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Summary

Polygenic risk scores obtained as a weighted sum of associated variants can be used to
explore association in additional data sets and to assign risk scores to individuals. The
methods used to derive polygenic risk scores from common SNPs are not suitable for
variants detected in whole exome sequencing studies. Rare variants which may have major
effects are seen too infrequently to judge whether they are associated and may not be
shared between training and test subjects. A method is proposed whereby variants are
weighted according to their frequency, their annotations and the genes they affect. A
weighted sum across all variants provides an individual risk score. Scores constructed in this
way are used in a weighted burden test and are shown to be significantly different between
schizophrenia cases and controls using a five-way cross validation procedure. This
approach represents a first attempt to summarise exome sequence variation into a summary
risk score, which could be combined with risk scores from common variants and from
environmental factors. It is hoped that the method could be developed further.
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Introduction

Polygenic scores have found widespread application since they were used in a GWAS of
schizophrenia (Purcell et al., 2009). In this study, very large numbers of variants showing
weak association signals in a training set of cases with schizophrenia and controls were
used to produce a score which was higher in a test set of cases with schizophrenia than
controls and was also increased in subjects with bipolar disorder. As noted previously, the
two main functions of the polygenic score are to demonstrate that variants selected from the
training set are associated with the trait in the test set and to provide an overall assessment
of an individual’s genetic risk (Dudbridge, 2013). The score consists of a weighted sum of
the scores of the variant alleles possessed by the test subject. Different methods can be
used to select the variants to be included and to assign their weights (Euesden et al., 2015).
A key feature is that a large number variants is used and it is understood that many will not
in fact be truly associated with the trait. As the sample size for the training set increases, so
does the power to distinguish the truly associated variants and hence the polygenic score
can become a more accurate determinant of genetic risk.

Recently, association studies have been carried out involving whole exome sequencing of
thousands of subjects. For non-Mendelian diseases it is expected that there will be
contributions to genetic risk from a number of different loci but it is not straightforward to



obtain polygenic scores using a process similar to that which is appropriate for GWAS SNPs.
There are several of reasons for this. One is that exome sequencing detects a very large
number of variants and that rare variants tend to have weaker LD relationships than
common SNPs, meaning that the number of independent signals is greater. However the
main problem is that very rare variants may have major effects on risk but that they are so
infrequent that there is very little information as to which variants are individually associated.
A recent exome-sequencing study of schizophrenia concluded that singleton variants,
observed only in one study subject and never in EXAC, did have major effects (Genovese et
al., 2016). One could never hope to derive a polygenic score using such variants because
one could never know if a specific singleton variant had an effect or not and even if it did one
would not expect to see it in a test subject. Another difference between GWAS SNPs and
exome sequence variants is that the latter have a higher intrinsic information content. Some
GWAS SNPs may be identified as being associated with gene expression but for many
SNPs one can make only weak inferences about likely effect and one may not even know
which gene is functionally relevant. However, an exome variant can be annotated and one
can make reasonable predictions about which gene is likely to be affected and the nature of
the effect. It would be desirable to incorporate such information into a score designed to
reflect genetic risk.

Overall, it seems that a polygenic risk score derived from exome sequence variants should
be able to utilise variants which have not been seen in the training set but which are, in
some defined way, similar to them. It will be expected that the risk score will make use of
information about the likely effect of the variant and about the gene or type of gene which it
affects. Such a scheme was devised and applied to the schizophrenia case-control dataset.

Methods
Exome sequence data

The data analysed consisted of whole exome sequence variants downloaded from dbGaP
from a Swedish schizophrenia association study containing 4968 cases and 6245 controls
(Genovese et al., 2016). The original analysis demonstrated that there was an excess of
damaging ultra-rare variants among cases, concentrated in particular gene sets. This
sample included the 2545 cases and 2545 controls used for previously reported exome
sequence association studies (Curtis, 2016, 2013; Purcell et al., 2014). The dataset was
managed and annotated using the GENEVARASSOC program which accompanies
SCOREASSOC (https://github.com/davenomiddlenamecurtis/geneVarAssoc). Version hg19
of the reference human genome sequence and RefSeq genes were used to select variants
on a gene-wise basis.

A number of QC processes were applied. Variants were excluded if they did not have a
PASS in the information field and individual genotype calls were excluded if they had a
guality score less than 30. Variants were also excluded if there were more than 10% of
genotypes missing or of low quality in either cases or controls or if the heterozygote count
was smaller than both homozygote counts in both cohorts. A preliminary weighted burden
test analysis using variants with MAF<0.01 was carried out using SCOREASSOC (Curtis,
2012). This identified several genes which had a significant excess of rare, functional
variants in cases but on closer examination it emerged that these results were driven by
variants which were reported in EXAC to have a markedly different allele frequency in


https://github.com/davenomiddlenamecurtis/geneVarAssoc

Finnish as opposed to non-Finnish Europeans (Lek et al., 2016). In order to address this
issue we set out to identify those subjects who appeared to have a substantial Finnish
component to their ancestry. To do this, for each subject the genotype of the variant with the
highest MAF in each of 18349 genes was used to calculate an odds ratio based on the
Finnish versus non-Finnish European allele frequencies presented in EXAC r.03. The logs of
these odds ratios were then summed to produce a measure denoted as the F score. The
distributions of the F scores in cases and controls were plotted and each distribution was
mostly normally distributed but had an extended right tail, indicating that a proportion of both
cases and controls were likely to have substantial Finnish ancestry. The right tail was larger
in the cases and overall the cases had significantly higher F scores than controls (t=16.4,
df=11212, p=2.2e-16). Overall the mean F score was -13.0 with SD 24.3. A cut-off value of
10 was chosen to exclude the right tails, and subjects with a higher score were removed,
comprising 743 cases and 411 controls. When the gene-wise weighted burden tests were
repeated on the reduced sample of 4225 cases and 5834 controls the previous anomalous
results did not recur and the tests generally conformed with the expected null hypothesis
distribution. It thus appeared that this process had produced a more homogeneous dataset
which was used in the subsequent analyses.

Risk score overview

In order to construct an exome-wide risk score the aim was to follow the approach
implemented in SCOREASSOC and provide a weight for each variant based on its
frequency and predicted function (Curtis, 2012). Thus, subjects with more rare, functional
variants would receive higher scores. A gene-wise risk score is derived as the sum of the
variant-wise weights, each multiplied by the number of alleles of the variant which a given
subject possesses. If a single set of weights is used then this approach produces a test for
association in which the asymptotic p values conform closely with those obtained from
permutation testing (Curtis, 2016). An exome-wide risk score can be derived as the weighted
sum of gene-wise scores, with some genes being weighted more highly than others.
Potentially such a model has a large number of parameters because a different weight can
be assigned to each variant and to each gene.

Variant weighting

Each variant was annotated using VEP, PolyPhen and SIFT (McLaren et al.,
2016)(Adzhubei et al., 2013; Kumar et al., 2009). VEP produces annotations for 36 different
possible types of variant. In order to reduce the parameter space, each variant type was
characterised according to whether each of seven attributes was applicable to it, these
attributes being: possibly having a non-coding effect through being in a regulatory region or
intronic; in UTR; in coding region; nonsynonymous; loss of function; possibly or probably
damaging according to PolyPhen; deleterious according to SIFT. Table 1 shows the list of
VEP annotation types along with which attributes would be applicable to each. Each attribute
would be assigned a weight and then the weight for a particular variant would consist of the
sum of weights of its applicable attributes. A background weight for the attribute "any variant
would also be assigned, meaning that in all a total of eight attribute weights could be used to
generate functional weights for all variants. So, for example, the weight for a variant
annotated as 5' UTR would be the sum of three weights for any variant, possible non-coding
effect and UTR.



For a general application, the weight for each variant would also be multiplied by a factor
based on its frequency, with rarer variants being given higher weight. However previous
research has made it clear that there are no common variants with a substantial effect on
risk of schizophrenia and hence it was decided to restrict attention to variants with MAF of
0.01 or less in either cases or controls. In these circumstances the weighting scheme based
on frequency as implemented in SCOREASSOC would have had a negligible effect in terms
of distinguishing between rare and extremely rare variants and so no frequency-based
weighting was applied. Applying the above QC processes and allele frequency restriction
yielded genotypes for 1,177,741 variants in 19,627 genes.

Gene weighting

In principle, with improved knowledge about the genetic contribution to schizophrenia risk it
would be possible to assign weights to individual genes. At present it is not clear which
individual genes are involved or the magnitude of their associated risks. However previous
work has proposed sets of genes which may be enriched for rare, functional variants in
schizophrenia cases (Curtis, 2016; Genovese et al., 2016; Purcell et al., 2014). The lists of
genes for the gene sets tested for enrichment in the original analysis of this dataset are
shown in Table 2. In addition to these, a set was created of which all genes were a member.
Rather than assign a weight to each gene separately, a weight could be assigned to each
gene set and then the weight for a gene could be defined as the sum of the weights of all the
gene sets of which it was a member.

Matrix notation

With this approach in mind, an overall risk score can be calculated as the product of a
number of matrices, as follows:

A is a matrix which defines which attributes are possessed by each variant. It has columns
equal to Nvar, the number of variants, and rows equal to Nawib, the number of attributes, here
8. Ajis 1 or 0, depending on whether the jth variant has the ith attribute.

F is diagonal matrix with Ny, rows and columns. The diagonal elements consist of weights
derived from the allele frequency so that variants with high MAF have a weight close to 1
and rare variants have a weight close to an arbitrarily chosen weighting factor, as
implemented in SCOREASSOC and as described previously (Curtis, 2012). As stated
above, this weighting was not applied for the current analyses, equivalent to setting all
diagonal elements to 1.

I is the indicator matrix which codes the subject genotype at each variant. It is a diagonal
matrix with Nvar rows and columns and the diagonal elements consist of 0, 1 or 2 depending
on how many copies of the minor allele of the variant the subject possesses. If a subject had
an unknown genotype they would be assigned a value of 2xMAF.

G is a matrix with Nvar rows and number of columns equal to Ngene, the number of genes
tested. Gjj is 1 if the ith variant is in the jth gene, with the other elements of the row being 0.
Variants were extracted and dealt with one gene at a time and each variant was assigned to
the gene for which it was extracted. Since for each gene all variants were extracted between
the transcription start and end sites, a small number of variants in overlapping genes would



have been extracted twice and would be dealt with as two different variants, each assigned
to a different gene.

S is a matrix with Ngene rows and number of columns equal to Nset, the number of gene sets
used. Sjis 1 if the ith gene is a member of the jth gene set and 0 otherwise. Since a gene
can be a member of more than 1 set, there could be several 1 values in each row.

Wt is a row vector with Nax elements providing the weights for each attribute.
Wset is column vector with Nse: elements providing the weights for each gene set.
Using this notation, the overall risk score R for a subject is given by:
R=WaXAXFXIXGXSXWset

Only the values for elements of | differ between subjects.

In order to allow rapid recalculation of the risk score for different values of the weights for the
gene sets and variant attributes, it is helpful to calculate for each subject an intermediate
matrix D with Nset columns and Nax rows which contains a summary of aggregate scores by
gene set and attribute so that we have:

D=AxFxIxGxS
R =Wait X D X Wset
Practical implementation

In order to implement this system in practice the following procedure was applied. VEP, SIFT
and PolyPhen annotations were obtained for all the variants in the case-control VCF file.
GENEVARASSOC was used to extract the genotypes for variants one gene at a time and
used the annotations to provide a code for each variant consisting of a binary number
denoting the attributes which were applicable to that variant. That is, attributes were
numbered consecutively from 1 and if attribute i was applicable to the variant then one would
add 2'to the code. Using this scheme, a variant with the second and third attributes would
have a weight of 110 in binary notation, i.e. 6. Next, a custom-written program was used to
produce aggregate attribute scores from the variant scores by decoding the weight to
determine which attributes were applicable to each variant. At this stage, weighting for
frequency could also have been applied. Using the above notation, this was equivalent to
obtaining A x F x | for each subject and each gene. Finally, these attribute scores for each
gene were combined into attribute scores for each gene set based on which genes were
members of each set This resulted in a condensed dataset consisting of, for each subject,
the aggregate scores for each attribute and gene set, denoted D above.

As described previously, a weighted burden test can be carried out by performing a two
sample t test to compare the risk score, R, between cases and controls (Curtis, 2012). In
order to find a set of weights which best distinguishes cases from controls we can simply
seek to maximise this t statistic. A program was written which would:

(1) Read in the subject-wise scores aggregated by attribute and gene set along with a
set of weights for attributes and gene sets;
(2) calculate the t statistic;



(3) maximise the t statistic over different values for the weights using Powell's conjugate
direction method, which does not require that a function be differentiable (Powell,
1964).

Powell's method was implemented using the dlib library (King, 2009).
Model-fitting and cross-validation

Initially, maximisation of the t statistic was carried out for the whole dataset for all 8 attribute
weights and 36 gene set weights in order to find the best-fitting values. For each weight a "1
t confidence interval" was then defined as the range of values which could be assigned to
that weight, keeping all other weights fixed, which would yield a t statistic no less than the
maximum t statistic minus 1.

To find a good-fitting minimal set of weights a step-wise procedure was followed. The weight
for each attribute or gene set in turn was set to 0 and the t statistic was recalculated. If any
produced a reduction in the t statistic to less than 1 below the original maximum the weight
producing the smallest reduction was fixed at 0 and then the maximisation was repeated
again over all the surviving weights.

In order to assess the statistical significance of the fitted risk scores, a five-way
leave-one-out cross-validation procedure was used. Maximisation to find the best-fitting
weights was carried out in a training four-fifths of the dataset and then risk scores were
calculated using these weights in the remaining test fifth. In addition, the t statistic which
would have been obtained in the entire sample using these weights was calculated. This
was repeated five times. The risk scores from each test fifth were then standardised by
subtracting the mean and dividing by the standard deviation and then all five were combined
and a t test was performed on the standardised risk scores for the whole sample.

In order to assess the statistical significance of fitted risk scores derived from a minimal set
of weights the step-wise process described above was carried for each four-fifths and then
the weight obtained were used to calculate risk scores in the remaining fifth. Again, the
combined, standardised risk scores obtained from the test subjects were then compared
using a t test.

The ability of the standardised risk scores in the test subjects to distinguish cases from
controls was by calculating the receiver operating characteristic curve using the pROC
package (Robin et al., 2011).

The results are affected by the relative rather than absolute values of the weights, so in
order to aid comparison of the results in the tables all the fitted weights were scaled so that
the average magnitude for gene set weights and for the attribute weights would be 10.

Results

An unweighted analysis was performed by providing a weight of 1 for any gene and any
variant with all other weights set to 0 and this produced a t statistic of 3.1. Fitting all gene set
and attribute weights produced a maximised t statistic of 9.5 with the fitted values shown in
Table 3. As can be seen, many weights had a wide confidence interval which included 0 and
hence could be taken not to materially contribute to the fit. Applying the stepwise procedure
to retain only important weights resulted in the minimal set also shown in Table 3. This



includes weights for 8 out of the 32 gene sets and 3 of the attributes and with this reduced
parameter set it was possible to produce a maximised t statistic of 8.6. The attributes with
positive weights in this model were any variant, PolyPhen damaging and SIFT deleterious.
The weights for both nonsynonymous and LOF could be set to 0, presumably because
variants with this consequence could be adequately weighted using the SIFT and PolyPhen
attributes.

The weights fitted for each of the five training sets are shown in Table 4. Each set consists of
a different four fifths of the dataset and hence they overlap with each other and the fitted
weights they yield are similar though not identical. When the fitted weights were used to
calculate a t statistic in the whole sample, the different training sets produced values ranging
from 8.4 to 9.2, showing that each set of weights represented a solution reasonably close to
the best attainable. The scores for the test samples in each fifth not used for training were
standardised and combined and then a t test was performed comparing scores in cases and
controls. This produced a t statistic of 3.3 with a p value of 0.001, demonstrating that the risk
scores which are produced are indeed associated with risk of schizophrenia and are not
simply an artefact of the fitting process.

The fitted weights produced by applying the step-wise procedure to each training set are
shown in Table 5. It can be seen that there is considerable variation in the parameters
retained. However the t statistics obtained for the whole sample using these weights varied
between 7.4 and 8.3, showing that the different combinations of parameters selected were
all able to produce risk scores which differed between cases and controls. When the
standardised scores from the cases and controls not used for training were compared, the
results were significant with a t statistic of 3.4 and a p value of 0.0006. Using either the full
set of parameters or the minimal set, the ability of the risk score to distinguish cases from
controls was extremely modest, with an area under the curve of only 0.52 in both situations.

Thus, the minimal parameter sets found by the stepwise procedure result in risk scores
which differ between cases from controls to a similar extent to the full set. The SIFT
deleterious attribute is given a strong positive weight by all five training sets while PolyPhen
damaging is used in two and LOF in one. The attribute for non-coding effect has a small
positive weight in three of the training sets. With respect to gene sets, in all training sets
X.excape is given a large positive weight and pLI0O9 a small positive weight. These are the
sets of genes which escape X inactivation and genes which are LOF intolerant. In four out of
five training sets genes which are close to GWAS hits are given a strongly positive weight.
Some gene sets are given negative weights. In four of the training sets dd, genes associated
with developmental disability, is given a strongly negative weight and in two training sets the
combined X-linked disability is given a positive weight but subsets of X-linked disability
genes are weighted negatively. One way to interpret such findings is to view negative
weights as encoding a "but not if " relationship. For example, "escapes X inactivation but not
if associated with developmental disability”. Of note is that there was no consistent retention
of any of the gene sets which might be viewed as more specifically implicated in
schizophrenia, such a de novo variants, or related to biology, such as neuronal,
post-synaptic density or NMDA receptor genes.

Discussion



The method presented here represents a first attempt to combine information from
exome-wide variants into a single risk score. The association of the score with the trait in test
subjects is statistically significant although with minimal effect size. One possible explanation
for this is that the gene sets used provide a poor categorisation of which genes do and do
not influence risk of schizophrenia. If this is the case then one would hope that performance
of the method would improve as more knowledge is accumulated to lead to better definition
of risk genes. However an alternative explanation would be that some of the gene sets do
indeed consist mostly of genes influencing risk but that the variation within these genes is so
widespread that only a small minority of variants have an effect and that the scheme used
here to categorise variant effects is unable to distinguish them. Again, as additional
knowledge emerges it might be possible to devise improved classification schemes which
would feed into an improved weighting system.

The approach presented does provide a framework to systematically explore different kinds
of contribution to risk. Given the complexity of the genetic architecture of schizophrenia, the
sample sizes used here are too small for definite conclusions to be drawn but the results do
illustrate the kind of inferences that could be made. For example, the results suggest that the
SIFT prediction makes an important contribution to risk score but that other classifications do
not provide much additional information. Likewise, the results suggest that genes which are
loss of function intolerant, escape X inactivation or are implicated by a GWAS may be
relevant to risk. However once these factors are taken into account the classifications which
were chosen to reflect biological function do not appear to improve performance. The fact
that some intellectual disability gene sets were given positive weights while others, including
the genes for developmental disorder, were given negative weights hints at the notion that a
subset of these genes influence schizophrenia risk and it is possible that one could use the
risk score to explore this further. In general, the weighting of gene sets and variant attributes
allows for a formal method to produce a summary risk score from all exome variants and to
systematically explore the performance of different weighting schemes.

The fact that all variant attributes and gene sets are considered jointly may provide this
approach with some advantage of methods which dichotomise variants in different ways.
There will be considerable sharing of attributes across variants and of genes across gene
sets and the fitting method may allow better discrimination of the relevant influences on risk.
For example, if two gene sets overlap then in a dichotomised analyses variants in both sets
may show enrichment in cases. However if one set only shows enrichment by virtue of the
fact that it contains many genes from the other set but provides no independent effect of its
own then the fitted weight will tend to be zero. On the other hand, if both gene sets make an
independent contribution then they may each receive a positive weight.

A risk score from exome variants could be combined with a polygenic risk score from
common SNPs. It could also be combined with risk scores derived from identified rare
variants which have been shown to have a major effect on risk, such as specific copy
number variants and gene mutations (Raychaudhuri et al., 2010; Singh et al., 2016). A
recent study of autism has demonstrated that in subjects who possess rare variants having
major effects on risk for autism, common variants can increase this risk further (Weiner et
al., 2017). Likewise, environmental factors could be incorporated to provide an overall
assessment of disease risk.



The method as presented assumes that the cases and controls are drawn from the same
population and does not include population principal components as covariates. Because it
does not study individual variants but types of variant it may be relatively robust to
differences in allele frequencies between sub-populations. On the other hand, if there were
among cases an over-representation of a sub-population in which there was a higher
frequency in general of rare variants then this would produce false positive results. Hence it
seemed important to exclude all subjects which appeared to have a substantial contribution
of Finnish ancestry since otherwise the excess of Finnish alleles among cases would have
been problematic. Given that the contribution to risk score seemed to be confined to
particular gene sets and variant types, it seems that this procedure did result in an
acceptably homogeneous dataset.

The measure chosen to distinguish cases from controls was a weighted sum which could be
used to obtain a t statistic. Other measures might be used, for example a log odds ratio
which would fit into a logistic regression framework. The t statistic is very quick to calculate,
which makes it attractive to use in the context of a maximisation process, and the risk score
is simply a measure which increases with higher risk but which is not intended to provide a
direct estimate of the actual quantitative risk of developing disease. The parameterisation of
the model assumes that each type of variant affects each type of gene set equally. However
more complex models could be developed, for example that loss of function variants in one
set of genes increased risk but that for a different set of genes regulatory variants tended to
be more important. Such models could be explored through machine learning techniques.
Once a model had been developed using the general gene sets and variant types described
above, it would be possible to try adding in additional genes or more specific gene sets in a
systematic way in an effort to discover if any produced a significant improvement in the
ability of the score to distinguish cases from controls. Such investigations will be the subject
of subsequent work.

The scheme proposed here represents a starting point for a method to summarise the
genetic risk contribution of variation at the level of the whole exome. As it stands, it is able to
produce risk scores which are significantly different between schizophrenia cases and
controls and hopefully its performance could be improved with information from additional
datasets, refinement of gene sets and with further modifications to the procedure. In principle
it could be applied to any phenotype so that sets of relevant genes and the variants within
them would be assigned weights designed to produce a score which correlated as closely as
possible with the phenotype in question.

Software availability

Source code of programs to calculate and optimise risk scores is available from
https://github.com/davenomiddlenamecurtis/scoreassoc.

Acknowledgements

The datasets used for the analysis described in this manuscript were obtained from
dbGaP at http://www.ncbi.nlm.nih.gov/gap through dbGaP accession number



phs000473.v2.p2. Samples used for data analysis were provided by the Swedish Cohort
Collection supported by the NIMH grant RO1IMH077139, the Sylvan C. Herman
Foundation, the Stanley Medical Research Institute and The Swedish Research Council
(grants 2009-4959 and 2011-4659). Support for the exome sequencing was provided by
the NIMH Grand Opportunity grant RCMH089905, the Sylvan C. Herman Foundation, a
grant from the Stanley Medical Research Institute and multiple gifts to the Stanley
Center for Psychiatric Research at the Broad Institute of MIT and Harvard.

Conflict of interest
The author declares he has no conflict of interest.
References

Adzhubei, I., Jordan, D.M., Sunyaev, S.R. (2013) Predicting functional effect of human
missense mutations using PolyPhen-2. Curr. Protoc. Hum. Genet. 7 Unit7.20.

Bayés, A., van de Lagemaat, L.N., Collins, M.O., Croning, M.D.R., Whittle, I.R., Choudhary,
J.S., Grant, S.G.N. (2011) Characterization of the proteome, diseases and evolution of the
human postsynaptic density. Nat. Neurosci. 14, 19-21.

Cahoy, J.D., Emery, B., Kaushal, A., Foo, L.C., Zamanian, J.L., Christopherson, K.S., Xing,
Y., Lubischer, J.L., Krieg, P.A., Krupenko, S.A., Thompson, W.J., Barres, B.A. (2008) A
Transcriptome Database for Astrocytes, Neurons, and Oligodendrocytes: A New Resource
for Understanding Brain Development and Function. J. Neurosci. 28, 264-278.

Cotton, A.M., Ge, B., Light, N., Adoue, V., Pastinen, T., Brown, C.J. (2013) Analysis of
expressed SNPs identifies variable extents of expression from the human inactive X
chromosome. Genome Biol. 14, R122.

Curtis, D. (2012) A rapid method for combined analysis of common and rare variants at the
level of a region, gene, or pathway. Adv Appl Bioinform Chem 5, 1-9.

Curtis, D. (2013) Approaches to the detection of recessive effects using next generation
sequencing data from outbred populations. Adv Appl Bioinform Chem 6, 29.

Curtis, D. (2016) Pathway analysis of whole exome sequence data provides further support
for the involvement of histone modification in the aetiology of schizophrenia. Psychiatr.
Genet. 26, 223-7.

Darnell, J.C., Van Driesche, S.J., Zhang, C., Hung, K.Y.S., Mele, A., Fraser, C.E., Stone,
E.F., Chen, C., Fak, J.J., Chi, S.\W., Licatalosi, D.D., Richter, J.D., Darnell, R.B. (2011)
FMRP Stalls Ribosomal Translocation on mRNAs Linked to Synaptic Function and Autism.
Cell 146, 247-261.

Deciphering Developmental Disorders Study (2017) Prevalence and architecture of de novo
mutations in developmental disorders. Nature 542, 433—-438.

Dudbridge, F. (2013) Power and Predictive Accuracy of Polygenic Risk Scores. PLoS Genet.
9, e1003348.

Euesden, J., Lewis, C.M., O’Reilly, P.F. (2015) PRSice: Polygenic Risk Score software.
Bioinformatics 31, 1466—1468.

Fagerberg, L., Hallstrom, B.M., Oksvold, P., Kampf, C., Djureinovic, D., Odeberg, J.,
Habuka, M., Tahmasebpoor, S., Danielsson, A., Edlund, K., Asplund, A., Sjostedt, E.,
Lundberg, E., Szigyarto, C.A.-K., Skogs, M., Takanen, J.O., Berling, H., Tegel, H., Mulder,



J., Nilsson, P., Schwenk, J.M., Lindskog, C., Danielsson, F., Mardinoglu, A., Sivertsson, A.,
von Feilitzen, K., Forsberg, M., Zwahlen, M., Olsson, I., Navani, S., Huss, M., Nielsen, J.,
Ponten, F., Uhlen, M. (2014) Analysis of the Human Tissue-specific Expression by Genome-
wide Integration of Transcriptomics and Antibody-based Proteomics. Mol. Cell. Proteomics
13, 397-406.

Fromer, M., Pocklington, A.J., Kavanagh, D.H., Williams, H.J., Dwyer, S., Gormley, P.,
Georgieva, L., Rees, E., Palta, P., Ruderfer, D.M., Carrera, N., Humphreys, 1., Johnson, J.S.,
Roussos, P., Barker, D.D., Banks, E., Milanova, V., Grant, S.G., Hannon, E., Rose, S.A,,
Chambert, K., Mahajan, M., Scolnick, E.M., Moran, J.L., Kirov, G., Palotie, A., McCarroll,
S.A., Holmans, P., Sklar, P., Owen, M.J., Purcell, S.M., O’'Donovan, M.C. (2014) De novo
mutations in schizophrenia implicate synaptic networks. Nature 506, 179-184.

Gécz, J., Shoubridge, C., Corbett, M. (2009) The genetic landscape of intellectual disability
arising from chromosome X. Trends Genet. 25, 308-316.

Genovese, G., Fromer, M., Stahl, E.A., Ruderfer, D.M., Chambert, K., Landén, M., Moran,
J.L., Purcell, S.M., Sklar, P., Sullivan, P.F., Hultman, C.M., McCarroll, S.A. (2016) Increased
burden of ultra-rare protein-altering variants among 4,877 individuals with schizophrenia.
Nat. Neurosci. 19, 1433—-1441.

Hamosh, A., Scott, A.F., Amberger, J.S., Bocchini, C.A., McKusick, V.A. (2005) Online
Mendelian Inheritance in Man (OMIM), a knowledgebase of human genes and genetic
disorders. Nucleic Acids Res. 33, D514-7.

King, D. (2009) Dlib-ml: A Machine Learning Toolkit. J. Mach. Learn. Res. 10, 1755-1758.

Kirov, G., Pocklington, A.J., Holmans, P., Ivanov, D., Ikeda, M., Ruderfer, D., Moran, J.,
Chambert, K., Toncheva, D., Georgieva, L., Grozeva, D., Fjodorova, M., Wollerton, R., Rees,
E., Nikolov, 1., van de Lagemaat, L.N., Bayés, A., Fernandez, E., Olason, P.l., Béttcher, Y.,
Komiyama, N.H., Collins, M.O., Choudhary, J., Stefansson, K., Stefansson, H., Grant,
S.G.N., Purcell, S., Sklar, P., O’'Donovan, M.C., Owen, M.J. (2012) De novo CNV analysis
implicates specific abnormalities of postsynaptic signalling complexes in the pathogenesis of
schizophrenia. Mol. Psychiatry 17, 142—153.

Kumar, P., Henikoff, S., Ng, P.C. (2009) Predicting the effects of coding non-synonymous
variants on protein function using the SIFT algorithm. Nat. Protoc. 4, 1073-1081.

Lek, M., Karczewski, K.J., Minikel, E. V, Samocha, K.E., Banks, E., Fennell, T., O’'Donnell-
Luria, A.H., Ware, J.S., Hill, A.J., Cummings, B.B., Tukiainen, T., Birnbaum, D.P., Kosmicki,
J.A., Duncan, L.E., Estrada, K., Zhao, F., Zou, J., Pierce-Hoffman, E., Berghout, J., Cooper,
D.N., Deflaux, N., DePristo, M., Do, R., Flannick, J., Fromer, M., Gauthier, L., Goldstein, J.,
Gupta, N., Howrigan, D., Kiezun, A., Kurki, M.l., Moonshine, A.L., Natarajan, P., Orozco, L.,
Peloso, G.M., Poplin, R., Rivas, M.A., Ruano-Rubio, V., Rose, S.A., Ruderfer, D.M., Shakir,
K., Stenson, P.D., Stevens, C., Thomas, B.P., Tiao, G., Tusie-Luna, M.T., Weisburd, B.,
Won, H.-H., Yu, D., Altshuler, D.M., Ardissino, D., Boehnke, M., Danesh, J., Donnelly, S.,
Elosua, R., Florez, J.C., Gabriel, S.B., Getz, G., Glatt, S.J., Hultman, C.M., Kathiresan, S.,
Laakso, M., McCarroll, S., McCarthy, M.I., McGovern, D., McPherson, R., Neale, B.M.,
Palotie, A., Purcell, S.M., Saleheen, D., Scharf, J.M., Sklar, P., Sullivan, P.F., Tuomilehto, J.,
Tsuang, M.T., Watkins, H.C., Wilson, J.G., Daly, M.J., MacArthur, D.G., Exome Aggregation
Consortium, O’Donnell-Luria, A.H., Ware, J.S., Hill, A.J., Cummings, B.B., Tukiainen, T.,
Birnbaum, D.P., Kosmicki, J.A., Duncan, L.E., Estrada, K., Zhao, F., Zou, J., Pierce-
Hoffman, E., Berghout, J., Cooper, D.N., Deflaux, N., DePristo, M., Do, R., Flannick, J.,
Fromer, M., Gauthier, L., Goldstein, J., Gupta, N., Howrigan, D., Kiezun, A., Kurki, M.I.,
Moonshine, A.L., Natarajan, P., Orozco, L., Peloso, G.M., Poplin, R., Rivas, M.A., Ruano-
Rubio, V., Rose, S.A., Ruderfer, D.M., Shakir, K., Stenson, P.D., Stevens, C., Thomas, B.P.,



Tiao, G., Tusie-Luna, M.T., Weisburd, B., Won, H.-H., Yu, D., Altshuler, D.M., Ardissino, D.,
Boehnke, M., Danesh, J., Donnelly, S., Elosua, R., Florez, J.C., Gabriel, S.B., Getz, G.,
Glatt, S.J., Hultman, C.M., Kathiresan, S., Laakso, M., McCarroll, S., McCarthy, M.1.,
McGovern, D., McPherson, R., Neale, B.M., Palotie, A., Purcell, S.M., Saleheen, D., Scharf,
J.M., Sklar, P., Sullivan, P.F., Tuomilehto, J., Tsuang, M.T., Watkins, H.C., Wilson, J.G.,
Daly, M.J., MacArthur, D.G., Exome Aggregation Consortium (2016) Analysis of protein-
coding genetic variation in 60,706 humans. Nature 536, 285—-291.

McLaren, W., Gil, L., Hunt, S.E., Riat, H.S., Ritchie, G.R.S., Thormann, A., Flicek, P.,
Cunningham, F. (2016) The Ensembl Variant Effect Predictor. Genome Biol. 17, 122.

Moeschler, J.B. (2008) Genetic Evaluation of Intellectual Disabilities. Semin. Pediatr. Neurol.
15, 2-9.

Moeschler, J.B., Shevell, M., American Academy of Pediatrics Committee on Genetics
(2006) Clinical Genetic Evaluation of the Child With Mental Retardation or Developmental
Delays 117, 2304-2316.

Pirooznia, M., Wang, T., Avramopoulos, D., Valle, D., Thomas, G., Huganir, R.L., Goes,
F.S., Potash, J.B., Zandi, P.P. (2012) SynaptomeDB: an ontology-based knowledgebase for
synaptic genes. Bioinformatics 28, 897-9.

Powell, M.J.D. (1964) An efficient method for finding the minimum of a function of several
variables without calculating derivatives. Comput. J. 7, 155-162.

Purcell, S.M., Moran, J.L., Fromer, M., Ruderfer, D., Solovieff, N., Roussos, P., O'Dushlaine,
C., Chambert, K., Bergen, S.E., Kahler, A., Duncan, L., Stahl, E., Genovese, G., Fernandez,
E., Collins, M.O., Komiyama, N.H., Choudhary, J.S., Magnusson, P.K.E., Banks, E., Shakir,
K., Garimella, K., Fennell, T., DePristo, M., Grant, S.G.N., Haggarty, S.J., Gabriel, S.,
Scolnick, E.M., Lander, E.S., Hultman, C.M., Sullivan, P.F., McCarroll, S.A., Sklar, P. (2014)
A polygenic burden of rare disruptive mutations in schizophrenia. Nature 506, 185-90.

Purcell, S.M., Wray, N.R., Stone, J.L., Visscher, P.M., O’'Donovan, M.C., Sullivan, P.F.,
Sklar, P., Purcell Leader, S.M., Ruderfer, D.M., McQuillin, A., Morris, D.W., O’Dushlaine,
C.T., Corvin, A., Holmans, P. a, Macgregor, S., Gurling, H., Blackwood, D.H.R., Craddock,
N.J., Gill, M., Hultman, C.M., Kirov, G.K., Lichtenstein, P., Muir, W.J., Owen, M.J., Pato,
C.N., Scolnick, E.M., St Clair, D., Sklar Leader, P., Williams, N.M., Georgieva, L., Nikolov, I.,
Norton, N., Williams, H., Toncheva, D., Milanova, V., Thelander, E.F., Sullivan, P.F., Kenny,
E., Quinn, E.M., Choudhury, K., Datta, S., Pimm, J., Thirumalai, S., Puri, V., Krasucki, R.,
Lawrence, J., Quested, D., Bass, N., Crombie, C., Fraser, G., Leh Kuan, S., Walker, N.,
McGhee, K. a, Pickard, B., Malloy, P., Maclean, A.W., Van Beck, M., Pato, M.T., Medeiros,
H., Middleton, F., Carvalho, C., Morley, C., Fanous, A., Conti, D., Knowles, J. a, Paz
Ferreira, C., Macedo, A., Helena Azevedo, M., Kirby, A.N., Ferreira, M. a R., Daly, M.J.,
Chambert, K., Kuruvilla, F., Gabriel, S.B., Ardlie, K., Moran, J.L. (2009) Common polygenic
variation contributes to risk of schizophrenia and bipolar disorder. Nature 10, 8192—-8192.

Rauch, A., Hoyer, J., Guth, S., Zweier, C., Kraus, C., Becker, C., Zenker, M., Huffmeier, U.,
Thiel, C., Ruschendorf, F., Nurnberg, P., Reis, A., Trautmann, U. (2006) Diagnostic yield of
various genetic approaches in patients with unexplained developmental delay or mental
retardation. Am. J. Med. Genet. Part A 140A, 2063—-2074.

Raychaudhuri, S., Korn, J.M., McCarroll, S.A., International Schizophrenia Consortium, D.,
Altshuler, D., Sklar, P., Purcell, S., Daly, M.J. (2010) Accurately assessing the risk of
schizophrenia conferred by rare copy-number variation affecting genes with brain function.
PLoS Genet. 6, €1001097.

Robin, X., Turck, N., Hainard, A., Tiberti, N., Lisacek, F., Sanchez, J.-C., Muller, M. (2011)



pROC: an open-source package for R and S+ to analyze and compare ROC curves. BMC
Bioinformatics 12, 77.

Robinson, E.B., Neale, B.M., Hyman, S.E. (2015) Genetic research in autism spectrum
disorders. Curr. Opin. Pediatr. 27, 685-691.

Samocha, K.E., Robinson, E.B., Sanders, S.J., Stevens, C., Sabo, A., McGrath, L.M.,
Kosmicki, J.A., Rehnstrom, K., Mallick, S., Kirby, A., Wall, D.P., MacArthur, D.G., Gabriel,
S.B., DePristo, M., Purcell, S.M., Palotie, A., Boerwinkle, E., Buxbaum, J.D., Cook, E.H.,
Gibbs, R.A., Schellenberg, G.D., Sutcliffe, J.S., Devlin, B., Roeder, K., Neale, B.M., Daly,
M.J. (2014) A framework for the interpretation of de novo mutation in human disease. Nat.
Genet. 46, 944-950.

Schizophrenia Working Group of the Psychiatric Genomics Consortium (2014) Biological
insights from 108 schizophrenia-associated genetic loci. Nature 511, 421-427.

Singh, T., Kurki, M.1., Curtis, D., Purcell, S.M., Crooks, L., McRae, J., Suvisaari, J., Chheda,
H., Blackwood, D., Breen, G., Pietildainen, O., Gerety, S.S., Ayub, M., Blyth, M., Cole, T.,
Collier, D., Coomber, E.L., Craddock, N., Daly, M.J., Danesh, J., DiForti, M., Foster, A.,
Freimer, N.B., Geschwind, D., Johnstone, M., Joss, S., Kirov, G., Korkko, J., Kuismin, O.,
Holmans, P., Hultman, C.M., lyegbe, C., Lénngvist, J., Mannikkd, M., McCarroll, S.A.,
McGuffin, P., Mcintosh, A.M., McQuillin, A., Moilanen, J.S., Moore, C., Murray, R.M.,
Newbury-Ecob, R., Ouwehand, W., Paunio, T., Prigmore, E., Rees, E., Roberts, D.,
Sambrook, J., Sklar, P., Clair, D.S., Veijola, J., Walters, J.T.R., Williams, H., Sullivan, P.F.,
Hurles, M.E., O’Donovan, M.C., Palotie, A., Owen, M.J., Barrett, J.C. (2016) Rare loss-of-
function variants in SETD1A are associated with schizophrenia and developmental
disorders. Nat. Neurosci. 19, 571-577.

Wagnon, J.L., Briese, M., Sun, W., Mahaffey, C.L., Curk, T., Rot, G., Ule, J., Frankel, W.N.
(2012) CELF4 Regulates Translation and Local Abundance of a Vast Set of mMRNAs,
Including Genes Associated with Regulation of Synaptic Function. PLoS Genet. 8,
e1003067.

Weiner, D.J., Wigdor, E.M., Ripke, S., Walters, R.K., Kasmicki, J.A., Grove, J., Samocha,
K.E., Goldstein, J.l., Okbay, A., Bybjerg-Grauholm, J., Werge, T., Hougaard, D.M., Taylor, J.,
iPSYCH-Broad Autism Group, Psychiatric Genomics Consortium Autism Group, Skuse, D.,
Devlin, B., Anney, R., Sanders, S.J., Bishop, S., Mortensen, P.B., Bgrglum, A.D., Smith,
G.D., Daly, M.J., Robinson, E.B. (2017) Polygenic transmission disequilibrium confirms that
common and rare variation act additively to create risk for autism spectrum disorders. Nat.
Genet. 49, 978-985.

Weyn-Vanhentenryck, S.M., Mele, A., Yan, Q., Sun, S., Farny, N., Zhang, Z., Xue, C., Herre,
M., Silver, P.A., Zhang, M.Q., Krainer, A.R., Darnell, R.B., Zhang, C. (2014) HITS-CLIP and
Integrative Modeling Define the Rbfox Splicing-Regulatory Network Linked to Brain
Development and Autism. Cell Rep. 6, 1139-1152.






Table 1. Attributes ascribed to VEP annotation types. Each 1 indicates that the relevant
attribute was assigned to the annotation. Three additional attributes were used. All variants
were considered to have the "Any variant" attribute. Independent of their VEP annotation,
variants could be classified as "Deleterious" by SIFT and variants could be classified as
"Possibly or probably damaging" by PolyPhen. Thus each variant could be assigned up to

eight annotations.
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Table 2. Gene sets used in in the original analysis of this dataset which provides a full
description of their derivation is in the online methods section (Genovese et al., 2016). The
lists were obtained directly from the first author. The symbol used is the same as that used
for the name of the file containing the list.

Gene set Symbol

OMIM intellectual disability (Hamosh et al., 2005) alid

Expression specific to brain (Fagerberg et al., 2014) brain

Bound by CELF4 (Wagnon et al., 2012) celf4
Missense-constrained (Samocha et al., 2014) constrained
Involved in developmental disorder (Deciphering Developmental dd

Disorders Study, 2017)

De novo variants in autism (Fromer et al., 2014) denovo.aut

De novo variants in coronary heart disease (Fromer et al., 2014) denovo.chd

De novo variants in epilepsy (Fromer et al., 2014) denovo.epi

De novo duplications in ASD (Kirov et al., 2012) denovo.gain.asd
De novo duplications in bipolar disorder (Kirov et al., 2012) denovo.gain.bd
De novo duplications in schizophrenia (Kirov et al., 2012) denovo.gain.scz
De novo variants in intellectual disability (Fromer et al., 2014) denovo.id

De novo deletions in ASD (Kirov et al., 2012) denovo.loss.asd
De novo deletions in bipolar disorder (Kirov et al., 2012) denovo.loss.bd
De novo deletions in schizophrenia (Kirov et al., 2012) denovo.loss.scz
De novo variants in schizophrenia (Fromer et al., 2014) denovo.scz
Bound by FMRP (Darnell et al., 2011) fmrp

Implicated by GWAS (Schizophrenia Working Group of the gwas
Psychiatric Genomics Consortium, 2014)

Targets of microRNA-137 (Robinson et al., 2015) mirl37
Expression specific to neurons (Cahoy et al., 2008) neurons
NMDAR and ARC complexes (Kirov et al., 2012) nmdarc
Loss-of-function intolerant (Lek et al., 2016) pLI09

PSD-95 (Bayés et al., 2011) psd95

Bound by RBFOX 1 or 3 (Weyn-Vanhentenryck et al., 2014) rbfox13

Bound by RBFOX 2 (Weyn-Vanhentenryck et al., 2014) rbfox2

Synaptic (Pirooznia et al., 2012) synaptome
Escape X-inactivation (Cotton et al., 2013) X.escape
X-linked intellectual disability, Genetic Services Laboratories of the | xlid.chicago
University of Chicago (Gécz et al., 2009; Moeschler, 2008;

Moeschler et al., 2006; Rauch et al., 2006)

X-linked intellectual disability, Greenwood Genetic Centre xlid.gcc
(Moeschler et al., 2006)

X-linked intellectual disability, OMIM (Hamosh et al., 2005) xlid.omim
X-linked intellectual disability (combined) xlid




Table 3. Fitted weights chosen to maximise the t statistic for the risk score to distinguish
cases from controls using all weights and using a minimal set of weights. The range
indicates the values that the weight can take without reducing the t statistic to less than the
maximum achieved minus 1. The minimal set of weights consists of those which are needed
to produce at statistic not less than the maximum minus 1.

Fitted weights Minimal fitted
(range) weights
(range)

Gene sets

alid 10.8 0
(-44.1,71.1)

brain -1.7 0
(-6.6,3.8)

celf4 -4.4 0
(-13.3,5.7)

constrained 2.4 0
(-12.1,21.5)

dd -44.1 -15.3
(-111.2,9.4) (-24.8,-7.6)

denovo.aut -0.1 0
(-4.2,5.2)

denovo.chd 6.2 2.7
(-10.3,28.9) (0.4,5.4)

denovo.epi 1.2 0
(-14.1,19.3)

denovo.gain.asd -0.0 0
(-10.7,12.3)

denovo.gain.bd 7.3 0
(-26.8,48.0)

denovo.gain.scz -5.0 0
(-34.9,24.1)

denovo.id 1.1 0
(-6.2,9.4)

denovo.loss.asd 2.3 0
(-6.4,13.8)

denovo.loss.bd -7.5 0
(-55.8,52.0)

denovo.loss.scz 11.5 5.2
(-16.2,47.6) (1.1,9.9)

denovo.scz 0.1 0
(-6.0,6.8)

fmrp 0.5 0
(-6.2,9.2)

gwas 26.5 13.5
(-13.6,84.4) (7.2,21.4)

mirl37 1.5 0
(-5.0,11.2)

neurons 2.8 0
(-4.3,13.1)

nmdarc 9.8 0
(-40.7,74.1)




pLI09 3.6 2.2
(-3.3,15.3) (1.1,3.7)

psd95 -3.6 0
(-55.7,61.5)

rbfox13 -1.6 0
(-8.7,7.3)

rbfox2 0.6 0
(-6.7,10.1)

synaptome 3.9 1.7
(-5.0,17.8) (0.2,3.4)

X.escape 40.4 18.5
(5.5,111.5) (12.6,26.8)

xlid.chicago -70.1 -20.9
(-185.8,42.8) (-34.8,-1.4)

xlid.gcc 1.4 0
(-65.7,74.9)

xlid.omim -17.9 0
(-110.6,77.0)

xlid 30.1 0
(-23.6,95.6)

any gene 0.4 0
(-1.1,2.9)

Variant attributes

any variant 1.3 2.2
(-1.8,9.8) (1.3,3.5)

non-coding effect 4.5 0
(-1.1,16.2)

UTR -7.3 0
(-33.4,20.8)

coding 0.5 0
(-4.0,10.0)

nonsynonymous -0.8 0
(-9.2,18.4)

LOF 17.9 0
(-52.2,99.2)

PolyPhen damaging 15.5 7.5
(-9.2,87.6) (1.0,16.6)

SIFT deleterious 32.1 20.3
(2.2,193.2) (11.2,35.4)

t statistic achieved 9.5 8.6




Table 4. Fitted weights chosen to maximise the t statistic in five training sets, each consisting
of four fifths of the total sample. Also shown is the t statistic which is produced in the whole
sample using that set of weights.

Fitted weights

Fitted weights

Fitted weights

Fitted weights

Fitted weights

1 (range) 2 (range) 3 (range) 4 (range) 5 (range)
Gene sets
alid 15.9 -2.3 2.5 -4.8 235
(-24.2,61.8) (-114.2,113.8) | (-48.2,53.8) (-75.2,64.3) (-27.0,82.8)
brain -1.0 -3.9 -0.8 -1.8 -1.4
(-4.9,3.3) (-10.2,2.2) (-5.1,4.1) (-6.1,2.5) (-6.7,4.9)
celf4 -3.2 0.5 -4.6 -1.4 -6.8
(-10.1,4.5) (-14.4,23.0) (-12.5,3.9) (-10.9,10.5) (-16.5,2.5)
constrained -0.7 6.6 0.8 0.8 3.6
(-11.6,11.8) (-20.5,46.7) (-12.8,17.4) (-16.3,21.7) (-10.7,21.7)
dd -28.8 -42.8 -36.7 -48.3 -48.1
(-76.5,10.3) (-154.7,63.7) (-97.8,11.8) (-128.4,15.6) (-116.4,7.6)
denovo.aut -1.3 1.4 -0.1 3.2 -0.4
(-4.6,2.4) (-4.1,8.1) (-3.8,4.6) (-0.5,7.9) (-4.9,5.3)
denovo.chd 4.6 9.2 5.7 7.5 1.2
(-8.1,20.7) (-13.3,39.7) (-9.2,26.2) (-9.0,30.2) (-16.5,22.1)
denovo.epi -2.9 4.3 15 0.8 4.2
(-15.2,9.4) (-15.2,30.6) (-12.6,17.8) (-15.3,19.5) (-11.7,24.1)
denovo.gain.asd | 1.1 -1.0 0.5 -1.0 -1.2
(-7.0,10.8) (-20.5,21.5) (-8.6,11.4) (-13.1,12.9) (-12.9,11.3)
denovo.gain.bd 8.1 9.9 5.9 14.2 -13.9
(-18.2,40.2) (-44.8,74.0) (-25.2,42.2) (-15.3,54.1) (-56.4,23.8)
denovo.gain.scz | -7.8 -13.4 -1.0 3.3 -1.1
(-31.9,13.6) (-69.3,40.5) (-26.4,24.2) (-24.2,34.6) (-32.8,29.8)
denovo.id 0.8 -3.5 1.2 0.5 4.6
(-5.1,7.3) (-11.6,4.6) (-5.7,8.9) (-5.6,6.8) (-3.7,14.7)
denovo.loss.asd | 1.7 2.1 1.5 1.5 1.6
(-5.2,10.4) (-12.4,21.4) (-6.0,11.0) (-7.4,13.0) (-8.5,13.9)
denovo.loss.bd -1.9 0.5 -3.8 8.7 -14.8
(-41.4,44.4) (-92.0,117.0) (-44.0,48.0) (-43.8,84.6) (-63.9,38.9)
denovo.loss.scz | 5.3 12.0 13.6 13.8 8.0
(-17.6,33.0) (-36.1,70.9) (-9.3,47.9) (-16.9,56.3) (-20.3,41.5)
denovo.scz 0.5 -0.5 0.2 -2.8 0.2
(-4.2,5.4) (-7.8,6.6) (-5.5,6.3) (-8.1,2.1) (-6.7,8.1)
fmrp -0.1 5.7 -0.1 0.0 -2.9
(-5.4,6.6) (-2.8,16.0) (-6.4,7.8) (-6.3,7.3) (-10.2,6.0)
gwas 20.1 51.8 18.9 9.4 27.0
(-11.2,64.4) (-13.9,158.5) (-15.4,66.4) (-30.5,55.7) (-15.5,86.9)
mirl37 0.7 1.9 1.7 1.8 0.7
(-4.6,7.6) (-9.2,20.2) (-4.0,10.0) (-5.3,12.1) (-6.2,9.8)
neurons 4.4 -0.2 2.2 0.4 2.9
(-1.1,12.7) (-12.9,17.1) (-3.9,10.9) (-7.5,10.3) (-4.4,12.6)
nmdarc 9.0 32.3 2.9 27.8 0.6
(-29.9,58.3) (-69.4,181.6) (-39.8,56.0) (-27.9,107.7) (-50.5,59.5)
pLI09 2.5 8.6 35 5.1 2.8
(-2.6,10.2) (-3.9,36.5) (-2.6,14.0) (-2.8,18.6) (-4.0,12.8)
psd95 6.4 11.9 -3.0 -2.3 -10.8
(-35.9,61.5) (-92.2,155.1) (-45.9,51.3) (-63.4,75.0) (-64.3,46.3)




rbfox13 -0.8 -3.2 1.2 -1.9 -2.4
(-6.3,5.7) (-15.3,15.3) (-5.1,9.1) (-9.8,8.0) (-9.9,5.9)
rbfox2 -1.0 6.6 -2.4 2.3 1.0
(-6.7,5.7) (-5.7,27.5) (-8.9,5.5) (-5.6,13.0) (-6.6,9.9)
synaptome 2.7 0.9 4.8 1.0 3.7
(-4.0,12.6) (-15.4,25.4) (-2.9,17.9) (-8.9,14.3) (-5.2,16.6)
x.escape 30.6 57.8 28.5 36.5 37.2
(1.5,88.5) (-3.9,175.9) (-0.2,80.2) (2.4,106.4) (4.7,97.5)
xlid.chicago -74.0 -15.0 -43.6 -71.5 -52.9
(-166.3,13.1) | (-251.7,223.7) | (-139.9,55.3) | (-212.7,57.0) | (-175.4,48.0)
xlid.gcc -10.9 4.7 -23.5 10.7 -2.0
(-66.2,48.2) (-133.6,168.6) | (-76.6,42.2) (-73.8,100.8) | (-69.3,67.5)
xlid.omim -23.5 4.4 -44.4 -20.8 -11.9
(-100.8,58.0) | (-139.1,168.7) | (-120.7,38.3) | (-129.2,86.0) | (-109.2,85.8)
xlid 47.4 -0.6 58.9 14.2 25.1
(2.5,101.9) (-103.8,123.8) | (15.2,116.8) (-53.5,88.1) (-29.0,89.6)
any gene 0.4 -0.5 0.2 -0.2 1.3
(-0.7,2.1) (-2.8,2.8) (-1.1,2.3) (-1.7,1.9) (-0.4,4.2)
Variant attributes
any variant 1.8 1.1 0.6 -0.0 1.8
(-1.3,11.1) (-2.2,17.0) (-2.5,7.3) (-2.1,5.8) (-0.9,8.1)
non-coding effect | 4.8 1.3 4.7 2.0 5.1
(-0.9,16.7) (-4.4,11.6) (-1.0,15.4) (-1.9,8.5) (-0.4,17.8)
UTR -13.3 -5.4 -4.9 15 -5.3
(-38.2,11.2) (-36.7,29.7) (-32.6,26.2) (-15.4,22.4) (-29.4,21.6)
coding 0.1 3.5 0.1 24 -1.8
(-4.4,9.8) (-1.8,42.5) (-4.4,8.2) (-0.7,11.1) (-5.7,4.7)
nonsynonymous | 0.0 3.7 -0.8 -0.5 -0.3
(-8.5,18.3) (-6.8,74.6) (-9.2,16.1) (-6.6,14.8) (-7.8,13.0)
LOF 22.7 32.5 14.3 47.0 -21.3
(-42.0,104.8) | (-44.8,138.6) (-65.0,103.6) | (-3.1,135.9) (-92.8,40.6)
PolyPhen 0.9 10.8 16.2 11.3 26.4
damaging (-20.8,43.4) (-15.9,74.9) (-9.9,113.1) (-5.6,55.4) (1.4,131.7)
SIFT deleterious | 36.4 21.7 38.4 15.1 18.1
(9.9,160.3) (-9.2,101.2) (5.3,576.3) (-4.2,69.0) (-7.8,101.8)
t statistic in 8.8 8.4 9.2 8.8 8.7

whole dataset




Table 5. Minimal set of weights for each training set. The weights are chosen to produce a't
statistic not less than the maximum produced in the training set minus 1. Also shown is the t

statistic produced in the whole dataset using the minimal set of weights.

Minimal Minimal Minimal Minimal Minimal
weights 1 weights 2 weights 3 weights 4 weights 5
(range) (range) (range) (range) (range)
Gene sets
alid 4.3 0 0 0 10.8
(1.4,7.4) (3.9,18.7)
brain 0 -1.6 0 0 0
(-2.7,-0.5)
celf4 -1.1 0 0 0 -3.2
(-1.6,-0.6) (-4.5,-1.9)
constrained 0 0 0 0 0
dd -8.2 0 -11.1 -19.0 -26.1
(-11.3,-5.3) (-14.6,-7.8) (-29.9,-8.9) (-35.4,-18.8)
denovo.aut 0 0 0 15 0
(1.0,2.0)
denovo.chd 0 0 0 0 0
denovo.epi 0 3.7 0 0 0
(0.4,7.8)
denovo.gain.asd 0 0 0 0 0
denovo.gain.bd 0 0 0 8.6 0
(3.9,13.9)
denovo.gain.scz 0 0 0 0 0
denovo.id 0 -1.6 0 0 0
(-3.1,-0.1)
denovo.loss.asd 0 0 0 0 0
denovo.loss.bd 0 0 0 0 0
denovo.loss.scz 0 0 4.6 10.1 0
(2.9,6.3) (4.8,16.0)
denovo.scz 0 0 0 -2.0 0
(-2.7,-1.5)
fmrp 0 3.7 0 0 0
(2.0,5.6)
gwas 7.3 25.8 7.1 0 145
(4.6,10.4) (11.3,44.3) (4.6,9.8) (8.0,21.6)
mirl37 0 0 0 0 0
neurons 1.2 0 0 0 0
(0.7,1.7)
nmdarc 0 0 0 18.6 0
(9.1,29.5)
pLI09 0.9 4.0 1.1 3.2 1.6
(0.4,1.4) (1.5,7.7) (0.6,1.6) (1.7,4.9) (0.6,2.8)
psd95 0 0 0 0 0
rbfox13 0 0 0 0 0
rbfox2 0 0 0 0 0
synaptome 0 0 1.6 0 2.0
(1.1,2.3) (0.7,3.5)
x.escape 10.2 29.5 8.0 17.0 21.0
(7.5,13.5) (15.6,49.6) (5.8,10.4) (11.1,24.5) (14.7,27.7)




xlid.chicago -17.4 0 0 0 0
(-23.3,-11.7)

xlid.gcc -14.2 0 -14.6 0 0
(-18.2,-10.1) (-18.1,-10.9)

xlid.omim -18.2 0 -19.9 0 0
(-23.7,-12.1) (-24.6,-15.2)

xlid 27.0 0 22.0 0 0
(23.5,30.7) (19.1,25.1)

any gene 0 0 0 0 0.7

(0.4,1.0)

Variant attributes

any variant 1.7 3.2 0 0 0
(0.8,3.0) (1.3,7.7)

non-coding effect 3.6 0 2.6 0 4.0
(2.1,5.5) (1.9,3.5) (3.0,5.5)

UTR 0 0 0 0 0

coding 0 0 0 1.1 0

(0.6,1.8)
nonsynonymous 0 6.7 0 0 0
(0.8,21.0)
LOF 0 0 0 21.9 0
(14.8,31.0)
PolyPhen damaging 0 0 9.8 0 12.8
(5.8,15.2) (7.9,20.1)

SIFT deleterious 24.7 20.2 17.6 7.0 13.2
(18.0,33.8) (5.5,41.7) (12.3,25.5) (4.5,10.5) (7.3,20.7)

t statistic in whole 8.2 7.4 8.2 8 8.3

dataset




