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Human recombination maps are a valuable resource for association and linkage
studies and crucial for many inferences of population history and natural selection.

Existing maps' are based solely on cross-over (CO) recombination, omitting
non-cross-overs (NCOs)—the more common form of recombination®—owing to

the difficulty in detecting them. Using whole-genome sequence data in families,

we estimate the number of NCOs transmitted from parent to offspring and derive
complete, sex-specific recombination maps including both NCOs and COs. Mothers
have fewer but longer NCOs than fathers, and oocytes accumulate NCOs in a non-
regulated fashion with maternal age. Recombination, primarily NCO, is responsible
for 1.8% (95% confidence interval: 1.3-2.3) and 11.3% (95% confidence interval:
9.0-13.6) of paternal and maternal de novo mutations, respectively, and may drive
theincrease in de novo mutations with maternal age. NCOs are substantially more
prominent than COs in centromeres, possibly to avoid large-scale genomic changes
that may cause aneuploidy. Our results demonstrate that NCOs highlight to a much
greater extent than COs the differences in the meiotic process between the sexes,

in which maternal NCOs may reflect the safeguarding of oocytes from infancy until

ovulation.

Sexually reproducing organisms make gametes through meiosis’, in
whichhomologous chromosomes recombine, ensuring proper segrega-
tion of chromosomes and mixing the genetic material thatis passed on
tothe offspring. Human genetic diversity and our ability to evolve—and
thereby adapt—is generated by de novo mutations (DNMs) and meiotic
recombination. DNMs are known to occur in part as aresult of recom-
bination®*™, but, as NCOs are under-reported, the extent to which
recombination contributes to DNMs in the offspring remains unknown.
Meiosis is initiated by duplication of the genetic material and subse-
quent formation of double-strand breaks (DSBs)"?, occurring mainly in
hotspots defined by histone methyltransferase PRDM9 (ref.13). PRDM9
recruits SPO11, which, together with TOP6BL", mediates DNA cleavage,
resulting in DSBs®. The 5’ ends of double-stranded DNA at a DSB are
resected (Fig.1a), leaving an overhang of 3’ single-stranded DNA (ssDNA)
branches'. The homologous chromosome is subsequently invaded by
oneorboth3’branches for repair of the DSB through DNA resynthesis,
resulting in arecombination, either a cross-over (CO) or a non-cross-
over (NCO)®".

For DSBs repaired as NCOs, the resected region around the DSB is
partially repaired using the homologous chromosome as a template.
Thus, NCOs manifest as short transitions between haplotypes of dif-
ferent grandparental origin, distinguished only at markers that are
heterozygousinthe transmitting parent (Fig.1b). NCOs that have incor-
porated adonor sequence thatincludes a heterozygous markerin the
parent will contain heteroduplex DNA' with mismatched base-pairings
that mustbe resolved. Some of these are resolved to match the original

haplotype, leaving no evidence of the NCO in the offspring. However,
when they are resolved to match the donor sequence, a haplotype
transition will be detectable; thisis referred to as a gene conversion's,
Meiotic DSBs may be repaired using the sister chromatid as the tem-
plate, in which case neither COs nor NCOs would be detectable owing
to the near-perfect sequence identity between the sister chromatids.
Sister chromatid repair is suppressed in meiosis and is therefore rare®.
We focus on DSBs that were repaired using the homologous chromo-
somein meiocytes that resulted in live births.

The meiotic process differs markedly between males and females®.
Spermatogonia undergo continual mitosis from puberty throughout
life, whereas meiosis is initiated in spermatocytes only a few weeks
before haploid sperm cells are fully formed. By contrast, females are
born with alimited supply of oocytes with the meiotic process sus-
pended in prophase I, only to be completed at ovulation and fertili-
zation decades later?®. Oocytes are thus exposed for much longer to
possible exogenous agents that may adversely affect DNA integrity?,
and some of their NCOs may be due to repair of DSBs sustained and
accumulated over the years.

We have derived complete sex-specific recombination maps, includ-
ingboth NCOs and COs, thereby completing the high-resolution map-
ping of sex-specific human recombination, a task we started more
than 20 years ago”. We identified NCOs by looking for gene conver-
sions (Supplementary Note 1.1) transmitted to offspring in 5,420 trios
in 2,132 Icelandic nuclear families in which both parents and at least
two children have undergone whole-genome sequencing (WGS)*
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Fig.1|Meiosis, NCOs and dataanalysis. a, Schematic view of NCO and CO
resolution. ADSBisinduced onone chromosome (red) and the 5’ strands near
theDSBareresected. The 3’ strands invade the homologous chromosome
(blue), and DNA is synthesized (dotted lines) to bridge the DSB. When only one
strand invades, the synthesis-dependent strand annealing (SDSA) pathway is
used, leading to NCOs. When both strands invade, adouble Holliday junction
(dH)) isgenerated; thisis the primary source of COs. b, Schematic view of
recombination events. The points denote MPPs in a meiosis, with the colour
indicating the grandparental origin of each MPP. Short haplotype segments
aregene conversion candidates flanked by background haplotypes forming (i)
asimple oNCO with asingle converted segment or (ii) acomplex oNCO with
alternating gene-converted and non-gene-converted segments if background

(Supplementary Table 1). We estimated the length distribution of
NCOs?and their average number per meiosis and constructed genetic
maps of NCOs (Fig. 1c). By identifying DNMs near NCOs in the same indi-
viduals, we derived sex-specific mutational spectra of DNMs resulting
fromNCOs and estimated the overall contribution of recombination to
mutagenesis.

Gene conversions and observed NCOs

Werestricted our analysis to autosomal variants with frequencies above
0.5% (Supplementary Note 1.4), resulting in 8,893,878 sequence vari-
ants, 8,270,254 single-nucleotide polymorphisms (SNPs) and 623,624
insertions and/or deletions (indels) (Supplementary Table 2). Gene
conversions could only be determined at variants for which the
transmitting parent was heterozygous, and we required the other
parent to be homozygous (Supplementary Note 2), giving totals of
4,229,340,533 and 4,288,524,590 informative marker-proband pairs
(MPPs) for paternal and maternal meiosis, respectively (Extended Data
Table 1). When the genotypes of parent and offspring were phased,
and the parent of origin had been determined, contiguous haplotype
segments of a given grandparental origin could be identified in off-
spring (Supplementary Note 3). Telomeric haplotype segments and
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haplotypes are of the same grandparental origin, or otherwise (iii) a CO with
associated gene conversions. ¢, Schematic overview of the NCOurd process
and subsequentanalysis. (i) ONCOs are specified by aset of gene-converted
MPPs (red) and the surrounding background haplotype MPPs (blue). Our
previously described method* (NCOurd) derives length distributions for
NCOs fromthe oNCOs. These are used to compute the numbers of NCOs per
offspring or region. NCOs per offspring allow us to explore sex differences
and age dependence of the meiotic process, as well asinteractions with DNMs
estimated from (ii) DNMs found near oNCOs. NCOs per region are used to
compute the number of NCOs throughout the genome to create maps of NCO
activity and DSBresolution.

haplotype segments longer than 100 kb were considered to repre-
sentbackground, consistent with reciprocal recombination, whereas
haplotype segments shorter than 100 kb were considered to be gene
conversion candidates® (Fig.1b(i)). Consecutive gene conversion can-
didates flanked by two background haplotypes of the same grandpa-
rental origin were considered to be observed NCOs (0NCOs); note
that oNCOs may be complex, containing both gene-converted and
non-gene-converted MPPs (Fig.1b(ii)). When the grandparental origins
ofthe flanking background haplotypes differ, the resultis acomplex CO!
(Fig. 1b(iii)).

We identified 17,109 paternal and 45,653 maternal gene-converted
MPPs—an increase of more than 30-fold compared with the largest
family-based study so far?** (Extended Data Table 1). Gene conversion
rates were consistent with earlier estimates®*?. The total numbers
of oONCOs were 12,948 and 15,712, with averages of 2.39 (95% confi-
dence interval (CI): 2.33-2.44) and 2.90 (95% CI: 2.83-2.97) oNCOs
per offspring for paternal and maternal meioses, respectively, and
the mean numbers of converted MPPs per oNCO were 1.32 (95% CI:
1.26-1.40) and 2.91 (95% Cl: 2.79-3.03) for paternal and maternal meio-
sis, respectively. A larger study? of gene conversions identified from
identity-by-descent segments was published concurrently with this
research. We observed a GC bias in gene-converted SNPs (Extended



Data Table 1), with strong (C or G) alleles more likely to be transmit-
ted than weak (A or T) ones, consistent with earlier studies****¢, We
noted aslightly higher GCbias (P=0.002, bootstrap test) for maternal
transversion: 67.1% (95% Cl: 65.8-68.5) versus 65.1% (95% Cl: 64.2-65.9)
for transitions, with 50% indicating no bias. For indels, we replicated
theinsertionbias reportedinrefs.11,24 (the longer allele was retained
more frequently than the shorter one). This bias was restricted to mater-
nal meiosis, for which it was 62.5% (95% Cl: 60.4-64.4, P=1.7 x 107,
binomial test).

Mothers transmit fewer and longer NCOs

From oNCOs identified for each proband, we estimated, separately
for fathers and mothers, the length distribution of allNCOs, including
those that were not observable owing to the absence of gene-converted
MPPs. We modelled the length distributions as mixtures of several
components (Supplementary Note 4) using our previously described
method?. Very short NCOs (less than 10 bp) would not be accurately
identified from parent offspring transmissions; however, our data
suggest that these are rare (Extended Data Fig. 1). The length distri-
butions consisted of multiple components (Supplementary Tables 3
and 4), which we grouped into short components (less than 1kb) and
extended components. Short NCOs were, on average, 123 bp (95% ClI:
94-135) and 102 bp (95% CI: 71-125) for paternal and maternal trans-
missions, respectively (Extended Data Table 1). The size difference
between the sexes was not significant (P=0.272, bootstrap test),
and the results were comparable with earlier NCO length estimates
0f 55-290 bp in humans?, 30 bp in baboons®*® and 155 bp in rhesus
macaques™, and, inmice®, 86 bp (range 23-148) in oocytes and 68 bp
(range 15-124) in spermatocytes. All these estimates are shorter than
the size of resected regions around DSBs, which have been estimated
to be approximately 1,400 bp in human testis'®, 1,640 bp in yeast®
and 2,200 bp in mice*, all with wide variability. Extended NCOs are,
onaverage, 7.2 kb (95% Cl: 1.8-11.8) and 9.1 kb (95% CI: 6.8-10.8), for
paternal and maternal transmissions, respectively. Extended NCOs
represent 1.14% (95% CI: 0.62-5.88) of paternal NCOs but are more
commoninmothers (6.89% (95% Cl: 5.10-9.93)) and appear to be gen-
erated from a different process than the paternal ones, with stronger
allele selection biases (Extended Data Table 1 and Supplementary
Table 5).

On the basis of the inferred length distribution, we estimated that
there would be, on average, 105.0 (95% CI: 95.9-125.0) and 81.6 (95%
Cl:66.7-103.1) NCOs per offspring for paternal and maternal meiosis,
respectively (Fig.1c and Supplementary Note 4.3), indicating that the
vast majority of NCOs are unobserved. We estimated that there would
be more NCOsin paternal meiosis (P= 0.042, bootstrap test), in contrast
to the greater number of COs in maternal meiosis’ (approximately 42
versus approximately 26 for paternal meiosis). Estimating DSBs by
combining our estimates for NCOs and COs (Supplementary Note 4.4),
we found that the average number of DSBs did not significantly differ
betweenthesexes (P=0.120, bootstrap test), withthe average numbers
of DSBs per meiocyte estimated to be 474 (95% Cl: 438-554) and 410
(95% CI: 350-496) for paternal and maternal meiosis, respectively.
Cytological measurements of early recombination intermediates in
human meiocytes give estimates of approximately 400 DSBs in sper-
matocytes® and 370 DSBs in oocytes®.

NCOsand COswere positively correlated for both paternal and mater-
nal meiosis (r=0.058, P=2.0 x 107 paternal; r= 0.100, P=1.6 x 10"
maternal; Supplementary Note 4.5). This is consistent with anincrease
in DSBs leading to an increase in both NCOs and COs, in both fathers
and mothers, and indicates that an increase in COs does not come at
the cost of fewer NCOs. These results are also consistent with amodel
in which chromosomal axis lengths vary among germ cells, whereas
the distance between DSB events varies less®. The relatively modest
correlation may be explained in part by CO homeostasis™,

Genic DSBs favour NCO resolution

We constructed sex-specific maps of human NCO recombination
on a grid of overlapping 3-Mb windows at intervals of 1 Mb (Supple-
mentary Note 5), achieving resolution on par with that of early CO
maps**. Human recombination maps' have only accounted for CO
recombination, but combining our NCO maps with existing CO maps'
allowed us to explore all recombination as well as variations in DSB
resolution through differences in the NCO and CO maps. We display
the sex-specific NCO maps for chromosome 19 in Fig. 2a and the full
set of recombination maps in Supplementary Fig. 1.

Large-scale features of the CO map, such as the elevation of paternal
rates near telomeres, are mirrored in the NCO map, and we found that
these maps were highly correlated—the genome-wide correlations
were 0.68 (95% Cl: 0.65-0.71) and 0.36 (95% CI: 0.32-0.40) for paternal
and maternal maps, respectively. There was significant positive cor-
relation between the paternal CO and NCO maps for all autosomes,
whereas the maternal maps were significantly positively correlated for
allautosomes except for 6,16,17, 21 and 22 (Supplementary Table 6).

Highlighting the shared aetiology of NCOs and COs, locations of
oNCOs were highly correlated with sex-specific CO recombination hot-
spots' (Extended Data Table 2and Supplementary Note 6), where their
frequency wasincreased 22.4-fold and 13.7-fold for fathers and mothers,
respectively. Furthermore, the hotspot usage of ONCOs was associated
with a PRDM9 sequence variant (rs2973614, major allele frequency:
3.2%; effect =-0.6 s.d., P=1.1x107%; Supplementary Note 7) that was
also strongly associated with hotspot usage of COs'" (effect =-1.7 s.d.,
P=4.3x10">*2),NCOswerealso highly enriched in regions of annotated
DSB activity (Extended Data Table 2), with the highest enrichments
found in DNA meiotic recombinase 1 (DMC1) hotspots'®" (42.4-fold
and 19.3-fold, for paternal and maternal NCOs, respectively). NCOs
also colocalized withbinding sites of PRDM9 (ref. 39) (Supplementary
Note 8), and this binding was biased with respect to the centre position
of oNCOs; the centre of the PRDM9 binding motif was, on average,
36 bp (95% Cl: 26.5-41.0 bp) downstream of the centre position of the
oNCO (Supplementary Table 7), consistent with PRDM9 inducing DSBs
preferentially upstream of its binding site.

There was an excess of NCOs in exons and transcribed regions*°
(Extended Data Table 2); the enrichments in transcribed regions
were 1.52 (95% Cl: 1.38-1.67) and 1.26 (95% Cl: 1.17-1.36) for paternal
and maternal meiosis, respectively. These results run counter to the
well-documented depletion of COs in such regions"* (Extended Data
Table2). Transcriptionis marked by H3K36 trimethylation**—known to
be deposited by the DSB-associated PRDM9 (ref. 42) —which hasbeen
potentially implicated in regulating DSB pathway choice®, possibly
explaining why DSB resolutionis NCO-enriched intranscribed regions.

Pericentromeric DSBs are resolved asNCOs
The NCO/CO ratio is an indicator of the propensity of DSBs to be
resolved as NCOs rather than COs; here, we estimated this ratio to be
7.84 (95% CI: 7.24-9.49) per meiocyte for paternal meiosis and 3.91
(95% Cl: 3.15-4.93) per meiocyte for maternal meiosis. These estimates
are concordant with prior estimates?®** and with Housworth-Stahl
modelling of CO interference (Supplementary Note 9). We analysed
localized variationsinthe NCO/COratio through anormalized NCO/CO
difference, Apg;, which measures how DSB resolution deviates locally
from the genome-wide average of the NCO/CO ratio (Fig. 2b). Values of
Apsgranged from -1 (only COs) to1(only NCOs). Here, 4,4, > O indicates
that DSBs areresolved as NCOs at a higher rate than the genome-wide
average, referred to as NCO-enriched DSB resolution, whereas Apg; <
Oindicates CO-enriched DSB resolution.

Paternal DSB rates were highly elevated in the 10-Mb region closest
to the telomere, with both NCOs and COs contributing to this (Fig. 2c
and Extended DataFig. 2). Paternal DSB resolution was NCO-enriched
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Fig.2|Recombination map and maternal age effects. a, NCO maps for
chromosome (chr.)19.b, 4,5z measure for chr.19. Cytobands are shown below
thegraphs, with the centromereindicatedinred, gnegbandsinwhite, allgpos
bandsingrey, and gvar and stalk bands inblue. c,d, Average values of NCO (c)
and 4, (d) recombination maps near telomeres, with the NCO data normalized
totheautosomal average. Error bars show 95% confidenceintervals computed
by bootstrapping1,000 samples on the basis of map data for the 22 autosomes.
e.f,Asinc(e)andd (f), but for map values near centromeres. Dashed lines

in the 1-Mb interval closest to the telomere; however, in the range
3-10 Mb from the telomere, the resolution was CO-enriched*. Maternal
DSB rates, on the other hand, were only mildly elevated in the 10-Mb
region closest to the telomere; this was driven by elevation of NCOs
and NCO-enriched resolution up to 5 Mb from the telomere. Further
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bins with fewer than 25 offspring. Error bars show 95% confidence intervals
computed by bootstrapping 1,000 samples from the 5,240 probands. Green
linesshow linear regressionresults using theinverse of the size of the confidence
intervals as weight. Pvalues for regression results were based on Student’s
t-distribution.

away (up to10 Mb), maternal CO rates were also elevated, and the DSB
resolution was balanced between COs and NCOs (Fig. 2d and Extended
DataFig.2).

Although COs are known to be suppressed near centromeres* ™,
our results (Fig. 2e) demonstrate that the processes that govern
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that suppression do not affect NCOs*’; consequently, we observed
NCO-enriched DSB resolution near centromeres (Fig. 2f and Supple-
mentary Fig. 1). This was especially evident for paternal meiosis, for
which the average 4,s; was about 0.85 within 1 Mb of the centromere
(indicating that almost all DSBs are resolved as NCOs) and remained
significantly positive up to 10 Mb away from the centromere. For mater-
nal meiosis, this suppression is less effective, as the average 45, was
positive only within1Mb of the centromere.

Recombination map values and DSB resolution as functions of both
GC contentandreplication timing are displayed in Extended DataFigs.3
and 4, respectively.

DNMs are enriched near oNCOs

We have previously described genomic regions with high NCO rate
and maternal C>G DNM rate (C>G-enriched regions; CGER®). How-
ever, as relatively few NCOs were detected per individual and oNCO
datasets have been limited in size, we did not detect co-occurrence
of DNMs and NCOs in the same meiosis. Here, we expanded this and
explored colocalization of ONCOs with 382,566 DNMsidentified in the
probands of our study (Supplementary Note 10). For each DNM, we
measured the distance to the centre of the nearest o0NCO and found
that within1kb of the oNCO centres, DNM rates were elevated 142-fold
(95% Cl:106-183) and 125-fold (95% Cl: 66-197) for paternal and mater-
nal meiosis, respectively. To assess whether this enrichment was due

computed by bootstrapping 1,000 samples; asterisks indicate mutation
classesinwhich the NCO-proximal and genome-wide spectra were significantly
different (P<0.05, bootstrap test). b, Strand asymmetry for phased DNMs
around oNCOs. Land Rdenote DNMsto the left and right of the oONCO centre,
respectively.

to nucleotide composition or other genomic features of NCOs, we
permuted the DNMs across the probands and recalculated the enrich-
ment per permutation. We found no significant enrichment in the
permutation, indicating that DNM and oNCO co-occurrence was not
duetonucleotide compositionat oONCO sites (Supplementary Table 8).
The DNMrate elevation decreased rapidly for paternal meiosis and was
mostly observable within 3 kb of the NCO, whereas significant eleva-
tion could be found up to 100 kb away from NCOs for maternal meio-
sis (Extended Data Table 3, Extended Data Fig. 5 and Supplementary
Tables 9 and 10).

Sex difference in DNM spectranear NCOs

To highlight the differences in the mechanisms leading to DNMs that
arise owing to NCOs versus other DNMs, we investigated the mutation
spectra of the two groups of DNMs. Using our analysis of the extent of
rate elevation, we used paternal and maternal DNMs within 3 kb and
100 kb, respectively, to represent DNMs that arose owing to NCOs. We
grouped together mutations and their reverse complement (muta-
tion class), considered C>T DNMs inside and outside the CpG con-
text separately, and computed the frequency of each mutation class
(mutation spectrum; Fig. 3a and Supplementary Table 11). We then
tested whether the spectrum of DNMs near NCOs was different from
the genomicbackground (P=0.075, paternal; P=1.5 x10"%, maternal;
x>-test). The strong maternal difference could be mostly explained by
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avery large increase in the percentage of DNMs in the C>G mutation
class near NCOs, 37.2% (95% Cl: 31.6-43.2) compared with 7.55% (95%
Cl:7.41-7.68) genome-wide (P=4.65 x 10, Fisher’s test). This directly
implicates NCOs with regional enrichment of maternal C>G DNMs in
CGER. We next checked whether the mutational processes for NCO
and CO were similar by comparing spectra for DNMs near NCOs and
COs (Extended Data Fig. 6). We did not find any significant difference
betweenthe spectrafor NCO-proximal and CO-proximal DNMsin pater-
nal meiosis (P=0.10, y>-test); however, for maternal meiosis, they were
different (P=1.9 x 1072, y*test).

NCOs and COs are products of DSB repair with single-stranded
DNA intermediates, which are mutation prone*®, and mutational
and/or repair processes operating on specific types of nucleotide
in a single-strand context would be expected to create strand asym-
metry in the mutation spectra®. In line with this expectation, we
found strand asymmetry of CpG>TpG DNMs near paternal COs'; the
same pattern has been observed for C>N DNMs and sequence vari-
ants around DSB hotspots™*2. Here, we detected strand asymmetry
in the spectrum for NCO-proximal DNMs (Fig. 3b and Extended Data
Fig. 7). CpG>TpG asymmetry, a signature of spontaneous deamina-
tion of methylated cytosines®, was present in paternal meiosis (odds
ratio = (95% Cl:2.51to~, P=4.7 x 1073, Fisher’s test) but notin mater-
nal meiosis. No other asymmetry signature was found in paternal
meiosis; however, in maternal meiosis, we observed asymmetry in all
C>N classes (Extended Data Fig. 7). These results, together with the
long-range enrichment of C>G DNMs near maternal NCOs and the
substantial accumulation of strand-coordinated C>G DNMsin ageing
mothers®*, indicate that the resected region around DSBs is larger
than NCOs.

Age-related NCOs are not regulated

For maternal meioses, we found that the number of NCOs per off-
spring increased (P=5.73 x 107, t-test) with maternal age at the birth
of the proband by 20.3 (95% CI: 15.7-24.9) events per decade (Fig. 2g
and Supplementary Table 12), in line with the age dependence
observed for both CO' and gene conversion rates*. No age effects
were observed for paternal meiosis (P=0.78, t-test), as with pater-
nal COs'. Combining the maternal estimates, we found an increase
in the number of DSBs per meiocyte of 82.5 (95% CI: 64-101) events
per decade (Supplementary Table 12), with most new DSBs resolved
as NCOs (Fig. 2h). Thus, pregnancies carried to term by 20-year-old
mothers were products of meiocytes with an average of 349 (95%
Cl: 329-368) DSBs, whereas those of 40-year-old mothers resulted
from meiocytes with an average of 514 (95% CI: 488-539) DSBs, a 50%
increase. For a parental age of 20 years, maternal meiocytes contained
significantly fewer DSBs (P <2 x 1073, bootstrap test) than paternal
meiocytes, which contained on average 474 (95% Cl: 438-554) DSBs,
corresponding roughly to the average number of DSBs in 35-year-old
mothers.

The increase in NCOs with maternal age occurred entirely outside
DMC1 hotspots, with no change in the number of oNCOs inside the
DMC1 hotspots (P = 0.88, t-test). Consequently, over a span of two
decades from the age of 20 years, the percentage of o0NCOs within
DMC1hotspots decreased from 29.0% (95% Cl: 27.6-30.4) t015.9% (95%
Cl:14.0-17.8) (Supplementary Table 12). Both of these values were
significantly smaller than the corresponding results for paternal
oNCOs, whichwere 51.7% (95% CI: 50.7-52.7) and depended minimally
on paternal age (effect =-1.75% per decade, P= 0.032, t-test). Mater-
nal CO hotspots are another measure of programmed DSB activity in
maternal meiosis. Here also, we saw a decrease in the percentage of
oNCOs that fell within hotspots, from 32.8% (95% CI: 31.4-34.3) at the
age of 20 years t0 22.1% (95% Cl: 20.1-24.1) at the age of 40 years (Sup-
plementary Table 12). Thus, nearly all the age increase in NCOs took
place outside CO hotspots.
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These results indicate that maternal NCOs may become less tightly
regulated with age, but we also found that maternal NCO rates increased
disproportionally in CGER?; the proportion of oNCOsin CGER almost
doubled for maternal age between 20 and 40, from13.8% (95% CI:12.5—
15.0) t024.6% (95% Cl: 22.9-26.3). Thisincrease was much greater than
that for COs; thus, the meiotic NCO/CO ratio increased markedly in
CGER, from3.0(95% Cl:2.2-3.7),t0 8.4 (95% CI: 7.3-9.5), whereas outside
CGERitincreased from 3.3 (95% Cl: 3.1-3.5) to 4.7 (95% Cl: 4.4-5.0) for
maternal age of 20 to 40 years (Supplementary Table 12).

Sex-specific contribution of DSB to DNMs

Extrapolating the increase in mutation rate to all NCOs (Supplemen-
tary Note 10), we found the average fractions of DNMs that could be
attributed to NCOs to be 1.69% (95% Cl:1.22-2.15) and 10.95% (95% Cl:
8.74-13.03) for paternal and maternal meiosis, respectively. Mutagen-
icity had already been established for COs' (Supplementary Table 9),
leading to estimates of about 0.11% and 0.38% for the CO contribution
to the paternal and maternal mutation rates, respectively (Extended
Data Table 3). The total contributions from both NCOs and COs (that
is, from DSBs) were therefore 1.80% (95% Cl:1.29-2.31) and 11.3% (95%
Cl:9.0-13.6) for paternal and maternal meiosis, respectively.

Theincreaseinthe mutationrateintheregionsfrom3-100 kbresult-
ing from maternal NCOs was more pronounced (P < 0.002, bootstrap
test) for NCOs inside CGER. Within CGER, we estimate that DSBs con-
tribute 38.8% (95% Cl: 31.4-46.7) of maternal DNMs. This percentage
is strongly age dependent because of the age-related increase in the
number of maternal DSBs. Thus, at the maternal age of 20 years the DSB
contribution to the genome-wide DNM rate is 2.0% (95% Cl: 0.8-3.7),
increasing to 31.0% (95% Cl: 18.6-44.8) at the age of 40 years. Within
CGER, the corresponding contribution percentages are about 8.2%
(95% Cl:1.9-15.8) and 80.4% (95% CI: 44.0-122.2). Thus, age-related
NCOs within CGER are the main contributors to increased DNM rates
inolder mothers.

Discussion

We present, for both sexes, human NCO recombination maps for live
offspring, along with complete recombination maps incorporating
both COs and NCOs and maps of DSB resolution. These maps are
an important tool for exploring the meiotic process and represent
amajor stepping-stone towards building a better understanding of
the distribution of NCOs, DSB resolution, and the interplay between
recombination and mutation, the two key processes underlying the
generation of human genetic diversity. A better understanding of
the recombination process may enable us to recognize the condi-
tions under which this process fails and results in aneuploidies and
pregnancy loss.

The numbers of NCOs and COs were positively correlated in both
paternal and maternal meiosis; thus, the age increase observed in
maternal COs"5%¢ is not due to DSBs being preferentially resolved as
COs as the mother ages, but to an overall increase in meiotic DSBs in
oocytes that result in successful pregnancies. Although the human
maps for NCOs and COs are highly correlated, there are, as in other
species®”>"%° genomicregionsin which COs are clearly avoided—not
because of a depletion of DSBs, but owing to DSB resolution. COs are
likely tobe suppressedin transcribed regions because of possible dis-
ruptive effects on the coding integrity of genes*, and in pericentro-
meric regions where their presence has been associated with meiotic
segregation 