endosperm shows reduced
DNA methylation levels, and the developing embryo shows a gradual increase in
non-CG methylation (Bouyer et al. 2017).

In pollen, the loss of DNA methylation in the vegetative cell (which does not
contribute genetic information to the next generation) releases TE activity, which
results in TE-derived expressed transcripts that are subsequently degraded into small
RNAs. It has been shown that these small RNAs are transported to the sperm cells
(which do contribute to the next generation) where they can be used by the RdDM
machinery to target corresponding TE sequences for silencing (Martinez et al. 2016).
A similar process seems to occur in female plant germ lines (Ibarra et al. 2012). It
is believed that this mechanism functions to reinforce TE silencing in the germ cells
and the resulting embryo (Slotkin et al. 2009).

Asexual reproduction that does not involve the above germline epigenetic
processes may therefore result in less efficient epigenetic silencing of TEs. For
instance, lack of sex-reinforced TE silencing is thought to underpin an abnormal
fruit phenotype (“mantled” fruit that produces less oil) that arose in oil palms under
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tissue culture. This stable phenotypic variant is caused by loss of methylation in a
LINE retrotransposon (Ong-Abdullah et al. 2015). Beyond variable silencing of TEs,
we can speculate that compromised silencing results in increased transposition rates
over longer evolutionary time scales, thereby contributing tomutational degeneration
of asexual lineages.

7.7 Conclusion and Outlook

It has become clear that most of the classical predictions on the disadvantages of
asexual reproduction need (re-)evaluation on a whole-genome basis. Moreover, for
testing most hypothesis on the maintenance of sex, it is imperative to compare repli-
cates of independently derived asexual lineages to closely related sexual species
at both the population level and species level to disentangle true consequences of
asexuality from confounding lineage-specific patterns. Such comparative studies are
needed for a phylogenetically broad representation of the eukaryote tree of life (Burki
et al. 2019).

The classical prediction that sex is imperative for effective purging of deleterious
mutations is not universally met. It remains an open question whether large popula-
tion sizes and/or effective repair mechanisms facilitate effective selection in ancient
asexuals. Importantly, if strategies exist that avoid long-term detrimental effects of
asexuality, research efforts should focus more on the immediate, short-term benefits
of sex that require identification of eco-evolutionary dynamics. Facultative asexu-
ality might occur much more often than expected in animals and fungi, which might
alter the perception of costs and benefits of sex. More knowledge is required on the
frequency of transitions to asexuality in natural populations as well as identifying its
underlying molecular mechanisms and cytology.

The diversity of different developmental pathways and genomic features of
asexual eukaryotes needs to be considered for empirical genome studies. The preva-
lence of mixed systems (such as facultative, cyclical, or intermittent sexuality also
often combined to selfing) complicates predictivemodels.Why are not all eukaryotes
capable of such mixed systems with a “little bit of sex,” which would preserve both
variability and maintenance of favorable genotypes, both in the short and long term?
Perhapswe should ask the questionwhy and how sex has ever become obligate?Here,
a better understanding of regulatory mechanisms and functions of meiosis–mixis
cycleswill be essential. Genomic studies beyondmutation screenings, targetingDNA
repair and mutagenesis as well as epigenetic effects and TE dynamics, are needed
to understand the actual advantages of obligate sexuality compared to facultative or
obligate asexuality.
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Klatt S, Hadacek F, Hodač L, Brinkmann G, Eilerts M, Hojsgaard D et al (2016) Photoperiod exten-
sion enhances sexual megaspore formation and triggers metabolic reprogramming in facultative
apomicticRanunculus auricomus. Front Plant Sci 7:278. https://doi.org/10.3389/fpls.2016.00278

Klatt S, Schinkel CC, Kirchheimer B, Dullinger S, Hörandl E (2018) Effects of cold treatments on
fitness and mode of reproduction in the diploid and polyploid alpine plant Ranunculus kuepferi
(Ranunculaceae) Ann Bot 121(7):1287–1298

Kliver S, Rayko M, Komissarov A, Bakin E, Zhernakova D, Prasad K et al (2018) Assembly of
the Boechera retrofracta genome and evolutionary analysis of apomixis-associated genes. Genes
9(4):16. https://doi.org/10.3390/genes9040185

Koltunow AM, Grossniklaus U (2003) Apomixis: a developmental perspective. Ann Rev Plant Biol
54:547–574. https://doi.org/10.1146/annurev.arplant.54.110901.160842

Kondrashov AS (1988) Deleterious mutations and the evolution of sexual reproduction. Nature
336(6198):435–440. https://doi.org/10.1038/336435a0

Kondrashov AS (1993) Classification of hypotheses on the advantage of amphimixis. J Hered
84:372–387

Kondrashov AS, Crow JF (1991) Haploidy or diploidy: which is better? Nature 351(6324):314–315
Koonin EV, Makarova KS, Wolf YI, Krupovic M (2020) Evolutionary entanglement of mobile
genetic elements and host defence systems: guns for hire. Nat Rev Genet 21:119–131

Kouyos RD, Silander OK, Bonhoeffer S (2007) Epistasis between deleterious mutations and the
evolution of recombination. Trends Ecol Evol 22(6):308–315

https://doi.org/10.1126/science.1224839
https://doi.org/10.1016/b978-0-12-800049-6.00144-x
https://www.biorxiv.org/content/10.1101/497495v2
https://doi.org/10.1371/journal.pgen.1000530
https://doi.org/10.1073/pnas.0706647104
https://doi.org/10.1093/gbe/evaa078
https://doi.org/10.3389/fpls.2016.00278
https://doi.org/10.3390/genes9040185
https://doi.org/10.1146/annurev.arplant.54.110901.160842
https://doi.org/10.1038/336435a0


162 E. Hörandl et al.

Kraaijeveld K, Anvar SY, Frank J, Schmitz A, Bast J, Wilbrandt J et al (2016) Decay of sexual trait
genes in an asexual parasitoid wasp. Genome Biol Evol 8:3685–3695

Kraus D, Chi J, Boenigk J, Beisser D, Graupner N, Dunthorn M (2018) Putatively asexual
chrysophytes have meiotic genes: evidence from transcriptomic data. Peer J 6:e5894

KüesU, JamesTY,Heitman J (2011)Mating type in basidiomycetes: unipolar, bipolar, and tetrapolar
patterns of sexuality. In: Pöggeler S, Wöstemeyer J (eds) The Mycota XIV. Evolution of fungi
and fungal-like organisms. Springer, Berlin, pp 97–160

Laine V, Sackton T, Meselson M (2020) Sexual reproduction in bdelloid rotifers. bioRxiv. https://
doi.org/10.1101/2020.08.06.23959

Lanfranco L, Bonfante P, Genre A (2016) Themutualistic interaction between plants and arbuscular
mycorrhizal fungi. Microbiol Spectr 4:FUNK-0012-2016

Law JA, Jacobsen SE (2010) Establishing, maintaining and modifying DNA methylation patterns
in plants and animals. Nat Rev Genet 11(3):204–220. https://doi.org/10.1038/nrg2719

Lee SC, Idnurm A (2017) Fungal sex: the Mucoromycota. In: Heitman J, Howlett BJ, Crous
PW, Stukenbrock EH, James TY, Gow NAR (eds) The fungal kingdom. American Society for
Microbiology. https://doi.org/10.1128/microbiolspec.FUNK-0041-2017

Leebens-Mack JH, Barker MS, Carpenter EJ, Deyholos MK, Gitzendanner MA, Graham SW
et al (2019) One thousand plant transcriptomes and the phylogenomics of green plants. Nature
574(7780):679. https://doi.org/10.1038/s41586-019-1693-2

Leria L, Vila-Farré M, Solà E, Riutort M (2019) Outstanding intraindividual genetic diversity in
fissiparous planarians (Dugesia, Platyhelminthes) with facultative sex. BMC Evol Biol 19:130

Lewis WM (1987) The cost of sex. In: Stearns SC (ed) The evolution of sex and its consequences.
Birkhäuser, Basel, pp 33–57

Lin X, Hull CM, Heitman J (2005) Sexual reproduction between partners of the samemating type in
Cryptococcus neoformans. Nature 434(7036):1017–1021. https://doi.org/10.1038/nature03448

Lin X, Heitman J (2007) Mechanisms of homothallism in fungi and transitions between heterothal-
lism and homothallism, pp 35–57. In: Heitman J, Kronstad JW, Taylor JW, Casselton LA (eds)
Sex in fungi: molecular determination and evolutionary implications. ASM Press, Washington,
DC. https://doi.org/10.1128/9781555815837.ch3

Lin K, Limpens E, Zhang Z, Ivanov S, Saunders DGO, Mu D et al (2014) Single nucleus genome
sequencing reveals high similarity among nuclei of an endomycorrhizal fungus. PLOS Genet
10(1):e1004078. https://doi.org/10.1371/journal.pgen.1004078

Lindsey ARI, Kelkar YD, Wu X, Sun D, Martinson EO, Yan Z, Rugman-Jones PF, Hughes DST,
Murali SC, Qu J, Dugan S, Lee SL, Chao H, Dinh H, Han Y, Doddapaneni HV, Worley KC,
Muzny DM, Ye G, Gibbs RA, Richards S, Yi SV, Stouthamer R, Werren JH (2018) Comparative
genomics of the miniature wasp and pest control agent Trichogramma pretiosum. BMC Biol
16:54

Logares R, Audic S, Bass D, Bittner L, Boutte C, Christen R et al (2014) Patterns of rare and
abundant marine microbial eukaryotes. Curr Biol 24:813–821

Lovell JT, Williamson RJ, Wright SI, McKay JK, Sharbel TF (2017) Mutation accumulation in an
asexual relative of arabidopsis. Plos Genet 13(1). https://doi.org/10.1371/journal.pgen.1006550

Lunt DH (2008) Genetic tests of ancient asexuality in root knot nematodes reveal recent hybrid
origins. BMC Evol Biol 8:194

Lynch M (2007) The origins of genome architecture. Sinauer Associates Inc., Sunderland
LynchM, Bürger R, Butcher D, GabrielW (1993) Themutational meltdown in asexual populations.
J Hered 84:339–344

Lynn DH (2008) The ciliated protozoa: characterization, classification, and guide to the literature,
3rd edn. Springer, Dordrecht

Maciver SK (2016) Asexual amoebae escape Muller’s ratchet through polyploidy. Trends Parasitol
32:855–862. https://doi.org/10.1016/j.pt.2016.08.006

Maheshwari R (2005) Nuclear behavior in fungal hyphae. FEMS Microbiol Lett 249:7–14. https://
doi.org/10.1016/j.femsle.2005.06.031

https://doi.org/10.1101/2020.08.06.23959
https://doi.org/10.1038/nrg2719
https://doi.org/10.1128/microbiolspec.FUNK-0041-2017
https://doi.org/10.1038/s41586-019-1693-2
https://doi.org/10.1038/nature03448
https://doi.org/10.1128/9781555815837.ch3
https://doi.org/10.1371/journal.pgen.1004078
https://doi.org/10.1371/journal.pgen.1006550
https://doi.org/10.1016/j.pt.2016.08.006
https://doi.org/10.1016/j.femsle.2005.06.031


7 Genome Evolution of Asexual Organisms and the Paradox … 163

Malik S-B, Pightling AW, Stefaniak LM, Schurko AM, Logsdon JM (2008) An expanded inventory
of conserved meiotic genes provides evidence for sex in Trichomonas vaginalis. PLoS ONE
3:e2879

Marais G (2003) Biased gene conversion: implications for genome and sex evolution. Trends Genet
19:330–338

MaraunM,Norton RA, Ehnes RB, Scheu S, ErdmannG (2012) Positive correlation between density
and parthenogenetic reproduction in oribatidmites (Acari) supports the structured resource theory
of sexual reproduction. Evol Ecol Res 14:311–323

Mark Welch DB, Meselson M (2000) Evidence for the evolution of bdelloid rotifers without sexual
reproduction or genetic exchange. Science 288:1211–1215

Mark Welch DB, Mark Welch JL, Meselson M (2008) Evidence for degenerate tetraploidy in
bdelloid rotifers. Proc Natl Acad Sci USA 105:5145–5149

Maron JL, Johnson MTJ, Hastings AP, Agrawal AA (2018) Fitness consequences of occasional
outcrossing in a functionally asexual plant (Oenothera biennis). Ecology 99(2):464–473. https://
doi.org/10.1002/ecy.2099

Martinez G, Panda K, Kohler C, Slotkin RK (2016) Silencing in sperm cells is directed by RNA
movement from the surrounding nurse cell. Nat Plants 2(4). https://doi.org/10.1038/nplants.201
6.30

Matzke MA, Kanno T, Matzke AJM (2015) RNA-directed DNA methylation: the evolution of a
complex epigenetic pathway in flowering plants. In: Merchant SS (ed) Annual review of plant
biology, vol 66, pp 243–267

Maynard Smith J (1978) The evolution of sex. Cambridge University Press, Cambridge
Michael TP (2014) Plant genome size variation: bloating and purging DNA. Brief Funct Genom
13(4):308–317

Mirzaghaderi G, Hörandl E (2016) The evolution of meiotic sex and its alternatives. Proc B-Biol
Sci 283(1838). https://doi.org/10.1098/rspb.2016.1221

Mogie M (1992) The evolution of asexual reproduction in plants. Chapman and Hall, London
Morgens DW, Cavalcanti ARO (2015) Amitotic chromosome loss predicts distinct patterns of
senescence and non-senescence in ciliates. Protist 166:224–233. https://doi.org/10.1016/j.protis.
2015.03.002

Morrow CA, Fraser JA (2009) Sexual reproduction and dimorphism in the pathogenic basid-
iomycetes. FEMS Yeast Res 9:161–177. https://doi.org/10.1111/j.1567-1364.2008.00475.x

Muller HJ (1932) Some genetic aspects of sex. Am Nat 66:118–138
Muller HJ (1964) The relation of recombination to mutational advance. Mutation research 106:2–9
NeimanM, Sharbel TF, Schwander T (2014) Genetic causes of transitions from sexual reproduction
to asexuality in plants and animals. J Evol Biol 27:1346–1359

Neiman M, Lively CM, Meirmans S (2017) Why sex? A pluralist approach revisited. Trends Ecol
Evol 32(8):589–600. https://doi.org/10.1016/j.tree.2017.05.004

Neiman M, Meirmans PG, Schwander T, Meirmans S (2018) Sex in the wild: how and why field-
based studies contribute to solving the problem of sex. Evolution 72(6):1194–1203. https://doi.
org/10.1111/evo.13485

Ni M, Feretzaki M, Li W, Floyd-Averette A, Mieczkowski P, Dietrich FS, Heitman J (2013)
Unisexual and heterosexual meiotic reproduction generate aneuploidy and phenotypic diver-
sity de novo in the yeast Cryptococcus neoformans. PLoS Biol 11(9):e1001653. https://doi.org/
10.1371/journal.pbio.1001653

Normark BB (1999) Evolution in a putatively ancient asexual aphid lineage: recombination and
rapid karyotype change. Evolution [Internet] 53:1458. Available from: https://doi.org/10.2307/
2640892

Normark BB, Johnson NA (2011) Niche explosion. Genetica 139:551–564
Normark BB, Judson OP, Moran NA (2003) Genomic signatures of ancient asexual lineages. Biol
J Linn Soc Lond 79:69–84

https://doi.org/10.1002/ecy.2099
https://doi.org/10.1038/nplants.2016.30
https://doi.org/10.1098/rspb.2016.1221
https://doi.org/10.1016/j.protis.2015.03.002
https://doi.org/10.1111/j.1567-1364.2008.00475.x
https://doi.org/10.1016/j.tree.2017.05.004
https://doi.org/10.1111/evo.13485
https://doi.org/10.1371/journal.pbio.1001653
https://doi.org/10.2307/2640892


164 E. Hörandl et al.

Nowell RW, Almeida P, Wilson CG, Smith TP, Fontaneto D, Crisp A et al (2018) Comparative
genomics of bdelloid rotifers: insights from desiccating and nondesiccating species. PLOS Biol
[Internet] 16:e2004830. Available from: https://doi.org/10.1371/journal.pbio.2004830

Oberwinkler F (2017) Yeasts in pucciniomycotina. Mycol Prog 16:831–856. https://doi.org/10.
1007/s11557-017-1327-8

O’Gorman CM, Fuller HT, Dyer PS (2009) Discovery of a sexual cycle in the opportunistic fungal
pathogen Aspergillus fumigatus. Nature 457:471–475

Ollivier M, Gabaldón T, Poulain J, Gavory F, Leterme N, Gauthier J-P, Legeai F, Tagu D, Simon
JC, Rispe C (2012) Comparison of gene repertoires and patterns of evolutionary rates in eight
aphid species that differ by reproductive mode. Genome Biol Evol 4:155–167

Ong-AbdullahM,Ordway JM, JiangN, Ooi SE, Kok SY, SarpanN et al (2015) Loss of Karma trans-
poson methylation underlies the mantled somaclonal variant of oil palm. Nature 525(7570):533.
https://doi.org/10.1038/nature15365

Otto SP (2009) The evolutionary enigma of sex. Am Nat 174:S1–S14. https://doi.org/10.1086/
599084

Ozias-Akins P, Conner JA (2019) Clonal reproduction through seeds in sight for crops. Trends
Genet (in press). https://doi.org/10.1016/j.tig.2019.12.006

Ozias-Akins P, van Dijk PJ (2007) Mendelian genetics of apomixis in plants. Ann Rev Genet
41:509–537. https://doi.org/10.1146/annurev.genet.40.110405.09051

Parfrey LW, Lahr DJG, Katz LA (2008) The dynamic nature of eukaryotic genomes. Mol Biol Evol
25:787–794. https://doi.org/10.1093/molbev/msn032

Parker DJ, Bast J, Jalvingh K, Dumas Z, Robinson-Rechavi M, Schwander T (2019) Repeated
evolution of asexuality involves convergent gene expression changes. Mol Biol Evol 36:350–364

Pellino M, Hojsgaard D, Schmutzer T, Scholz U, Hörandl E, Vogel H et al (2013) Asexual genome
evolution in the apomictic Ranunculus auricomus complex: examining the effects of hybridization
and mutation accumulation. Molec Ecol 22(23):5908–5921. https://doi.org/10.1111/mec.12533

Peraza-Reyes L, Malagnac F (2016) Sexual development in fungi. In: Wendland J (ed) The Mycota
I, 3rd edn. Springer, Berlin

Pöggeler S (2002) Genomic evidence for mating abilities in the asexual pathogen Aspergillus
fumigatus. Curr Genet 42(3):153–160

Pöggeler S, Nowrousian M, Teichert I, Beier A, Kück U (2018) Fruiting body development in
ascomycetes. In: Anke T, Schüffler A (eds) The Mycota XV, physiology and genetics, 2nd edn.
Springer, Berlin

Raikov IB (1982) The protozoan nucleus: morphology and evolution. Springer, Wien
RameshMA,Malik S-B, Logsdon JM (2005) A phylogenomic inventory of meiotic genes: evidence
for sex in Giardia and an early eukaryotic origin of meiosis. Curr Biol 15(2):185–191

Raudaskoski M, Kothe E (2010) Basidiomycete mating type genes and pheromone signaling.
Eukaryot Cell 9:847–859. https://doi.org/10.1128/EC.00319-09.

Rice WR, Friberg U (2009) A graphical approach to lineage selection between clonals and sexuals.
In: Schön I, Martens K, Dijk P (eds) Lost sex: the evolutionary biology of parthenogenesis.
Springer, Dordrecht, pp 75–97

Richards CL, Alonso C, Becker C, Bossdorf O, Bucher E, Colome-TatcheM et al (2017) Ecological
plant epigenetics: evidence from model and non-model species, and the way forward. Ecol Lett
20(12):1576–1590. https://doi.org/10.1111/ele.12858

Ropars J, Toro KS, Noel J, Pelin A, Charron P, Farinelli L et al (2016) Evidence for the sexual
origin of heterokaryosis in arbuscular mycorrhizal fungi. Nat Microbiol 1(6):16033. https://doi.
org/10.1038/nmicrobiol.2016.33

Ross L, Hardy NB, Okusu A, Normark BB (2013) Large population size predicts the distribution
of asexuality in scale insects. Evolution 67:196–206

Sampaio JP (2004) Diversity, phylogeny and classification of basidiomycetous yeasts. In: Agerer
R, Piepenbring M, Blanz P (eds) Frontiers in basidiomycote mycology. IHW, Eching, pp 49–80

https://doi.org/10.1371/journal.pbio.2004830
https://doi.org/10.1007/s11557-017-1327-8
https://doi.org/10.1038/nature15365
https://doi.org/10.1086/599084
https://doi.org/10.1016/j.tig.2019.12.006
https://doi.org/10.1146/annurev.genet.40.110405.09051
https://doi.org/10.1093/molbev/msn032
https://doi.org/10.1111/mec.12533
https://doi.org/10.1128/EC.00319-09
https://doi.org/10.1111/ele.12858
https://doi.org/10.1038/nmicrobiol.2016.33


7 Genome Evolution of Asexual Organisms and the Paradox … 165

Saunders CW, Scheynius A, Heitman J (2012) Malassezia fungi are specialized to live on skin and
associated with dandruff, eczema, and other skin diseases. PLoS Pathog 8(6):e1002701. https://
doi.org/10.1371/journal.ppat.1002701

Schemske DW, Lande R (1985) The evolution of self-fertilization and inbreeding depression in
plants. II. Empirical observations. Evolution 39:41–52

Scheu S, Drossel B (2007) Sexual reproduction prevails in a world of structured resources in short
supply. Proc R Soc B-Biol Sci 274:1225–1231

Schmidt A, Schmid MW, Klostermeier UC, Qi WH, Guthorl D, Sailer C et al (2014) Apomictic
and sexual germline development differ with respect to cell cycle, transcriptional, hormonal and
epigenetic regulation. PLoS Genet 10(7):21. https://doi.org/10.1371/journal.pgen.1004476

Schnable PS, Ware D, Fulton RS, Stein JC, Wei F, Pasternak S et al (2009) The B73 maize genome:
complexity, diversity, and dynamics. Science 326:1112–1115

Schön I, Martens K (2003) No slave to sex. Proc B-Biol Sci 270:827–833
Schön I, Martens K, van Dijk P (2009) Lost sex: the evolutionary biology of parthenogenesis.
Springer, Berlin

Schurko AM, Logsdon JM (2008) Using a meiosis detection toolkit to investigate ancient asexual
“scandals” and the evolution of sex. BioEssays 30(6):579–589. https://doi.org/10.1002/bies.
20764

Schurko AM, Neiman M, Logsdon JM (2009) Signs of sex: what we know and how we know it.
Trends Ecol Evol 24:208–217

Schwander T (2016) Evolution: the end of an ancient asexual scandal. Curr Biol 26:R233–R235
Schwander T, Crespi BJ (2009a) Twigs on the tree of life? Neutral and selective models for inte-
gratingmacroevolutionary patternswithmicroevolutionary processes in the analysis of asexuality.
Molec Ecol 18(1):28–42. https://doi.org/10.1111/j.1365-294X.2008.03992.x

Schwander T, Crespi BJ (2009b) Twigs on the tree of life? Neutral and selective models for inte-
gratingmacroevolutionary patternswithmicroevolutionary processes in the analysis of asexuality.
Mol Ecol 18:28–42

Schwander T, Henry L, Crespi BJ (2011) Molecular evidence for ancient asexuality in timema stick
insects. Curr Biol 21:1129–1134

Sharbel TF, Voigt M-L, Corral JM, Galla G, Kumlehn J, Klukas C et al (2010) Apomictic and
sexual ovules of boechera display heterochronic global gene expression patterns. Plant Cell
22(3):655–671. https://doi.org/10.1105/tpc.109.072223

SharpNP,Otto SP (2016)Evolution of sex:Using experimental genomics to select among competing
theories. BioEssays 38:751–757

Shiu PKT, Raju NB, Zickler D, Metzenberg RL (2001) Meiotic silencing by unpaired DNA. Cell
107(7):905–916

Signorovitch A, Hur J, Gladyshev E, Meselson M (2015) Allele sharing and evidence for sexuality
in a mitochondrial clade of bdelloid rotifers. Genetics 200:1–10

Simon JC, Delmotte F, Rispe C, Crease T (2003) Phylogenetic relationships between parthenogens
and their sexual relatives: the possible routes to parthenogenesis in animals. Biol J Linn Soc
79:151–163

Slotkin RK, Martienssen R (2007) Transposable elements and the epigenetic regulation of the
genome. Nat Rev Genet 8:272–285

Slotkin RK, Vaughn M, Borges F, Tanurdzic M, Becker JD, Feijo JA et al (2009) Epigenetic
reprogramming and small RNA silencing of transposable elements in Pollen. Cell 136(3):461–
472. https://doi.org/10.1016/j.cell.2008.12.038

Song Y, Drossel B, Scheu S (2011) Tangled bank dismissed too early. Oikos 120:1601–1607
Spatafora JW, AimeMC, Grigoriev IV, Martin F, Stajich JE, Blackwell M (2017) The fungal tree of
life: from molecular systematics to genome-scale phylogenies. Microbiol Spectr 5:FUNK-0053-
2016

Speijer D (2016) What can we infer about the origin of sex in early eukaryotes? Philos Trans Roy
Soc B-Biol Sci 371(1706). https://doi.org/10.1098/rstb.2015.0530

https://doi.org/10.1371/journal.ppat.1002701
https://doi.org/10.1371/journal.pgen.1004476
https://doi.org/10.1002/bies.20764
https://doi.org/10.1111/j.1365-294X.2008.03992.x
https://doi.org/10.1105/tpc.109.072223
https://doi.org/10.1016/j.cell.2008.12.038
https://doi.org/10.1098/rstb.2015.0530


166 E. Hörandl et al.

Speijer D, Lukes J, Elias M (2015) Sex is a ubiquitous, ancient, and inherent attribute of eukaryotic
life. Proc Natl Acad Sci USA 112(29):8827–8834. https://doi.org/10.1073/pnas.1501725112

Stajich JE (2017) Fungal genomes and insights into the evolution of the kngdom. Microbiol Spectr
5.https://doi.org/10.1128/microbiolspec.FUNK-0055-2016

Suomalainen E, Saura A, Lokki J (1987) Cytology and evolution in parthenogenesis. CRC Press
Szitenberg A, Cha S, Opperman CH, Bird DM, Blaxter ML, Lunt DH (2016) Genetic drift, not
life history or RNAi, determine long-term evolution of transposable elements. Genome Biol Evol
8:2964–2978

Tisserant E, Malbreil M, Kuo A, Kohler A, Symeonidi A, Balestrini R et al (2013) Genome of an
arbuscular mycorrhizal fungus provides insight into the oldest plant symbiosis. Proc Nat Acad
Sci USA 110(50):20117–20122. https://doi.org/10.1073/pnas.1313452110

Tucker AE, Ackerman MS, Eads BD, Xu S, Lynch M (2013) Population-genomic insights into
the evolutionary origin and fate of obligately asexual Daphnia pulex. Proc Natl Acad Sci USA
110:15740–15745

Ulum FB, Costa Castro C, Hörandl E (2020) Ploidy-dependent effects of light stress on the mode
of reproduction in the Ranunculus auricomus complex (Ranunculaceae). Front Plant Sci 11:104.
https://doi.org/10.3389/fpls.2020.00104

Vakhrusheva OA, Mnatsakanova EA, Galimov YR, Neretina TV, Gerasimov ES, Ozerova SG et al
(2018) Recombination in a natural population of the bdelloid rotifer Adineta vaga. bioRxiv
[Internet]:489393. Available from: https://www.biorxiv.org/content/early/2018/12/17/489393

van der Kooi CJ, Matthey-Doret C, Schwander T (2017) Evolution and comparative ecology of
parthenogenesis in haplodiploid arthropods. Evol Lett 1:304–316

VerhoevenKJF, Preite V (2014) Epigenetic variation in asexually reproducing organisms. Evolution
68(3):644–655. https://doi.org/10.1111/evo.12320

Vos M, Hesselman MC, te Beek TA, van Passel MWJ, Eyre-Walker A (2015) Rates of lateral
gene transfer in prokaryotes: high but why? Trends Microbiol 23(10):598–605. https://doi.org/
10.1016/j.tim.2015.07.006

Wang QM, Begerow D, Groenewald M, Liu XZ, Theelen B, Bai FY, Boekhout T (2015) Multigene
phylogeny and taxonomic revision of yeasts and related fungi in the Ustilaginomycotina. Stud
Mycol 81:55–83. https://doi.org/10.1016/j.simyco.2015.10.004

Wang X, Xu YT, Zhang SQ, Cao L, Huang Y, Cheng JF et al (2017) Genomic analyses of primitive,
wild and cultivated Citrus provide insights into asexual reproduction. Nature Genet 49(5):765.
https://doi.org/10.1038/ng.3839

Warren WC, García-Pérez R, Xu S, Lampert KP, Chalopin D, Stöck M, Loewe L, Lu Y, Kuderna
L, Minx P, Montague MJ, Tomlinson C, Hillier LW, Murphy DN, Wang J, Wang Z, Garcia CM,
Thomas GCW, Volff J-N, Farias F, Aken B, Walter RB, Pruitt KD, Marques-Bonet T, Hahn
MW, Kneitz S, Lynch M, Schartl M (2018) Clonal polymorphism and high heterozygosity in the
celibate genome of the Amazon molly. Nat Ecol Evol 2:669–679

Watts PC, Lundholm N, Ribeiro S, Ellegaard M (2013) A century-long genetic record reveals
that protist effective population sizes are comparable to those of macroscopic species. Biol Lett
9:20130849. https://doi.org/10.1098/rsbl.2013.0849

Weismann A (1904) The evolution theory. Edward Arnold, London
Weisse T, Anderson R, Arndt H, Calbet A, Hansen PJ,Montagnes DJS (2016) Functional ecology of
aquatic phagotrophic protists—concepts, limitations, and perspectives. Eur J Protistol 55:50–74.
https://doi.org/10.1016/j.ejop.2016.03.003

Wendte JM, Zhang YW, Ji LX, Shi XL, Hazarika RR, Shahryary Y et al (2019) Epimutations are
associated with CHROMOMETHYLASE 3-induced de novo DNA methylation. Elife 8. https://
doi.org/10.7554/eLife.47891

West SA, Lively CM, Read AF (1999) A pluralist approach to sex and recombination. J Evol Biol
12:1003–1012

White MJD (1977) Animal cytology and evolution. CUP Archive
White EP, Ernest SKM, Kerkhoff AJ, Enquist BJ (2007) Relationships between body size and
abundance in ecology. Trends Ecol Evol 22:323–330

https://doi.org/10.1073/pnas.1501725112
https://doi.org/10.1128/microbiolspec.FUNK-0055-2016
https://doi.org/10.1073/pnas.1313452110
https://doi.org/10.3389/fpls.2020.00104
https://www.biorxiv.org/content/early/2018/12/17/489393
https://doi.org/10.1111/evo.12320
https://doi.org/10.1016/j.tim.2015.07.006
https://doi.org/10.1016/j.simyco.2015.10.004
https://doi.org/10.1038/ng.3839
https://doi.org/10.1098/rsbl.2013.0849
https://doi.org/10.1016/j.ejop.2016.03.003
https://doi.org/10.7554/eLife.47891


7 Genome Evolution of Asexual Organisms and the Paradox … 167

Williams GC (1975) Sex and evolution. Princeton University Press, Princeton
Wilson CG, Nowell RW, Barraclough TG (2018) Cross-contamination explains “inter and intraspe-
cific horizontal genetic transfers” between asexual bdelloid rotifers. Curr Biol 28:2436-2444.e14

Wright S, Finnegan D (2001) Genome evolution: sex and the transposable element. Curr Biol
11(8):R296–R299. https://doi.org/10.1016/s0960-9822(01)00168-3

Zhang H,West JA, Zufall RA, Azevedo RBR (2019) Amitosis confers benefits of sex in the absence
of sex to Tetrahymena. bioRxiv 794735

Zhao Y, Wang Y, Upadhyay S, Xue C, Lin X (2020) Activation of meiotic genes mediates ploidy
reduction during cryptococcal infection. Curr Biol 30:1387-1396.e5. https://doi.org/10.1016/j.
cub.2020.01.081

Zickler D, Espagne E (2016) Sordaria, a model system to uncover links between meiotic pairing
and recombination. Semin Cell Dev Biol 54:149–157

https://doi.org/10.1016/s0960-9822(01)00168-3
https://doi.org/10.1016/j.cub.2020.01.081

	Preface
	Contents
	1 Genetic and Morphological Differentiation of Common Toads in the Alps and the Apennines
	1.1 Introduction
	1.2 Materials and Methods
	1.3 Results
	1.4 Discussion
	References

	2 Molecular Phenotypes as Key Intermediates in Mapping Genotypes to Fitness
	2.1 Introduction
	2.2 Quantitative Description of Phenotypic  and Fitness Landscapes
	2.3 Disentangling the Connections Between Genotypes, Phenotypes, and Fitness
	2.4 Discussion and Conclusion
	References

	3 A Practical Guide to Orthology Resources
	3.1 Introduction
	3.2 OrthoDB
	3.3 HomoloGene
	3.4 TreeFam
	3.5 HCOP
	3.6 OMA
	3.7 OrthoMCL DB
	3.8 P-POD
	3.9 InParanoid
	3.10 KEGG Orthology Database
	3.11 EggNOG
	3.12 PANTHER
	3.13 Do-It-Yourself: Availability of Search Algorithms and Orthology Data from Orthology Resources
	3.13.1 Programmatic Access and Data Download
	3.13.2 Availability of Code

	3.14 Discussion
	References

	4 Protein Recoding Through RNA Editing: Detection, Function, Evolution
	4.1 Introduction
	4.2 Observing Recoding in RNA-Seq Data
	4.3 Utility of Recoding
	4.3.1 Diversifying the Proteome
	4.3.2 Limitations on Functional Utilization of Recoding
	4.3.3 Recoding as a Global Response to External Conditions
	4.3.4 Functional Studies of Specific Sites

	4.4 Evolutionary Aspects of Recoding
	4.4.1 The Evolutionary History of Recoding
	4.4.2 Interplay Between Recoding and Genomic Mutations
	4.4.3 Is Recoding Generally Adaptive?

	4.5 Conclusion
	References

	5 Most Successful Mammals in the Making: A Review of the Paleocene Glires
	5.1 Introduction
	5.2 Origins of Glires in Asia
	5.3 Basal Glires: Eurymylidae and Mimotonidae
	5.4 Paleocene Glires in North America: Alagomyidae and Ischyromyidae
	5.5 Dentition
	5.6 The Skull
	References

	6 Continuous Spectrum of Lifestyles of Plant-Associated Fungi Under Fluctuating Environments: What Genetic Components Determine the Lifestyle Transition?
	6.1 Introduction
	6.2 Colletotrichum Fungal Species as Pathogens
	6.3 Colletotrichum Species as Endophytes
	6.4 Apparent Lack of a Transition from Biotrophy to Necrotrophy in Beneficial Colletotrichum
	6.5 Repertories of Cell-Wall-Degrading Enzymes in Pathogenic Versus Beneficial Colletotrichum
	6.6 Repertories of Secondary Metabolites in Pathogenic Versus Beneficial Colletotrichum
	6.7 Repertories of Candidate Effectors, Comparing Pathogenic Versus Beneficial Colletotrichum
	6.8 Conclusion
	References

	7 Genome Evolution of Asexual Organisms and the Paradox of Sex in Eukaryotes
	7.1 Introduction
	7.2 The Theoretical Background for Asexual Genome Evolution
	7.2.1 DNA Repair
	7.2.2 Mutation Accumulation
	7.2.3 Epigenetic Damage and Transposable Elements

	7.3 Asexual Genome Evolution in Protists
	7.3.1 Sex and Reproduction in Protists
	7.3.2 Protistan Genome Structures and Muller’s Ratchet

	7.4 Asexual Genome Evolution in Animals
	7.4.1 Accumulation of Slightly Deleterious Mutations
	7.4.2 Accumulation of Deleterious Transposable Elements in Animals
	7.4.3 The “Meselson Effect”
	7.4.4 Genomic Features Based on Single Asexual Genome Studies
	7.4.5 Evolutionary Scandals: Ancient Asexuals

	7.5 Asexual Genome Evolution in Fungi
	7.5.1 Modes of Reproduction in Ascomycota
	7.5.2 Modes of Reproduction in Basidiomycota
	7.5.3 Glomeromycotina: Ancient Asexuals or Cryptic Sex?
	7.5.4 Other Reproductive Strategies Influencing Genome Evolution

	7.6 Asexual Genome Evolution and Epigenomics in Plants
	7.6.1 Asexual Reproduction in Plants
	7.6.2 Case Studies on the Possible Effects of Muller’s Ratchet in Plants
	7.6.3 Studies on the Epigenome and Transposable Elements

	7.7 Conclusion and Outlook
	References

	8 On the Origin of Life and Evolution of Living Systems from a World of Biological Membranes
	8.1 Biological Membranes and Evolutionary Biology
	Appendix 1: Water Consumption in Intracellular Central Dogma Operations
	Results and Discussion

	Appendix 2: Regulation of Amphiphilic Self-assembly by Water Structure and Molecular Shapes
	Results and Discussion

	References

	9 Orthology: Promises and Challenges
	9.1 Introduction
	9.2 Orthology Inference and Resources
	9.2.1 Orthology Inference Methods
	9.2.2 Standardization and Benchmarking
	9.2.3 Orthology Resources

	9.3 Orthology: The Swiss Army Knife of Genomics
	9.3.1 Exploration of Gene and Protein Families
	9.3.2 Information Transfer
	9.3.3 Comparison of Genomes and Proteomes
	9.3.4 Functional Inferences and Genotype/Phenotype Correlations

	9.4 Challenges
	9.4.1 Keeping Up with the Data Flow
	9.4.2 Addressing Proteome Quality
	9.4.3 Beyond Gene-Level Orthology

	References

	10 Prehistoric Stone Projectile Points and Technological Convergence
	10.1 Introduction
	10.1.1 A Brief Background to the Problem

	10.2 A Way Forward
	10.2.1 Experimental Replication
	10.2.2 Functional and Developmental Constraints
	10.2.3 Phylogenetic Analysis
	10.2.4 Convergence and Terminology

	10.3 Concluding Remarks
	References

	11 Diversity and Evolution of RNase P
	11.1 Ribonuclease P: A Historical Introduction
	11.2 A Panoply of Ribonucleoprotein Enzymes Based on a Conserved Catalytic RNA Found Throughout All Domains of Life
	11.2.1 Bacterial RNase P: The Closest to the Ancestral RNA Enzyme
	11.2.2 Archaeal RNase P: A Distinct and Increased Protein Moiety
	11.2.3 Eukaryal Nuclear RNase P: Further Expansion of the Original Archaeal Protein Set
	11.2.4 On the Evolutionary Origin of P RNA and the Inflation of the Protein Moiety at the Expense of the RNA’s Structural Integrity in Archaeal and Eukaryal RNA-Based RNase P
	11.2.5 Trends in the Evolution of Organellar RNA-Based RNase P

	11.3 At Least Two Protein-Only Forms of RNase P Emerged Independently in Evolution
	11.3.1 PRORP: A Protein-Only RNase P Invented in the Early Evolution of Eukarya
	11.3.2 Recruitment of Further Subunits to PRORP in Animal Mitochondria
	11.3.3 A Minimal Protein-Only RNase P in Bacteria and Archaea

	References

	12 An Unusual Evolutionary Strategy: The Origins, Genetic Repertoire, and Implications of Doubly Uniparental Inheritance of Mitochondrial DNA in Bivalves
	12.1 An Overview of Doubly Uniparental Inheritance of Mitochondrial DNA in Bivalves
	12.2 The Origins of Doubly Uniparental Inheritance of Mitochondrial DNA in Bivalves: Did It Evolve Once or Multiple Times?
	12.3 What Is the Link Between DUI and Sex Determination in Bivalves?
	12.4 What Do We Know About the orf Genes in Freshwater Mussel Mitochondrial Genomes and Their Role in Sex Determination/Sexual Development?
	12.5 What Role Do Conserved Sequence Motifs and Sperm Transmission Elements Play in DUI in Mytilid Mussels?
	12.6 What Issues Are There in Annotating the mtDNA Genomes of DUI Species?
	12.7 Particularly Interesting Cases of Unorthodox Features in Mt Genomes of Venerid Bivalves with DUI
	12.8 Can F-orf Sequences Be Used to Improve Species-Level Identification of Freshwater Mussel Species?
	12.9 The Potential Benefits of DUI
	References

	13 The Evolution of the FLOWERING LOCUS T-Like (FTL) Genes in the Goosefoot Subfamily Chenopodioideae
	13.1 Introduction
	13.2 The Evolution of FT-Like Genes in Seed Plants
	13.3 The Diversification of the FT-Like Genes in Amaranthaceae
	13.4 The FT-Like Genes in Chenopodium Quinoa Are Numerous
	13.5 Summary
	13.6 Methods: Phylogenetic Analyses
	References

	14 DDE Transposon as Public Goods
	14.1 Preamble
	14.2 Developmentally Regulated Genome Rearrangement via a Specific Endonuclease
	14.3 Programmed Break Specified by Chromatin Signals
	14.3.1 Mating-Type Switching in the Fission Yeast S. pombe
	14.3.2 Immunoglobulin Switching
	14.3.3 The variable lymphocyte receptors (VLRs) system (Fig. 14.3)
	14.3.4 Immunoglobulin Diversity Driven by Gene Conversion in Birds and Some Mammals

	14.4 DDE Transposon and Domesticated DDE Transposon
	14.4.1 Shift from a DDE Transposon to a Mechanism of Programmed DNA Elimination
	14.4.2 Simple Evolutionary Shift Can Explain Convergent Evolution
	14.4.3 Transposases Form the Largest Family in the Diverse Genomes of Life
	14.4.4 Search for Domesticated Transposons Involved in Programmed Recombination. Test of the Hypothesis

	14.5 Conclusion
	References

	15 Evolution of Milk Oligosaccharides of Carnivora and Artiodactyla: Significance of the Ratio of Oligosaccharides to Lactose in Milk
	15.1 Introduction
	15.2 Biochemical Properties and Characterization of Milk Oligosaccharides in Carnivora Species
	15.3 Biochemical Properties and Characterization of Milk Oligosaccharides in the Artiodactyla Species
	15.4 Physiological Significance of the Ratio of Oligosaccharides to Lactose in Milk
	15.4.1 Carnivora
	15.4.2 Artiodactyla
	15.4.3 Specific Milk Oligosaccharides: Are They Important for Artificial Feeding of Neonates?

	15.5 Conclusion
	References

	16 Making Sense of Noise
	16.1 From Phenotypic Variation to Noise
	16.2 General Strategies for Noise Regulation
	16.3 Molecular Mechanisms Involved in Noise Regulation
	16.4 The Biological Impacts of Noise
	16.5 Interactions Between Non-genetic and Genetic Variation
	16.6 What Is Next?
	References




