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Abstract

Identifying regions of positive selection in genomic data remains a challenge in population genetics.
Most current approaches rely on comparing values of summary statistics calculated in windows. We
present an approach termed SURFDAWave, which translates measures of genetic diversity calculated
in genomic windows to functional data. By transforming our discrete data points to be outputs of
continuous functions defined over genomic space, we are able to learn the features of these functions that
signify selection. This enables us to confidently identify complex modes of natural selection, including
adaptive introgression. We are also able to predict important selection parameters that are responsible
for shaping the inferred selection events. By applying our model to human population-genomic data, we
recapitulate previously identified regions of selective sweeps, such as OCA2 in Europeans, and predict
that its beneficial mutation reached a frequency of 0.02 before it swept 1,802 generations ago, a time
when humans were relatively new to Europe. In addition, we identify BNC2 in Europeans as a target
of adaptive introgression, and predict that it harbors a beneficial mutation that arose in an archaic
human population that split from modern humans within the hypothesized modern human-Neanderthal
divergence range.

Introduction

Positive selection is one the most fundamental forces shaping the diversity of life that we can observe today (Bersaglieri
et al., 2004; Hill et al., 1991). When positive selection acts on a beneficial mutation, it causes a wave-like pattern in the
decrease in diversity of the genome (Smith and Haigh, 1974). As in waves found in the ocean or air, certain patterns
might emerge depending on the properties of the cause and the environmental materials (genetic background).
Examining these patterns might allow us to learn about the forces causing them. For example, the angle between the
crest (top of a wave) and trough (bottom of a wave) might be informative for learning about the strength of selection
(and concurrently the time taken for a selective event to occur). Similarly, different modes of positive selection may
have on average different patterns. For example, if the crest of the wave extends above the rest position (neutrality),
then this may be the signal of adaptive introgression as shown in Setter et al. (2019).

Capturing diversity patterns as they vary spatially has been the goal of a number of recent methods (Schrider
and Kern, 2016; Kern and Schrider, 2018; Flagel et al., 2019). Both Schrider and Kern (2016) and Kern and Schrider
(2018) attempt to recognize sweeps by learning how diversity (measured by summary statistics) changes across a
number of windows encompassing the sweep. However, these methods do not explicitly model the overall patterns
formed by selection events. Other methods forgo explicitly measuring diversity and transform SNP data directly to
images to learn population-genetic parameters such as recombination rates (Chan et al., 2018; Flagel et al., 2019)
and to identify selected regions (Flagel et al., 2019). The complementary approach of Mughal and DeGiorgio (2019)
explicitly models the spatial autocorrelation of summary statistics to capture the underlying wave patterns produced
by selective sweeps.
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Fortunately, there exist techniques not widely applied in genomics that allow observations on continuous data
(Cremona et al., 2019). Functional data analysis is a recent sub-field of statistics in which measured values are
known to be the output of functions (Ramsay and Silverman, 2005; Wang et al., 2016). Relatedness between data
points is inherent in this type of data analysis, which operates on values across a continuum. Transforming our
measures of genetic diversity across a genomic region into functional data ensures that the spatial pattern is used
to draw conclusions. Although we will be applying this method to assess how genetic diversity varies across the
space of a genomic region, there are numerous and diverse potential applications of this approach in evolutionary
genomics. With the deluge of ancient genome datasets emerging, it may be possible to examine how the spatial
distribution of genetic diversity changes across time at different positively-selected genomic regions to learn their
adaptive parameters, such as selection strength, sweep softness, and timing of selection.

We present a method termed SURFDAWave (Sweep inference Using Regularized FDA with WAVElets) in which
we first model genetic diversity as functions, and then learn the importance of different aspects of genetic diversity
across the examined genomic space in predicting selection parameters. We show that SURFDAWave accurately
predicts parameters such as selection strength, initial frequency of mutation before becoming beneficial, and time of
selection. We also demonstrate that SURFDAWave can be used to classify selective sweeps, while remaining robust
to confounding factors. Finally, we apply SURFDAWave to empirical data to predict the selection parameters on
regions classified as sweeps.

Results

SURFDAWave is a wavelet-based regression method used to classify selective sweeps and predict adaptive parameters
(Figure 1). Here we briefly present its performance in terms of both classification of selective sweeps and in estimating
parameters responsible for shaping sweeps. We compare classification performance of SURFDAWave to Trendsetter,
as Trendsetter also models the spatial autocorrelation of summary statistics, and has already been extensively
compared to other leading methods (Mughal and DeGiorgio, 2019).

Classification of selective sweeps

We trained the SURFDAWave classifier to differentiate between sweeps and neutrality as described in Materials
and Methods. For all sweep simulations, we drew selection start time, initial frequency of beneficial mutation, and
selection strength of the beneficial allele from a distribution, such that all sweep scenarios comprise a range of
hard and soft sweep settings. We initially compared SURFDAWave to Trendsetter, using the same set of summary
statistics calculated from the same simulated datasets. Note that the set of summary statistics and number of
windows used here is slightly different from what was originally employed by Trendsetter in Mughal and DeGiorgio
(2019). However, we chose to focus on how the modeling of the summary statistics, rather than the number or
choice of summary statistics, would affect differences in classification rates between SURFDAwave and Trendsetter.
Though it is possible to apply SURFDAWave with many combinations of summary statistics in any number p = 27/
windows (where J is a non-negative integer), we use an implementation that employs the summary statistics 7, Hy,
Hys, Hy/H;, and frequencies of first to fifth most common haplotypes, all calculated in p = 128 genomic windows
(see Materials and Methods).

We first train a classifier using summary statistics calculated on simulations that reflect the CEU European human
demographic history (Terhorst et al., 2017). Figure 2 shows that SURFDAWave has similar accuracy to Trendsetter
regardless of the regularization penalty used. This is reflected in the patterns we observe for importance of summary
statistics through examining the regression coefficients (8s) for each model. Figures S1 and S2 respectively show how
SURFDAWave and Trendsetter both identify H; and the frequency of the most common haplotype as uninformative.
We also found that the type of wavelets (i.e., Daubechies’ least-asymmetric vs. Haar) used as basis functions does
not dramatically influence the overall classification rates (Figure 2). However, visualizing the coefficient functions
for each summary statistic shows that the overall shape is much smoother when using Daubechies’ least-asymmetric
(Figure S1) compared to Haar (Figure S3) wavelets. We find smoothness of the coefficient functions to be desirable,
and for this reason, most of our results are shown using Daubechies’ least-asymmetric wavelets. We also notice that
although classification rates are similar regardless of whether we use ridge penalization (v = 0), lasso penalization
(v = 1), or choosing the optimal elastic net parameter v through cross validation (Figure 2), the resulting regression
coefficient functions are vastly different, especially when we use v = 0 (Figures S1, S4, and S5).

We also train a classifier to differentiate between selective sweeps and neutrality using simulations of the YRI
sub-Saharan African human demographic history (Terhorst et al., 2017) over a range of v values. Overall, we notice
an increase in the percentage of simulations classified correctly when we compare to classifiers trained under the
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CEU demographic history (Figure 3). However, the patterns formed by the spatial distributions of the coefficients
for each summary statistic are similar in both cases (Figures S6-S8). The noisy functions resulting from the use of
~v = 0 tend to obscure any pattern in the spatial distribution of the underlying regression functions and as a result
make the function more difficult to interpret. For this reason we proceed with either v = 1 or v chosen through
cross-validation.

Through cross-validation we also chose the level at which the discrete wavelet transform (DWT) has best perfor-
mance for classification. Using wavelets as our basis functions has the advantage of allowing our regression coefficients
to be represented at different resolutions, denoted by different levels jo (see Materials and Methods). Choosing these
levels through cross-validation allows our method to determine the smoothness of the regression coefficient function
because choosing a coarser resolution (lower level) results in a smooth function, whereas choosing a finer resolution
(higher level) will result in a more rugged function. As detailed in Materials and Methods, the total number of levels
at which DWT can be applied equals log,(p) — 1, which when p = 128 (as is used here) means we have six different
levels jo € {0,1,2,3,4,5}. To illustrate the differences among levels, we show a model using DWT with the coarsest
level (jo = 0) compared to a model using DWT with the finest (jo = 5), with both models employing Daubechies’
least asymmetric wavelets with a lasso (v = 1) penalty (Figure S9). It is clear that the summary statistic Hio is
informative for both of these models, however the noisy wavelet reconstructions seen for jo = 5 reveals an emphasis
on local features that is absent when we enforce jo = 0.

To compare the effect of bottlenecks and expansions on classification rates to those under a constant-size de-
mographic history, we trained and tested a classifier using simulations of a constant-size demographic model to
differentiate between neutrality and sweeps. As expected, we find both neutral and sweep simulations are classified
correctly more often than when classifying simulations of more complicated non-equilibrium demographic histories
(Figure 2), such as those of the CEU and YRI populations.

Adaptive introgression is a complex form of natural selection that produces genetic diversity footprints distinct
from typical selective sweeps (Setter et al., 2019). In both selective sweeps and adaptive introgression, diversity
generally decreases surrounding the beneficial mutation. In adaptive introgression, however, diversity increases before
the signal decays to the level of neutrality. This slight increase in diversity compared to the neutral background is
most clearly seen when the two populations (donor and recipient) are highly diverged (Figure S10). We test how
well SURFDAWave can differentiate among adaptive introgression, sweeps, and neutrality, using the same summary
statistics discussed in the Results section (see Material and Methods for simulation details). Similar to previous
sweep simulations, for adaptive introgression simulations we drew selection start time, initial frequency of beneficial
mutation, selection strength of the beneficial allele, and the donor and recipient divergence time from a distribution,
such that all adaptive introgression scenarios comprise a range of hard and soft sweep settings. As shown in Figure 4,
we see that SURFDAWawve is only able to correctly classify sweep simulations in 52.5% of cases, misidentifying them
as adaptive introgression 43.2% of the time under the CEU-based simulations with similar results for YRI. As we
saw in Figure S10, this is because when divergence times for donor and recipient populations are recent, then the
signature of adaptive introgression looks more like a selective sweep.

To investigate whether the inclusion of other summary statistics, which may better assess genomic variation,
boosts our performance we include an additional set of summary statistics, specifically adding the mean, variance,
skewness, and kurtosis of the squared correlation coefficient 2 (Hill and Robertson, 1968) calculated between all
possible SNPs sampled from each pair of windows (see Materials and Methods). Because visualizing these statistics
in square matrices is informative, we refer to them as two-dimensional statistics, and refer to 7, Hy, Hy2, Ha/H,
and frequencies of first to fifth most common haplotypes as one-dimensional statistics. We see that the inclusion of
two-dimensional statistics increases the correct classification of selective sweeps substantially for both populations to
62.5% in CEU and 62.7% in YRI (Figure 4). The percent of adaptive introgression simulations classified correctly also
increased for YRI going from 64.7% to 68.6%. We can see how the inclusion of the two dimensional statistics affects
the model by directly comparing the reconstructed wavelets across the spatial distributions of the nine summary
statistics included in both models. By examining the coefficients of the two-dimensional statistics for the model using
both types of statistics, we can see that the skewness and kurtosis of 2 are informative in separating neutrality from
the other classes (Figures 5 and S11). Interestingly, the statistic Hy is important in separating neutrality from both
types of selection in the model including two-dimensional statistics for the CEU demographic history, but clearly
does not serve this purpose in the model trained with only one-dimensional statistics (Figures S12 and S13).

Classification with confounding factors

Testing SURFDAWave on simulations of biological events that might confound classification is necessary to ensure
that it can be applied under diverse empirical scenarios. For this reason we test classification performance of
SURFDAWave under simulations with extensive missing data. To simulate missing data as we might find it in
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genome sequences due to technical issues, such as alignability and mappability (Mallick et al., 2009), we remove
large randomly spaced chunks of the simulated data (see Materials and Methods). We show that missing data does
not substantially affect the performance of SURFDAWave when classifying neutral simulations with missing data
(Figure 6). We do, however, observe a slight decrease in performance in the classification of selective sweeps when
sweep simulations are missing data, with an increase in the percentage of sweep simulations missing data being
classified as neutral. This robustness to missing data can be attributed to the types of summary statistics applied
and the manner in which they are calculated using SNP-delimited windows (Mughal and DeGiorgio, 2019). Another
common confounding factor is background selection, in which deleterious mutations cause a loss of diversity which
might be confused for selection signatures (Charlesworth, 2013). For this reason we test SURFDAWave’s performance
on background selection, which we simulate based on the distribution of effect sizes and spatial distribution of coding
elements in the human genome, as in Schrider and Kern (2017) and Mughal and DeGiorgio (2019) (see Materials
and Methods for details). We find that 93.4% and 94.2% of background selection scenarios under the CEU and YRI
demographic histories, respectively, are classified as neutral (Figure 6).

Along with issues of background selection and missing data, there are also known difficulties with establishing
accurate demographic histories of present populations. Similar to the results shown in (Mughal and DeGiorgio, 2019),
we again show that SURFDAWave loses performance when demographic specifications are less accurate. With a
classifier trained to differentiate between sweeps and neutrality in CEU European populations, we mis-classify 37.9%
of sweep simulations conducted under YRI sub-Saharan African demographic history as neutral. However, the
percentage of neutral YRI simulations classified as neutral increases to 99.1% when tested with a CEU trained
demographic history. In the opposite case, with the classifier trained to differentiate sweeps from neutrality with
simulations of YRI, when we test sweep simulations conducted under the CEU demographic history we classify
99.2% correctly, however we mis-classify simulations of neutrality as sweeps 26.0% of the time (Figure S14). These
mis-classifications should be rescued if SURFDAWave was trained across a diverse set of demographic histories (e.g.,
Mughal and DeGiorgio, 2019).

Prediction of selection parameters

Classification of selective sweeps provides a limited understanding of the evolutionary processes shaping genomic
regions. To gain deeper insight about the underlying adaptive processes, we also tested the ability of SURFDAWave
to predict the selection parameters involved in shaping sweeps. We trained a multi-response linear regression model
to jointly learn the log-scaled initial frequency of the adaptive allele prior to it becoming beneficial, the log-scaled
selection coefficient, and the time at which the mutation becomes beneficial (see Materials and Methods) using
demographic specifications for the CEU and YRI populations. We include the same set of m = 9 summary statistics
as used to train the sweep classifier in the preceding section, each computed across p = 128 windows. Prediction
of initial frequency, selection coefficient, and time of selection is accurate (Figure S15) with the root mean squared
error (RMSE) equal to 0.49 for the log-scaled selection coefficient, 0.43 for the log-scaled initial frequency, and 20.3
for time at which selection began for unstandardized log-scaled selection coefficient, unstandardized log-scaled initial
frequency, and the unscaled and unstandardized time of selection, respectively (Figure 7). The RMSE for the YRI
population is similar to that of the CEU (Tables S1 and S2). Visualizing the coefficient functions after regularized
regression conveys that most summary statistics are informative in predicting parameters (Figures S16 and S17),
with the exception of the frequency of the most common haplotype, which is flat across the entire spatial distribution
in both models.

To test the influence of confounding factors such as missing data on the prediction model, we simulate missing
data as in the Classification with confounding factors section above. We find that predicting parameters with missing
data increases RMSE slightly (Tables S3 and S4). We also test robustness of the SURFADAWave prediction model to
demographic mis-specification, by considering test simulations performed under CEU demographic specifications with
a model trained with simulations performed under YRI demographic specifications, and vice versa (Tables S5 and S6).
Again, we find that the RMSE increases compared to training and testing with the same population demographics
for both experiments, but the RMSE is less than the error due to missing data. We also simulate selective sweeps
including background selection, simulated as described in Classification with confounding factors, with the exception
of including a beneficial mutation in the center of the simulated chromosome. We find that the RMSE values are
very close to the RMSE with no confounding factors (Tables S7 and S8).

In addition to being able to predict the selection parameters responsible for shaping classical selective sweeps, we
also probed whether SURFDAWave could predict selection parameters important in shaping sweeps due to adaptive
introgression. An interesting parameter specific to adaptive introgression is the time at which the donor and recipient
populations diverged. Instead of predicting the time at which a mutation became beneficial, as we show above in
Prediction of selection parameter, we train models to predict the donor-recipient split time, along with the selection
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strength and initial frequency of the mutation before it became beneficial (Table S9 and Figure S18). The RMSE
values for the selection strength and time of selection are similar to the values predicted for regular selective sweeps
(Table S1).

Application to empirical data

Using variant calls in the CEU and YRI populations from the 1000 Genomes dataset (The 1000 Genomes Project
Consortium, 2015), SURFDAwave recapitulated many of the classical sweep candidates observed by other studies,
and moreover classified the vast majority of the CEU and YRI genomes as neutral (Tables S10 and S11), with a greater
percentage of the YRI genome being classified as neutral than the CEU genome. This is the result of a combination
of factors, including our classifiers reduced ability to distinguish sweeps from neutrality in populations with complex
demographic histories, such as the CEU population (see Classification of selective sweeps). To make our method
more conservative, we applied a probability threshold for selective sweeps. If the probability of a selective sweep
is less than or equal to 0.7, then we consider this region to be neutral. Figure S19 shows that the SURFDAWave
classifier predicts probability distributions close to actual probability distributions, which validates our use of a
probability threshold. Among the genes classified as selective sweeps in the CEU population, we found LCT, OCA2,
and SLC/5A2, which were previously hypothesized as targets of selection (Voight et al., 2006; Bersaglieri et al.,
2004; Wilde et al., 2014; Sulem et al., 2007) (Figures S20-S22). In the YRI population we classify the genes SYT1,
HEMGN, GRIK5, and NNT as under positive selection, recapitulating the work of Harris et al. (2018), Fagny et al.
(2014), and Pickrell et al. (2009) (Figures S23-526).

As we have already trained models to jointly predict the selection strength, the time at which the mutation
became beneficial, and the frequency of the adaptive mutation before becoming beneficial, we next use all of the
human genome regions classified as sweeps to learn about the underlying parameters shaping variation at these
candidates. We first examined OCA2, a gene that is involved in eye coloration (H. Brilliant, 2001; Zhu et al., 2004;
Eiberg et al., 2008), and predicted that the time at which a mutation on this gene became beneficial was 1,802
generations ago, and that the beneficial mutation had a selection strength of s = 0.06 and an initial frequency of
f = 0.02. This prediction is made on the set of statistics classified as sweep with the highest probability in the
region containing the gene OCA2 with 0.978 probability. Using a generation time of 29 years for humans, implies
the mutation became beneficial about 52,258 years ago, a time during which modern humans were relatively new
to Europe (Hublin, 2012). SLC/5A2, another gene involved in pigmentation (Cook et al., 2009), harbors a test
window with a sweep probability of 0.694 and the predicted selection strength, initial frequency, and selection time
are s = 0.04, f = 0.02, and 2,000 generations ago, respectively. In the YRI population we predict that a mutation
on HEMGN, a gene that regulates the development of blood cells (Li et al., 2004), first became beneficial 1,960
generations ago and has a selection coefficient of s = 0.03 and frequency at which it became beneficial of f = 0.016.
We predict that the selective sweep occurring on the region around SY7T1, mutations on which are associated with
neurodevelopmental disorders (Baker et al., 2018), began 2,260 generations ago with a selection coeflicient of s = 0.04
and an initial frequency of f = 0.02.

In the list of 444 genes in YRI classified as sweep with probability greater than or equal to 0.7, we examine
the range of predictions for each parameter and the genes predicted to have selection parameters at the fringes of
each range. For each gene, we only include the prediction for the feature vector where the predicted probability of
classification as sweep is the highest within that gene. We find that the gene with the minimum selection coefficient
within this list is HCG23, with an inferred coefficient of s = 0.018. We inferred that a sweep initiated on this gene
1,259 generations ago when the initial frequency of the beneficial mutation was f = 0.017. The highest probability
of this gene being classified as a sweep is 0.986. We also predict that the gene with the highest initial frequency
also had the most recent sweep initiation time. This gene, STPG2 (Sperm-tail PG rich repeat containing protein 2),
is highly expressed in the testis (Uhlén et al., 2015), and we predict that this had a mutation reach a frequency of
f =0.039 about 666 generations ago, at which point it was predicted to become beneficial.

In a similar examination of the CEU population, we find 2,265 genes are classified as sweep with a probability
greater than 0.7. The oldest selection time we predict (2,922 generations or 84,738 years, with a generation time of
29 years) occurred on VPS35, a gene on which mutations are associated with Parkinson’s Disease (Vilario-Gell et al.,
2011). We infer that strong selection (s = 0.05) began on this gene when a selected mutation reached a frequency
of f =0.016. HLA-DRB1 plays an important role in the immune system and has been previously predicted to be
under balancing selection (Bronson et al., 2012). We find that this gene has the highest inferred selection coefficient
of s = 0.14 and lowest inferred initial frequency of f = 0.004 out of our set of genes for the CEU. This may be
indicative of a mutation around this region becoming immediately beneficial after it occurred, which we predict was
about 1,718 generations ago.

We compare the distributions of selection parameters for the sets of likely selected genes discussed above. In
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Figure S27, we can see that while some genes are predicted to have more recent times of selection, most are predicted
to have a time of selection greater than 2000 generations ago in both populations. Among the more recent sweeps,
we also find a greater range of predicted initial frequencies than those genes that were predicted to have an earlier
selection start time. Overall, the distributions for predicted parameters in both populations overlap extensively for
all selection parameters (Figure 8). We also observe that SURFDAWave’s prediction of the initial frequency (f) is
not dependent on the probability of a sweep (Figure S28), but as the probability of sweep increases SURFDAWave
is are more likely to predict stronger selection coefficients (s) and slightly more recent selection start times.

Finally, we apply the classification and prediction models to locate adaptive introgression and learn the adaptive
introgression parameters. We find that regardless of the types of statistics used, we classify the majority of the genome
as neutral, and classify more of the genome as sweep than as adaptive introgression (Tables S12-S15). Importantly,
we find that we are able to recapitulate signals of previously-identified regions of adaptive introgression in the CEU
population with SURFDAWave, such as BNC2 (Sankararaman et al., 2014; Racimo et al., 2015) and APOL/ (Setter
et al., 2019) (Figures S30 and S31). BNC2 is another gene thought to play a role in human skin color determination
(Visser et al., 2014), whereas the gene APOLJ is significantly up-regulated in people diagnosed with schizophrenia
(Monajemi et al., 2002). By applying the SURFDAWave prediction models to the summary statistic computed at
these genes, we estimate that the beneficial mutation in APOL4 reached an initial frequency of f = 0.05 and had
a selection strength of s = 0.01, with the donor and recipient populations splitting 19,760 generations, or about
573,000 years, ago (using a generation time of 29 years). We also estimate that the selection strength on the BNC2
gene is stronger and harder than the signature on APOL/, with s = 0.04 and f = 0.01. Moreover, the predicted
donor and recipient split time of 20,180 generations (585,220 years) ago from variation at BNC?2 is similar to the
estimate from APOLJ.

Discussion

In this article, we demonstrated that SURFDAWave is able to locate selective sweeps, and also predict selection pa-
rameters responsible for shaping those sweeps. Moreover, we showed that SURFDAWawve is capable of differentiating
between sweeps and neutrality, and is also able to accurately predict the time at which the selected mutation became
beneficial, the frequency a mutation reached before becoming beneficial, and the selection coefficient. In addition,
using image-based feature vectors increased our ability to differentiate among neutrality, adaptive introgression,
and sweeps. We were able to recapitulate earlier findings by predicting genes as adaptive that were previously
hypothesized to be under positive selection.

Our results show that capturing the spatial distribution of selective sweeps is informative for identifying adaptive
regions and learning about the evolutionary parameters that shape them. Moreover, our SURFDAWave approach
is not restricted to application on adaptive introgression and selective sweep scenarios, and can be implemented
for probing genomic variation of other evolutionary processes that leave a spatial or temporal signature in genomic
data. Such examples include the identification of genomic targets of balancing selection (e.g., DeGiorgio et al., 2014;
Siewert and Voight, 2017; Bitarello et al., 2018; Cheng and DeGiorgio, 2018; Siewert and Voight, 2018; Cheng and
DeGiorgio, 2019), complex forms of adaptation such as staggered selective sweeps (Assaf et al., 2015) that have yet
to be interrogated for in genomic data, and non-adaptive processes such as recombination rate estimation (e.g., Chan
et al., 2018; Flagel et al., 2019).

There are a number of potential applications of our methodological framework. For one, it is possible to naturally
extend SURFDAWave to incorporate genomic data from ancient samples, and several recent studies have employed
ancient DNA to directly examine temporal allele frequency fluctuations to identify positively-selected loci (e.g.,
Bollback et al., 2008; Ludwig et al., 2009; Mathieson et al., 2015; Fehren-Schmitz and Georges, 2016; Schraiber
et al., 2016; Loog et al., 2017). SURFDAWave’s framework would allow examination of changes in the spatial
distribution of genetic diversity over time by incorporating information from ancient genomes of a single population
at various time points throughout history, and summarizing patterns of variation using two-dimensional wavelet
bases. However, a specific limitation of the implementation of SURFDAWave as we describe it here is that, for each
dimension, its application is restricted to using feature vectors of length p in which log,(p) is a non-negative integer.
We acknowledge that this constraint may make it difficult for SURFDAWave to be widely applied, especially when
incorporating information from ancient DNA. Though we choose to use wavelets in our implementation, other basis
functions that do not have such limitations on numbers of features, such as B-spline and polynomial basis functions
(Ramsay and Silverman, 2005), can be used instead. However, unlike wavelets, these bases do not form orthonormal
basis functions, and using them results in more complicated functional regression models.

Along with SURFDAWave’s flexibility in terms of classification problems, we also demonstrated that this frame-
work can be adapted to predict different selection parameters. Our results suggest that SURFDAWave’s ability to
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predict the time of selection is better than its ability to predict the split time of the donor and recipient populations.
This may be because the spatial distribution of genetic diversity is more affected by the time at which the examined
mutation became beneficial, than the split between donor and recipient populations. It is possible, however, that
introgression patterns in species in which donor and recipient populations have greater divergence times would leave
a more prominent footprint, and allow better predictions of their divergence time to be made (Figure S10).

In addition, we showed how incorporating different types of features, specifically two-dimensional statistics im-
proves the classification ability of SURFDAWave (Figure 4). Several recent innovative approaches have explored the
use of image-based or two-dimensional features to predict population-genetic processes. For example, Flagel et al.
(2019) use the derived or ancestral states from population simulation data directly rather than extracting informa-
tion from these simulations through the use of summary statistics, and convert this information to images. This raw
information can also be converted into wavelet data prior using it as a feature in classification or prediction mod-
els. Along with the flexibility that SURFDAWave provides in terms of feature input (e.g., one- or two-dimensional
statistics), other potential enhancements may increase its prediction and classification accuracy. In our application
we assume a linear model. However, it is possible that a linear model is not an accurate representation, and instead
employing a more flexible model would enhance our predictions if the actual relationship is non-linear. Therefore,
using non-linear model such as a neural network with at least one hidden layer (Cybenko, 1989; Gao et al., 2019) in
place of simple linear and logistic regression models may be able to improve the performance of SURFDAWave. An
implementation of SURFDAWave along with results for genome wide scans for sweeps discussed in this article can
be downloaded from http://degiorgiogroup.fau.edu/surfdawave.html.

Materials and Methods

Wavelet estimation of summary statistic spatial distribution

Consider a sample of n training examples, in which m summary statistics are computed at p positions along a genomic

region. Let x; s = [Ti 5,1, %i 5,2, -- ,J;i}&p]T denote the vector of values for summary statistic s, s = 1,2,...,m, for
training example 4, 2 = 1,2,...,n caculated at each of the p positions in a genomic region, where z; ; ; is the value
of the summary statistic at position ¢;, j = 1,2,...,p. For convenience, define the vector x; = [x7;,x1,,...,x7, 1T

containing the values of each of the m summary statistics calculated at the p positions.

Each vector of summary of summary statistics x; s is the result of some unknown function f; s(¢) defined on
genomic position ¢. The relationship between the function and the summary statistic data points can be represented
as

Tisj = fis(t;) + €is s
where f; 4(t;) is the function f; ;(t) evaluated at position ¢; of summary statistics s in observation ¢, and where €; ; ;
is an error term associated with observation ¢ that is normally distributed with mean zero and standard deviation
one. As in Ramsay and Silverman (2005), we can approximate this function f; s(¢) as a linear combination of a set
of B orthonormal basis functions {1 (t), p2(t),...,ep(t)} as

B

fis() = ) cisppn(t),
b=1

where ¢; s, b=1,2,..., B, denotes the coefficient of the bth basis function ¢ (t) associated with summary statistic
s of observation i. Note by definition of the B basis functions being orthonormal, we have

[ientepa =1
forb=1,2,...,B and
/ palt)n(t)dt =0

for a # b (Daubechies, 1988). Orthonormal basis functions commonly used in functional data analysis include
wavelets (Nason, 2008) and the Fourier functions (Ramsay and Silverman, 2005). The number B of basis functions is
a parameter, and is chosen through cross validation. Basis functions are independent functions that can be combined
to approximate more complex functions. Here we approximate the function f; ;(¢) using wavelets at a detail level of
jo (Zhao et al., 2012) as

2701 J—12i-1
Fisgo@®) = D Cisjokbion(®) + Y D disjrthjr(t),
k=0 j=jo k=0
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where J = logy(p) is the number of detail levels, ¢;x(t) and ¥;;(t) are the the father and mother wavelet basis
functions at scale j and location k, respectively, and ¢; s jr and d; s ;. are the coefficients for the father and mother
wavelets at scale j and location k for summary statistic s in observation i. Note that the father and mother wavelet
bases form an orthonormal basis (Daubechies, 1988).

Penalized functional multinomial regression to classify genomic regions

After approximating functions f:’s,jo (t) of each summary statistic s in observation ¢ at detail level jy, we then use
these functions (i.e., their associated coefficients) as the independent variables to model multinomial regression.
Denote the vector of length p = 27 containing estimated father and mother basis coefficients for summary statistics
s in observation i at detail level jj as

o~ ~

N ~ ‘ T
€i75>j0 - [Ci,s.,jo,l, v+ Ci 5,506,290 — 1 di,57j0707 s ’di,s,Jfl,QJflfl]

Furthermore, define the concatenated vector of length m X p of such coefficients across all m summary statistics for
observation ¢ by

T T T T
5z‘ jo — [51‘,1,@; Ei,Q,jm cee 7§i,m,j0] .

As in Mousavi and Sgrensen (2017), we model

s,

(&5 )
Plys = k| & 5] = <o,
Z[ 1 772( ,jo)
where
m tp R
ne(&ij,) = e + Z/ Be.s(t) fis.go (t)dt
=t
m [270-1 J— -1 tp,
Z Z Ci,s,j0,k / 523 ¢J0, dt Z Z di,s,j,k Bl,s(t)wj,k(t)dt]
s=1 j=jo k=0 t1
for ¢ = 1,2,..., K. This is similar to other multinomial regression models, with the the caveat that we replaced
the summation with an integration across the interval [tq,,] for position ¢. Here i is the index for the observation
number, y; is the categorical response variable with values y; = £ for class ¢, for £ = 1,2,..., K, «ay is the intercept

parameter for class ¢, and By s(t) is the function for summary statistic s of class ¢.

To learn the functions (3¢ +(t), we can note that we may also approximate them with the same set of basis functions
as we did for approximating f; s(t). That is, we can approximate the function f; s(t) using wavelets at a detail level
of jo as

270 1 J—127-1
ﬁZ,SJO Z CZ s,]g,kquo’ ) + Z Z dz,s,j,kql)j’k(t)?
j=jo k=0

where ¢j ; ;. and dj ;. are the coefficients for the father and mother wavelets at scale j and location & for summary

statistic s in class £. Denote the vector of length p = 27 containing father and mother basis coefficients for summary
statistic s for class £ at detail level jj as

_[x * * * T
Coisjo = [Cls gots -+ Chs o201 Qs jo,00 1 dis 710911

and further define the concatenated vector of length m x p of such coefficients across all m summary statistics for
class £ by
T T T T
Cego = [Cegor Ce2.00 -+ > Ctmi

Plugging in this approximation, and using the orthnormality of the set of basis functions, we obtain

270 -1 J—127-1
§ : § : * § : § : 7 *
Ne ( i j() =ag+ Ci Sy]O’kcé,s,jg,k + di’S,j’kd&s,j,k
s=1 j=jo k=0

= ar+ &7 ,Cejo


https://doi.org/10.1101/834010
http://creativecommons.org/licenses/by/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/834010; this version posted November 7, 2019. The copyright holder for this preprint (which was
not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available
under aCC-BY 4.0 International license.

which yields
explay + 53:3'0 Chjo)

K T :
> o= explae + & Co o]

Let a = [, 2, ..., ak]T denote the vector of intercept terms for each of the K classes and define the matrix
Z;, containing m x p rows and K columns by

Zjo = [Cl,j07 CQ,jOa ceey CK,jo}'

The log likelihood of observing the set of model parameters {c, Zj, } given the collection of data points {y;,&; ; }i—s
is

P[yi =k \ £i,jg] =

n K

1
IOgﬂ( ]0 ; {yzaé ,Jo}z 1) = g Z 1OgP Yi ‘é ,Jo]l{yz k}
=1k
n K K
1
= ;Z [Z ak + &7 5,Cr.jo) Liyi=k) — log (ZeXP{W +5iT,joCe,jo}>]v
=1 1 =1

where 1¢,, ;) is an indicator random variable that takes the values one if y; = k and zero otherwise.
From this likelihood function, we wish to estimate the intercept terms a and the coefficients Z,;,. Define & as

an estimate of o and Zjo an estimate of Z;,. Moreover, as our model is over-parameterized, we need to maximize a
penalized log likelihood function. Denoting || - ||; and || - ||2 as the £; and ¢5 norms, respectively, define

K
PEN, (Zj) = 3 (W€esolln + (1= )lCe 0 113)

/=1
K m [2/0-1 J—127-1

-y [ 3 (v|czs,jo,k|+<1—w><cz,s,jok ) 1303 (ms (=) (i) )]
¢=1s=1 L k=0 Jj=jo k=0

to be the elastic-net penalty (Zou and Hastie, 2005) controlled by parameter y € [0, 1] on the coefficients for the basis
functions of the regression coefficient functions, and let A denote a tuning parameter associated with this penalty. A
value of v = 0 leads to the standard ridge regression penalty, and v = 1 leads to the lasso penalty. We can therefore
estimate the coefficient functions as

~ NEPS arg max
(aazjov)\7’>/) - o, Z A |:1 g‘C( .70 ; {y%s 1,70 ) - )‘PEN’Y(ZJO):|

jo s

To perform this estimation, we first learn the underlying functions f; s(¢) based on orthonormal wavelet basis functions
at detail level jo, yielding the estimated set of coeflicients {Ez joJi=1 and hence estimated functions

270 _ _ —

fiss.50 (t) Z Ci,s,jo.k Do,k ( Z 5.3 kW5 k(1)

Jj=jo k=0

These basis function coefficients are then employed as input covariates to the penalized regression model, for which
ten-fold cross validation is used to estimate the tuning parameter A, the tuning parameter v controlling the elastic-net
penalty, and associated parameters o and Z;,. This process is repeated for different detail levels jo =0,1,...,J =1
to estimate the jo that minimizes the ten-fold cross validation error, and the best fitting values of regression model
parameters o and Zj, are estimated. These estimates lead to a classifier for future input data, as well as learned
functions

270 1 J—129—
/Bkasvj() (t) = Z E;,s,jg,kgbjoy + Z Z dz,s,j kquj k )
k=0 Jj=jo k=0
for summary statistic s, s =1,2,...,m, in class k, k = 1,2,..., K. After parameter inference, the most likely class
k is estimated as -
arg max exXp [O‘k +&i o Clw'o]

7%:

-~ T~ :
RE{L2 KY S oxp @0+, 0]
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Penalized functional linear regression to infer evolutionary parameters

Once identifying the most likely class 7@‘\, we then estimate the underlying evolutionary parameters o =
[o1,09,... ,o'q]T that gave rise to patterns within the genomic region provided that it was estimated to be non-
neutral, where 01,02, ...,0, represent the ¢ evolutionary parameters we are estimating for class k.

Consider again the approximated functions ﬁ,s,jo (t) of each summary statistic s in observation i at detail level
jo- We will use these functions (and as in the preceding section, their associated coefficients) as the independent
variables to model multivariate linear regression as

m tp N
Oi =0y + E / Be,s(t) fi,s,jo (t)dt + €50
e

m [290-1 J—129—
—aZ+Z Z C;, ,8,J0,k / ﬁfs (bjo, dt+ Z Zdz s,jk/ BES wj k( )dt +ezf
s=1 Jj=jo k=0
for¢ =1,2,...,q. Here i is the index for the observation number, o; ¢ is the response value for evolutionary parameter

o4 of observation 4, ay is the intercept for evolutionary parameter oy, 8¢ s(¢) is the function for summary statistic s of
evolutionary parameter oy, and €; ¢ is the error associated with observation 7 of evolutionary parameter o,. Moreover,
define the vector of length ¢ containing the evolutionary parameters that generated observation ¢ by
;= [Uz‘,m,z,---,Ui,q]T
As in the preceding section, to learn the functions (¢ s(t) we can approximate them using wavelets at a detail
level of jy as

290 1 J—129—
ﬁe,sdo Z @) s,]o,kd)Jm )+ Z Z dy 6,],kw]7 t),
Jj=jo k=0

where ¢j . ;. and dj ;. are the coefﬁ01ents for the father and mother wavelets at scale j and location k for summary
statistic s of evolutionary parameter o,. Denote the vector of length p = 27 containing father and mother basis

coefficients for summary statistics s for evolutionary parameter o, at detail level jy as
C _ [ * * d* d* ]T
65,50 = Cls,go, 10w+ Cops g, 290 10 Vs 50,00+ 5 Cp s, g —1,d7-1 1]

and further define the concatenated vector of length m X p of such coefficients across all m summary statistics for

evolutionary parameter o, by
T T T T
Cego = [Cegor Co2.400 -+ Ctmi
Plugging in this approximation, and using the orthonormality of the set of basis functions, we obtain

270

Oi = Oy + E : § : CLSJOJCCZ,SJO, E E d 1,8,], k @,s,j k
s=1 Jj=jo k=0

=+ gi’jocﬂjo + €.

Let o = [ag,q9,. .., aq]T denote the vector of intercept terms for each of the ¢ evolutionary parameters and
define the matrix Z;, containing m x p rows and g columns by

Zj, = (€1, C2.5or -+ Cariol-

The loss function of the collection of data points {o;,§; ; }i=; given the set of model parameters {c, Zj, } is

q n
T 2
Lo Zjo ({O'u'f i.j0 Z Z Oif — Qp — fi,jOQ,jo) .

{=1i=1
From this loss function, we wish to estimate the intercept terms a and the coefficients Z;,. Define & as an estimate
of a and Zj, as an estimate of Z;,. Similarly to the previous section, define

PEN, (Zj) = 3 (W€ lln + (1= ¢ 1)

g m [2/0-1 J—127-1
D93 [ S (Alckouel + (0= D(chos?) + 3 3 (Ml + (=200 )]
=1 s=1 k=0 Jj=jo k=0
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to be the elastic-net penalty (Zou and Hastie, 2005) controlled by parameter € [0, 1] on the coefficients for the basis
functions of the regression coefficient functions, and let A denote a tuning parameter associated with this penalty.
We can therefore estimate the coefficient functions as

~

~ ~ A arg min
(av Zjo ’ )‘a 'Y) =

a,Z; Ny

Jo»

Lot.,zj0 (o £i,jo iz1) + APEN,(Z;,) |

As in preceding section, we perform this estimation, we first learn the underlying functions f; ;(t) based on

orthonormal wavelet basis functions at detail level jg,yielding the estimated set of coefficients {E }7_, and hence

z,J0
estimated functions ﬁs jo (t). These basis function coefficients are then input as covariates to the penalized regression
model, for which ten-fold cross validation is used to estimate the tuning parameter A, the tuning parameter -~y
controlling the elastic-net penalty, and associated parameters o and Z;,. This process is repeated for different detail
levels jo = 0,1,...,J — 1 to estimate the jo that minimizes the ten-fold cross validation error, and the best fitting

values of regression model parameters o and Zj, are estimated. These estimates lead to an estimator for the ¢
underlying evolutionary parameters for future input data, as well as learned functions 84737 jo (£) for summary statistic
s, s = 1,2,...,m of evolutionary parameter oy, £ = 1,2,...,q. After parameter inference, evolutionary parameter
oy is estimated as

o~ o~ /\T N
0r = ar+ & j,Cojo-

Calculating summary statistics

Informative summary statistics are likely the most important aspect of developing prediction models. In this
manuscript we discuss the use of several sets of summary statistics. For our initial comparison, we utilize a similar set
of summary statistics as discussed in Mughal and DeGiorgio (2019) including the mean pairwise sequence difference
(%), Hy, Hy2, and Ho/H;. As shown in Mughal and DeGiorgio (2019) 72 was not informative for classification rates,
and for this reason, we omit 72 as applied in (Mughal and DeGiorgio, 2019) from our model. Moreover, Mughal
and DeGiorgio (2019) found that haplotype-based statistics were often more informative than site frequency-based
statistics, and for this reason we include the frequencies of the first, second, third, fourth, and fifth most common
haplotypes. We also removed all sites with minor allele count less than three because this dramatically reduced the
differences between simulated and empirical site frequency spectra (Figure S35). To keep our performance evaluation
consistent with the empirical assessment, we also removed these sites for tests with simulations of a constant-size
demographic history, although models trained with these simulations were not applied to empirical data.

We calculated each of these m = 9 summary statistics in p genomic windows across the region of interest, where
each window consists of 10 SNPs and overlaps with its neighbors for five SNPs. Because wavelet transformation
requires that the number of observations p be a power of two, we investigated p = 128, leading to 645 SNPs overall
used for classification of a genomic region. The classified SNP is the SNP that falls in center of the overlap of
windows p/2 and p/2 + 1, and is taken as the putative location of the site under selection. A schematic illustrating
how summary statistics are calculated in SURFDAWawve is given in Figure S37.

We also explore the use of other statistics that may better differentiate more complex types of selection, such as
the set of mean values of 72 between each window pair. Each one-dimensional statistic (i.e., ¥, Hy, Hi2, Ho/H;, and
the frequencies of first to fifth most common haplotypes) is computed using p = 128 overlapping windows, of which
64 are non-overlapping. Because the r? statistic calculated between each pair of windows is more time consuming to
compute than the one-dimensional statistics, we only compute the r? statistic between the p = 64 non-overlapping
10-SNP windows. In addition to the mean of 2, we also use the set of values for the variance, skewness, and kurtosis
of r2 computed at each window pair.

Simulations to test method performance

We designed SURFDAWawve to learn about adaptation in human populations, so for this reason we focus our simu-
lations on human based parameters. All simulation results use the software SLiM (Haller and Messer, 2017). We use
demographic estimates from Terhorst et al. (2017) to model the bottlenecks and expansions experienced by human
populations. In addition we also simulate a constant-size demographic history with an effective population size of
N = 10* (Takahata, 1993) diploid individuals. For all demographic histories we use a mutation rate of 1.25 x 10~8
(Scally and Durbin, 2012) and recombination rate drawn from an exponential distribution with mean 3 x 107 and
truncated at three times the mean (Schrider and Kern, 2017) to simulate genomic regions of length two Mb. For
selection simulations we let a mutation occur in a generation drawn uniformly at random between 1,020 and 3,000
generations ago, and set this mutation as beneficial with selection strength s € [0.005,0.5] (drawn uniformly at
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random on a log scale) once it reached frequency f € [1/(2N),0.1] (drawn uniformly at random on a log scale). This
results in our selection simulations containing both hard and soft sweeps. Some combinations of selection parameters
are difficult to achieve and for this reason may be under-represented in our simulations (compared to our input
parameters) (Figure S38).

To test the performance of SURFDAWave on more complex selection scenarios we simulate adaptive introgression.
To do this, we simulate a single population that splits into two populations (a recipient and a donor) at a time
randomly selected between 13,000 and 32,000 generations ago. This range captures the predicted split times among
human, Neanderthal, and Denisovan populations (Kuhlwilm et al., 2016). After allowing the two populations to
evolve in isolation, we then simulate a neutral mutation in the center of the two Mb chromosome to occur between
1,020 and 3,000 generations ago in the simulated donor population. Following this, the donor population admixes into
the recipient population in which the donor replace between 1 to 10% of the recipient population. After admixture,
we treat the simulation as a regular sweep setting and follow the protocol described for sweep simulations.

We also simulated background selection following the protocol described in Schrider and Kern (2017), in which
purifying selection is simulated by setting a negative selection coefficient if mutations fall within simulated coding
regions. The distribution of coding regions is drawn from both the phastCons (Siepel et al., 2005) and GENCODE
(Harrow et al., 2012) databases. Uniformly choosing a random starting point as a SNP in the human genome,
we simulate 103, two Mb chromosomes with 75% of mutations falling within coding regions to have a selection
coefficient drawn from a gamma distribution with mean —0.0294 with the remaining 25% as neutral, which models
the distribution of fitness effects consistent with the human genome (Boyko et al., 2008). As in Mughal and DeGiorgio
(2019), we simulated missing data by removing thirty percent of the simulated SNPs in blocks, with each of ten non-
overlapping blocks containing 3% of the total data. This process simulates the effects of filters that remove regions of
low mappability or alignability (Mallick et al., 2009). To test the accuracy of our prediction models we also simulate
1000 sweeps with background selection.

Because we are unsure of how much training data is required to adequately fit models with our noisy data,
we conducted an experiment to see how different numbers of training data points per class affect classification rates
(Figure S36). We include in our training data either 1000, 3000, 5000, or 7000 feature vectors for each class (adaptive
introgression, neutrality, or sweep). As we increase the number of training data points per class we see an increase
in the number of simulations classified correctly for both sweep and adaptive introgression classes. However, we also
observe a slight decrease in the number of neutral simulations classified correctly.

Comparison to Trendsetter

Mughal and DeGiorgio (2019) compared the method Trendsetter to other recently-developed methods for classifying
selective sweeps (Lin et al., 2011; Schrider and Kern, 2016; Kern and Schrider, 2018) and found Trendsetter to be
more robust to some confounding factors than previous methods, while remaining comparable in power to detect
selective sweeps. For this reason, and because Trendsetter models the function of importance of summary statistics,
we compare the performance of the SURFDAWawve classifier only to Trendsetter in this article. We use the summary
statistics @, Hy, Hi2, Ha/Hy, and frequency of the first, second, third, fourth, and fifth most common haplotypes
calculated at 128 windows as input data for training both in Trendsetter and SURFDAWave. Though implementation
differs from the original discussed in Mughal and DeGiorgio (2019), we use this new set of statistics (see Calculating
summary statistics) to directly compare the performances of the two methods. We compare classification rates of
SURFDAWawve using both Haar and Daubechies’ least-asymmetric wavelets with elastic net penalty v chosen through
cross validation to Trendsetter using both constant (d = 1) and linear (d = 2) trend penalties.

Application to empirical data

To locate regions of selection in human genomes, we conducted scans using phased haplotype data from the central
European (CEU) and sub-Saharan African Yoruban (YRI) populations in the 1000 Genomes Project dataset (The
1000 Genomes Project Consortium, 2015). Because some genomic regions are difficult to sequence, map, or align,
and result in low quality data that is prone to errors, we split the genomes into 100 kb non-overlapping segments, and
removed those with mean CRG100 score less than 0.9 (Derrien et al., 2012). As described in Calculating summary
statsitics, we also removed all sites with minor allele frequency less than three. We then split the remaining data for
each chromosome into windows of 10 SNPs where each window overlaps its neighbor for five SNPs, and computed
summary statistics discussed in section Calculating summary statistics for each window. As we are investigating
p = 128, each set of statistics for 128 windows comprises a feature vector. When scanning the genome, we shift one
window at a time, so that the putative site of selection (the middle SNP falling in the overlap of windows p/2 and
p/2 + 1) will shift by five SNPs each iteration. These feature vectors are used as input to both the SURFDAWave
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classifier and predictor. As we value the correct classification of neutral genomic regions, we use 5000 simulated
replicates of each class to train classifiers, because we notice a decrease in the number of correctly classified neutral
regions when we use more (Figure S36).

Acknowledgments

This research was funded by National Institutes of Health grant R35GM128590, National Science Foundation grant
DEB-1753489, the Alfred P. Sloan Foundation, a NIGMS funded training grant on Computation, Bioinformatics,
and Statistics (Predoctoral Training Program T32GM102057), the NASA Pennsylvania Space Grant Graduate Fel-
lowship, and the Graduate Research Innovation Grant from the Huck Institutes of the Life Sciences. Portions of this
research were conducted with Advanced CyberlInfrastructure computational resources provided by the Institute for
CyberScience at Pennsylvania State University.

References

7. J. Assaf, D. A. Petrov, and J. R. Blundell. Obstruction of adaptation in diploids by recessive, strongly deleterious
alleles. Proceedings of the National Academy of Sciences, 112:E2658-E2666, 2015.

K. Baker, S. L. Gordon, H. Melland, F. Bumbak, D. J. Scott, T. J. Jiang, D. Owen, B. J. Turner, S. G. Boyd,
M. Rossi, M. Al-Raqad, O. Elpeleg, D. Peck, G. M. S. Mancini, M. Wilke, M. Zollino, G. Marangi, H. Weigand,
I. Borggraefe, T. Haack, Z. Stark, S. Sadedin, B. C. for Mendelian Genomics, T. Y. Tan, Y. Jiang, R. A. Gibbs,
S. Ellingwood, M. Amaral, W. Kelley, M. A. Kurian, M. A. Cousin, and F. L. Raymond. SYT1-associated
neurodevelopmental disorder: a case series. Brain, 141:2576-2591, 2018.

T. Bersaglieri, P. C. Sabeti, N. Patterson, T. Vanderploeg, S. F. Schaffner, J. A. Drake, M. Rhodes, D. E. Reich,
and J. N. Hirschhorn. Genetic signatures of strong recent positive selection at the lactase gene. The American
Journal of Human Genetics, 74:1111 — 1120, 2004.

B. D. Bitarello, C. de Filippo, J. C. Teixeira, J. M. Schmidt, P. Kleinert, D. Meyer, and A. M. Andrs. Signatures of
Long-Term Balancing Selection in Human Genomes. Genome Biology and Evolution, 10:939-955, 2018.

J. P. Bollback, T. L. York, and R. Nielsen. Estimation of 2nes from temporal allele frequency data. Genetics, 179:
497-502, 2008.

A. R. Boyko, S. H. Williamson, A. R. Indap, J. D. Degenhardt, R. D. Hernandez, K. E. Lohmueller, M. D. Adams,
S. Schmidt, J. J. Sninsky, S. R. Sunyaev, T. J. White, R. Nielsen, A. G. Clark, and C. D. Bustamante. Assessing
the evolutionary impact of amino acid mutations in the human genome. PLoS Genetics, 4:1-13, 2008.

P. G. Bronson, S. J. Mack, H. A. Erlich, and M. Slatkin. A sequence-based approach demonstrates that balancing
selection in classical human leukocyte antigen (HLA) loci is asymmetric. Human Molecular Genetics, 22:252-261,
2012.

J. Chan, V. Perrone, J. P. Spence, P. A. Jenkins, S. Mathieson, and Y. S. Song. A likelihood-free inference frame-
work for population genetic data using exchangeable neural networks. In Proceedings of the 32Nd International
Conference on Neural Information Processing Systems, pages 8603-8614, 2018.

B. Charlesworth. Stabilizing selection, purifying selection, and mutational bias in finite populations. Genetics, 194:
955-971, 2013.

X. Cheng and M. DeGiorgio. Detection of Shared Balancing Selection in the Absence of Trans-Species Polymorphism.
Molecular Biology and Evolution, 36:177-199, 2018.

X. Cheng and M. DeGiorgio. Robust and window-insensitive mixture model approaches for localizing balancing
selection. bioRwiv, 2019. doi: 10.1101/645887.

A. L. Cook, W. Chen, A. E. Thurber, D. J. Smit, A. G. Smith, T. G. Bladen, D. L. Brown, D. L. Duffy, L. Pastorino,
G. Bianchi-Scarra, J. H. Leonard, J. L. Stow, and R. A. Sturm. Analysis of cultured human melanocytes based on
polymorphisms within the slc45a2/matp, slc24a5/nckx5, and oca2/p loci. Journal of Investigative Dermatology,
129:392 — 405, 2009.

13


https://doi.org/10.1101/834010
http://creativecommons.org/licenses/by/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/834010; this version posted November 7, 2019. The copyright holder for this preprint (which was
not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available
under aCC-BY 4.0 International license.

M. A. Cremona, M. Reimherr, F. Chiaromonte, H. Xu, K. D. Makova, and P. Madrigal. Functional data analysis
for computational biology. Bioinformatics, 2019.

G. Cybenko. Approximation by superpositions of a sigmoidal function. Math. Control Signal Systems, 2:303—-314,
1989.

I. Daubechies. Orthonormal wavelets of compactly supported wavelets. Communications on Pure and Applied
Mathematics, 41:909-996, 1988.

M. DeGiorgio, K. E. Lohmueller, and R. Nielsen. A model-based approach for identifying signatures of ancient
balancing selection in genetic data. PLoS Genetics, 10:1-20, 2014.

T. Derrien, J. Estell, S. Marco Sola, D. G. Knowles, E. Raineri, R. Guig, and P. Ribeca. Fast computation and
applications of genome mappability. PLoS ONE, 7:1-16, 2012.

H. Eiberg, J. Troelsen, M. Nielsen, A. Mikkelsen, J. Mengel-From, K. W. Kjaer, and L. Hansen. Blue eye color
in humans may be caused by a perfectly associated founder mutation in a regulatory element located within the
herc2 gene inhibiting oca2 expression. Human Genetics, 123:177-187, 2008.

M. Fagny, E. Patin, D. Enard, L. B. Barreiro, L. Quintana-Murci, and G. Laval. Exploring the Occurrence of Classic
Selective Sweeps in Humans Using Whole-Genome Sequencing Data Sets. Molecular Biology and Evolution, 31:
1850-1868, 2014.

L. Fehren-Schmitz and L. Georges. Ancient dna reveals selection acting on genes associated with hypoxia response
in pre-columbian peruvian highlanders in the last 8500 years. Scientific Reports, 6:23485—, 2016.

L. Flagel, Y. Brandvain, and D. R. Schrider. The Unreasonable Effectiveness of Convolutional Neural Networks in
Population Genetic Inference. Molecular Biology and Evolution, 36, 2019.

W. Gao, A. V. Makkuva, S. Oh, and P. Viswanath. Learning one-hidden-layer neural networks under general
input distributions. In Proceedings of Machine Learning Research, volume 89 of Proceedings of Machine Learning

Research, pages 1950-1959, 2019.

M. H. Brilliant. The mouse p (pink-eyed dilution) and human p genes, oculocutaneous albinism type 2 (oca2), and
melanosomal ph. Pigment Cell Research, 14:86-93, 2001.

B. C. Haller and P. W. Messer. SLiM 2: flexible, interactive forward genetic simulations. Molecular Biology and
Evolution, 34:230-240, 2017.

A. M. Harris, N. R. Garud, and M. DeGiorgio. Detection and classification of hard and soft sweeps from unphased
genotypes by multilocus genotype identity. Genetics, 210:1429-1452, 2018.

J. Harrow, A. Frankish, J. M. Gonzalez, E. Tapanari, M. Diekhans, F. Kokocinski, B. L. Aken, D. Barrell, A. Zadissa,
S. Searle, 1. Barnes, A. Bignell, V. Boychenko, T. Hunt, M. Kay, G. Mukherjee, J. Rajan, G. Despacio-Reyes,
G. Saunders, C. Steward, R. Harte, M. Lin, C. Howald, A. Tanzer, T. Derrien, J. Chrast, N. Walters, S. Bal-
asubramanian, B. Pei, M. Tress, J. M. Rodriguez, 1. Ezkurdia, J. van Baren, M. Brent, D. Haussler, M. Kellis,
A. Valencia, A. Reymond, M. Gerstein, R. Guigo, and T. J. Hubbard. GENCODE: the reference human genome
annotation for The ENCODE Project. Genome Res., 22:1760-1774, Sep 2012.

A. V.S Hill, C. E. M. Allsopp, D. Kwiatkowski, N. M. Anstey, P. Twumasi, P. A. Rowe, S. Bennett, D. Brewster,
A. J. McMichael, and B. M. Greenwood. Common west african hla antigens are associated with protection from
severe malaria. Nature, 352:595-600, 1991.

W. G. Hill and A. R. Robertson. Linkage disequilibrium in finite populations. Theoretical and Applied Genetics, 38:
226-231, 1968.

J.-J. Hublin. The earliest modern human colonization of europe. Proceedings of the National Academy of Sciences,
109:13471-13472, 2012.

A. D. Kern and D. R. Schrider. diplos/hic: An updated approach to classifying selective sweeps. G3: Genes,
Genomes, Genetics, 2018. doi: 10.1534/g3.118.200262.

14


https://doi.org/10.1101/834010
http://creativecommons.org/licenses/by/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/834010; this version posted November 7, 2019. The copyright holder for this preprint (which was
not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available
under aCC-BY 4.0 International license.

M. Kuhlwilm, I. Gronau, M. J. Hubisz, C. de Filippo, J. Prado-Martinez, M. Kircher, Q. Fu, H. A. Burbano,
C. Lalueza-Fox, M. de la Rasilla, A. Rosas, P. Rudan, D. Brajkovic, Z. Kucan, I. Gusic, T. Marques-Bonet, A. M.
Andrés, B. Viola, S. Paabo, M. Meyer, A. Siepel, and S. Castellano. Ancient gene flow from early modern humans
into eastern neanderthals. Nature, 530:429 EP —, 2016.

C. Y. Li Y. Q. Zhan, C. W. Xu, W. X. Xu, S. Y. Wang, J. Lv, Y. Zhou, P. B. Yue, B. Chen, and X. M. Yang.
Edag regulates the proliferation and differentiation of hematopoietic cells and resists cell apoptosis through the
activation of nuclear factor-kb. Cell Death € Differentiation, 11:1299-1308, 2004.

K. Lin, H. Li, C. Schl6tterer, and A. Futschik. Distinguishing positive selection from neutral evolution: Boosting
the performance of summary statistics. Genetics, 187:229-244, 2011.

L. Loog, M. G. Thomas, R. Barnett, R. Allen, N. Sykes, P. D. Paxinos, O. Lebrasseur, K. Dobney, J. Peters,
A. Manica, G. Larson, and A. Eriksson. Inferring Allele Frequency Trajectories from Ancient DNA Indicates That
Selection on a Chicken Gene Coincided with Changes in Medieval Husbandry Practices. Molecular Biology and
Evolution, 34:1981-1990, 2017.

A. Ludwig, M. Pruvost, M. Reissmann, N. Benecke, G. A. Brockmann, P. Castanos, M. Cieslak, S. Lippold,
L. Llorente, A.-S. Malaspinas, M. Slatkin, and M. Hofreiter. Coat color variation at the beginning of horse
domestication. Science, 324:485-485, 2009.

S. Mallick, S. Gnerre, and D. Reich. The difficulty of avoiding false positives in genome scans for natural selection.
Genome Research, 19:922-933, 2009.

I. Mathieson, I. Lazaridis, N. Rohland, S. Mallick, N. Patterson, S. A. Roodenberg, E. Harney, K. Stewardson,
D. Fernandes, M. Novak, K. Sirak, C. Gamba, E. R. Jones, B. Llamas, S. Dryomov, J. Pickrell, J. L. Arsuaga,
J. M. B. de Castro, E. Carbonell, F. Gerritsen, A. Khokhlov, P. Kuznetsov, M. Lozano, H. Meller, O. Mochalov,
V. Moiseyev, M. A. R. Guerra, J. Roodenberg, J. M. Verges, J. Krause, A. Cooper, K. W. Alt, D. Brown,
D. Anthony, C. Lalueza-Fox, W. Haak, R. Pinhasi, and D. Reich. Genome-wide patterns of selection in 230
ancient eurasians. Nature, 528:499-503, 2015.

H. Monajemi, R. D. Fontijn, H. Pannekoek, and A. J. Horrevoets. The apolipoprotein | gene cluster has emerged
recently in evolution and is expressed in human vascular tissue. Genomics, 79:539 — 546, 2002.

S. M. Mousavi and H. Sgrensen. Multinomial functional regression with wavelets and lasso penalization. Econometrics
and Statistics, 1:150-166, 2017.

M. R. Mughal and M. DeGiorgio. Localizing and classifying selective sweeps with trend filtered regression. Molecular
Biology and Evolution, 36:2, 2019.

G. P. Nason. Wawvelet Methods in Statistics with R. Springer, New York, NY, 1st edition, 2008.

J. K. Pickrell, G. Coop, J. Novembre, S. Kudaravalli, J. Z. Li, D. Absher, B. S. Srinivasan, G. S. Barsh, R. M.
Myers, M. W. Feldman, and J. K. Pritchard. Signals of recent positive selection in a worldwide sample of human
populations. Genome Research, 19:826-837, 2009.

F. Racimo, S. Sankararaman, R. Nielsen, and E. Huerta-Sanchez. Evidence for archaic adaptive introgression in
humans. Nature Reviews Genetics, 16:359 EP —, 2015.

J. O. Ramsay and B. W. Silverman. Functional Data Analysis. Springer, New York, NY, 2nd edition, 2005.

S. Sankararaman, S. Mallick, M. Dannemann, K. Priifer, J. Kelso, S. Pdabo, N. Patterson, and D. Reich. The
genomic landscape of neanderthal ancestry in present-day humans. Nature, 507:354-357, 2014.

A. Scally and R. Durbin. Revising the human mutation rate: implications for understanding human evolution.
Nature Reviews Genetics, 13:745, 2012.

J. G. Schraiber, S. N. Evans, and M. Slatkin. Bayesian inference of natural selection from allele frequency time series.
Genetics, 203:493-511, 2016.

D. R. Schrider and A. D. Kern. S/HIC: robust identification of soft and hard sweeps using machine learning. PLoS
Genetics, 12:1-31, 2016.

15


https://doi.org/10.1101/834010
http://creativecommons.org/licenses/by/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/834010; this version posted November 7, 2019. The copyright holder for this preprint (which was
not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available
under aCC-BY 4.0 International license.

D. R. Schrider and A. D. Kern. Soft sweeps are the dominant mode of adaptation in the human genome. Molecular
Biology and Evolution, 34:1863—-1877, 2017.

D. Setter, S. Mousset, X. Cheng, R. Nielsen, M. DeGiorgio, and J. Hermisson. Volcanofinder: genomic scans for
adaptive introgression. bioRziv, 2019. doi: 10.1101/697987.

A. Siepel, G. Bejerano, J. S. Pedersen, A. S. Hinrichs, M. Hou, K. Rosenbloom, H. Clawson, J. Spieth, L. W. Hillier,
S. Richards, G. M. Weinstock, R. K. Wilson, R. A. Gibbs, W. J. Kent, W. Miller, and D. Haussler. Evolutionarily
conserved elements in vertebrate, insect, worm, and yeast genomes. Genome Res., 15:1034-1050, Aug 2005.

K. M. Siewert and B. F. Voight. Detecting Long-Term Balancing Selection Using Allele Frequency Correlation.
Molecular Biology and Evolution, 34:2996-3005, 2017.

K. M. Siewert and B. F. Voight. Betascan2: Standardized statistics to detect balancing selection utilizing substitution
data. bioRziv, 2018. doi: 10.1101/497255.

J. M. Smith and J. Haigh. The hitch-hiking effect of a favourable gene. Genetical Research, 23:2335, 1974.

P. Sulem, D. F. Gudbjartsson, S. N. Stacey, A. Helgason, T. Rafnar, K. P. Magnusson, A. Manolescu, A. Karason,
A. Palsson, G. Thorleifsson, M. Jakobsdottir, S. Steinberg, S. Pélsson, F. Jonasson, B. Sigurgeirsson, K. Thoris-
dottir, R. Ragnarsson, K. R. Benediktsdottir, K. K. Aben, L. A. Kiemeney, J. H. Olafsson, J. Gulcher, A. Kong,
U. Thorsteinsdottir, and K. Stefansson. Genetic determinants of hair, eye and skin pigmentation in europeans.
Nature Genetics, 39:1443 EP —, 2007.

N. Takahata. Allelic genealogy and human evolution. Molecular Biology and Evolution, 10:2-22, 1993.

J. Terhorst, J. A. Kamm, and Y. S. Song. Robust and scalable inference of population history from hundreds of
unphased whole-genomes. Nature Genetics, 49:303-309, 2017.

The 1000 Genomes Project Consortium. A global reference for human genetic variation. Nature, 526:68-74, 2015.

M. Uhlén, L. Fagerberg, B. M. Hallstrém, C. Lindskog, P. Oksvold, A. Mardinoglu, A. Sivertsson, C. Kampf,
E. Sjostedt, A. Asplund, I. Olsson, K. Edlund, E. Lundberg, S. Navani, C. A.-K. Szigyarto, J. Odeberg,
D. Djureinovic, J. O. Takanen, S. Hober, T. Alm, P.-H. Edqvist, H. Berling, H. Tegel, J. Mulder, J. Rockberg,
P. Nilsson, J. M. Schwenk, M. Hamsten, K. von Feilitzen, M. Forsberg, L. Persson, F. Johansson, M. Zwahlen,
G. von Heijne, J. Nielsen, and F. Pontén. Tissue-based map of the human proteome. Science, 347, 2015.

C. Vilario-Gell, C. Wider, O. Ross, J. Dachsel, J. Kachergus, S. Lincoln, A. Soto-Ortolaza, S. Cobb, G. Wilhoite,
J. Bacon, B. Behrouz, H. Melrose, E. Hentati, A. Puschmann, D. Evans, E. Conibear, W. Wasserman, J. Aasly,
P. Burkhard, R. Djaldetti, J. Ghika, F. Hentati, A. Krygowska-Wajs, T. Lynch, E. Melamed, A. Rajput, A. Rajput,
A. Solida, R.-M. Wu, R. Uitti, Z. Wszolek, F. Vingerhoets, and M. Farrer. Vps35 mutations in parkinson disease.
The American Journal of Human Genetics, 89:162 — 167, 2011.

M. Visser, R.-J. Palstra, and M. Kayser. Human skin color is influenced by an intergenic DNA polymorphism
regulating transcription of the nearby BNC2 pigmentation gene. Human Molecular Genetics, 23:5750-5762, 2014.

B. F. Voight, S. Kudaravalli, X. Wen, and J. K. Pritchard. A map of recent positive selection in the human genome.
PLOS Biology, 4:€72, 2006.

J.-L. Wang, J.-M. Chiou, and H.-G. Mller. Functional data analysis. Annual Review of Statistics and Its Application,
3:257-295, 2016.

S. Wilde, A. Timpson, K. Kirsanow, E. Kaiser, M. Kayser, M. Unterlander, N. Hollfelder, I. D. Potekhina, W. Schier,
M. G. Thomas, and J. Burger. Direct evidence for positive selection of skin, hair, and eye pigmentation in europeans
during the last 5,000 y. Proceedings of the National Academy of Sciences of the United States of America, 111:
4832-4837, 2014.

Y. Zhao, R. T. Ogden, and P. T. Reiss. Wavelet-based lasso in functional linear regression. Journal of computational
and graphical statistics, 21:600-617, 2012.

16


https://doi.org/10.1101/834010
http://creativecommons.org/licenses/by/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/834010; this version posted November 7, 2019. The copyright holder for this preprint (which was
not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available
under aCC-BY 4.0 International license.

G. Zhu, D. M. Evans, D. L. Duffy, G. W. Montgomery, S. E. Medland, N. A. Gillespie, K. R. Ewen, M. Jewell, Y. W.
Liew, N. K. Hayward, and et al. A genome scan for eye color in 502 twin families: Most variation is due to a qtl
on chromosome 15q. Twin Research, 7:197210, 2004.

H. Zou and T. Hastie. Regularization and variable selection via the elastic net. Journal of the Royal Statistical
Society: Series B (Statistical Methodology), 67:301-320, 2005.

17


https://doi.org/10.1101/834010
http://creativecommons.org/licenses/by/4.0/

bioRxiv preprint doi: https://doi.org/10.1101/834010; this version posted November 7, 2019. The copyright holder for this preprint (which was
not certified by peer review) is the author/funder, who has granted bioRxiv a license to display the preprint in perpetuity. It is made available
under aCC-BY 4.0 International license.

Neutral
Sweep

Standardized H,

Wavelet representation H;

Wavelet coefficient H;

Levels

N

Coefficients

Regression coefficient function H;

Genomic position

Genomic position

Genomic position

Genomic position

H,

Standardized H;

Wavelet representation H,

Wavelet coefficient H;

Levels

L]

Coefficients

Regression coefficient function H;

Sty
N

N

~N

|
|
|
I -~

Z

-~

Genomic position Genomic position Genomic position Genomic position

Figure 1: Cartoon illustrating SURFDAWave function. For each statistics, SURFDAWave standardizes
values before transforming values into their wavelet representations (Middle boxes in both rows). The
wavelet representation are analyzed at all possible levels from the most detail or highest level to least
detail or lowest level (Right of middle boxes in both rows). The top row shows how a binary classifier
chooses wavelet coefficients to differentiate between sweeps and neutrality. The bottom row shows how
there is a separate model for each selection parameter we predict. In this case the three different colored
lines in the right box are the regression coefficient functions for three different selection parameters.
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Figure 2: SURFDAWave classifier performance on simulated data. (Left column) Power to differenti-
ate between sweep and neutrality by comparing the probability of a sweep under sweep simulations with
the same probability in simulations of neutrality when using varying ~ penalties, wavelet types, and de-
mographic histories. (Top row confusion matrices) Confusion matrices comparing classification rates of
SURFDAWave using Daubechies’ least-Asymmetric wavelets to estimate spatial distributions of summary
statistics when using either v = 1, v = 0, or 7 chosen through cross validation. (Middle row confusion
matrices) Confusion matrices comparing classification rates of SURFDAWave using Haar wavelets to es-
timate spatial distributions of summary statistics when using either v = 1, v = 0, or v chosen through
cross validation. (Bottom row confusion matrices) Confusion matrices comparing classification rates of
Trendsetter with constant (d = 1) trend penalty, Trendsetter with linear (d = 2) trend penalty trained
and tested with simulations based on CEU demographic history and SURFDAWave with varying elastic
net penalties () trained and tested with constant demographic history.
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Figure 3: SURFDAWawve classifier performance on simulated data trained and tested with simulations
conducted with YRI demographic history parameters using Daubechies’ least-Asymmetric wavelets to esti-
mate spatial distributions of summary statistic. (Left) Power to differentiate between sweep and neutrality
by comparing the probability of a sweep under sweep simulations with the same probability in simula-
tions of neutrality when using varying 7 penalties. (Right confusion matrices) Confusion matrices showing
classification rates using v = 1, v = 0, or y chosen through cross validation.
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Figure 4: SURFDAWave classification rates when differentiating among adaptive introgression, sweeps,
and neutrality. The two left columns are showing classification rates when trained and tested with simula-
tions conducted under CEU European demographic history specifications, and the two right columns show
the same for with simulations for the YRI Yoruban population. The first and third confusions matrix show
results using summary statistics 7w, Hy, Hi2, Ha/H1, and frequencies of first to fifth most common haplo-
types, while the column on the second and fourth confusion martix show results including the preceding
statistics as well as the mean, varaiance, skewness, and kurtosis of 2. The ~ for the classifiers trained with
only the one dimensional statistics is chosen through cross validation, but is specified v = 1 for the results
in the column on the right. The level is chosen through cross validation for all models.
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Figure 5: Three dimensional representations of reconstructed wavelets from regression coefficients (Ss)
when differentiating among adaptive introgression, sweeps, and neutrality scenarios for summary statistics
kurtosis of pairwise r2 for SURFDAWave when v = 1, when trained with statistics 7, Hy, Hy2, Ha/Hq,
frequencies of first to fifth most common haplotypes, and mean, variance, skewness, and kurtosis of pairwise
r2. SURFDAWave was trained on simulations of scenarios simulated under demographic specifications for
Furopean CEU demographic history. Note that the wavelet reconstructions for all summary statistics
are plotted on the same scale, thereby making the distributions of some summaries difficult to decipher as
their magnitudes are relatively small. SURFDAWave results shown are using Daubechies’ least-asymmetric
wavelets wavelets to estimate spatial distributions of summary statistics. Level 1 chosen through cross-
validation.
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Figure 6: SURFDAWave’s robustness to missing data and background selection. (Left) Probability of
mis-classifying neutrally-evolving genomic regions missing data as a sweep. Comparing probability of
sweep in simulations missing data (probability of false signal) with the probability of any sweep in neu-
tral simulations. (left-middle) Probability of mis-classifying background selection simulations as sweep.
Comparing the probability of a sweep in simulations of background selection with probability of sweep
in neutral simulations. (Right) Confusion matrices showing classification rates of SURFDAWave when
classifying simulations of each class with missing data, and when classifying background selection simula-
tions. SURFDAWawve is trained to differentiate sweeps and neutrality using Daubechies’ least-Asymmetric
wavelets. Optimal v and and level were chosen through cross validation.
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Figure 7: Difference between unstandardized selection parameters with SURFDAWave for the CEU and
YRI demographic models. (Left box plot) Difference in prediction and truth of log scaled time at which
mutation became beneficial. (Middle box plot) Difference in prediction and truth of log scaled frequency
reached by mutation prior to it becoming beneficial (f). (Right box plot) Difference in prediction and
truth of log scaled selection coefficient (s).
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Figure 8: Predicted distribution of selection parameters for all genes in YRI (orange) and CEU (blue)
with probability of being classified as sweep greater than 0.7 (Left) Distribution of predicted time of
selection. (Middle) Distribution of predicted frequency reached by mutation before becoming beneficial
(initial frequency (f)). (Right) Distribution of predicted selection coefficient (s).
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