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ABSTRACT OF THE DISSERTATION

Computational methods to
analyze large-scale genetic studies of

complex human traits
by

Huwenbo Shi
Doctor of Philosophy in Bioinformatics
University of California, Los Angeles, 2018

Professor Bogdan Pasaniuc, Chair

Large-scale genome-wide association studies (GWAS) have produced a rich resource of ge-
netic data over the past decade, urging the need to develop computational and statistical
methods that analyze these data. This dissertation presents four statistical methods that
model the correlation structure between genetic variants and its effect on GWAS summary
association statistics to help understand the genetic basis of complex human traits and dis-

cases.

The first method employs the multivariate Bernoulli distribution to model haplotype data,
allowing for higher-order interactions among genetic variants, and shows better accuracy in

predicting DNase I hypersensitivity status.

The second method partitions heritability into small regions on the genome using GWAS
summary statistics data, while accounting for complex correlation structures among genetic

variants, and uncovers the genetic architectures of complex human traits and diseases.

Extending the second method into pairs of traits, the third method partitions genetic correla-
tion into small genomic regions using GWAS summary statistics data, and provides insights

into the shared genetic basis between pairs of traits.

i



Finally, the fourth method dissects population-specific and shared causal genetic variants of
complex traits in two continental populations, using GWAS summary statistics data obtained
from samples of different ethnicities, and reveals differences in genetic architectures of two

continental populations.
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CHAPTER 1

Introduction

Complex human traits and diseases are driven by both genetic and environmental factors.
Since genetics is intrinsic to every person, studying the genetic basis of complex traits offers
an unbiased approach to understand the biological mechanisms behind complex traits. A
conceptually simple but highly effective approach to assess the contribution of genetics on
complex traits is genome-wide association study, which scans for association between each
genetic variant and complex trait. The drastic decrease in sequencing and genotyping tech-
nologies enabled genome-wide association studies at a large scale, which have produced a
rich resource of genetic data over the past decade. These large-scale genetic studies revealed
both valuable biological insights and challenges in genetic studies, urging the need to develop
new and efficient computational and statistical methods to analyze these data. The next

four chapters introduce methods for modeling linkage and its effect on GWAS results.

The non-random crossover during meiosis creates dependencies betweens alleles on haplo-
types, sequences of alleles on one copy of chromosome, inducing correlation (linkage dise-
quilibrium) between the alleles. Modeling linkage disequilibrium in haplotypes has a wide
range of applications in population inference and disease gene discovery. The hidden Markov
models (HMM) traditionally used for haplotypes[84] are hindered by the dubious assumption
that dependencies occur only between consecutive pairs of variants. In Chapter 2, we apply
the multivariate Bernoulli (MVB) distribution [30] to model haplotype data. The MVB dis-
tribution relies on interactions among all sets of variants, thus allowing for the detection and
exploitation of long-range and higher-order interactions [30]. We discuss penalized estima-

tion and present an efficient algorithm for fitting sparse versions of the MVB distribution to
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haplotype data. Finally, we showcase the benefits of the MVB model in predicting DNasel
hypersensitivity (DH) status — an epigenetic mark describing chromatin accessibility— from
population-scale haplotype data. We fit the MVB model to real data from 59 individuals
on whom both haplotypes and DH status in lymphoblastoid cell lines are publicly available.
The model allows prediction of DH status from genetic data (prediction R? = 0.12 in cross-
validations). Comparisons of prediction under the MVB model with prediction under linear
regression (best linear unbiased prediction or BLUP) and logistic regression demonstrate that
the MVB model achieves about 10% higher prediction R? than the two competing methods

in empirical data.

Linkage disequilibrium has profound impact on genome-wide association studies (GWAS) of
complex traits [20]. Modeling the effect of linkage disequilibrium on between GWAS results is
crucial for the correct interpretation of important quantities in genetics, such as heritability,
the fraction of variance in trait explained by genetic variation. While GWAS have identified
thousands of genetic variants associated with complex human traits and diseases, a large
fraction of heritability of complex traits remain unexplained by genetic variants identified
through GWAS [95]. A possible explanation to this discrepancy is that most genetic variants
have effect too small to be detected at the current sample size. Variance components methods
that estimate the aggregate contribution of large sets of variants to the heritability of complex
traits have yielded important insights into the genetic architecture of common diseases. In
Chapter 3, we introduce new methods that estimate the total variance in trait explained by
the typed variants at a single locus in the genome (local SNP-heritability) from summary
GWAS data while accounting for linkage disequilibrium (LD) among variants. We apply our
new estimator to ultra large-scale GWAS summary data of 30 common traits and diseases
to gain insights into their local genetic architecture. First, we find that common SNPs have
a high contribution to the heritability of all studied traits. Second, we identify traits for
which the majority of the SNP heritability can be confined to a small percentage of the
genome. Third, we identify GWAS risk loci where the entire locus explains significantly
more variance in the trait than the GWAS reported variants. Finally, we identify loci that

explain significant amount of heritability across multiple traits.
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The rich resource of genetic data curated through GWAS also facilitate the understand-
ing of shared genetic basis between pairs of complex traits, which has been traditionally
quantified through genetic correlation, correlation between complex traits driven by genetic
variations [18]. Although genetic correlations between complex traits provide valuable in-
sights into epidemiological and etiological studies, a precise quantification of which genomic
regions disproportionately contribute to the genome-wide correlation is currently lacking. In
Chapter 4, we introduce p-HESS, a technique to quantify the correlation between pairs of
traits due to genetic variation at a small region in the genome. Our approach only requires
GWAS summary data, and makes no distributional assumption on the causal variant effect
sizes while accounting for linkage disequilibrium (LD) and overlapping GWAS samples. We
analyzed large-scale GWAS summary data across 36 quantitative traits, and identified 25
genomic regions that contribute significantly to the genetic correlation among these traits.
Notably, we find 6 genomic regions that contribute to the genetic correlation of 10 pairs of
traits that show negligible genome-wide correlation, further showcasing the power of local
genetic correlation analyses. Finally, we report the distribution of local genetic correlations

across the genome for 55 pairs of traits that show putative causal relationships.

Genome-wide association studies (GWAS) have been predominantly performed in European
populations, limiting the transferability of GWAS results into other populations. The re-
cent increase in the number GWASs in non-European populations creates opportunities for
trans-ethnic studies to improve disease mapping, fine mapping, risk prediction, and trans-
ferability of GWAS results. Differences in linkage disequilibrium patterns of two continental
populations arose during the history of evolution, and need to be accounted for in trans-
ethnic genetic studies. A quintessential theme of trans-ethnic genetic studies is the degree
of genetic overlap of a complex trait across two populations. In Chapter 5, we introduce
POSC, a method to dissect genetic architectures that are specific to a continental popula-
tions and those are shared by both populations. We applied POSC on summary statistics
data of large-scale GWAS of anthropometric, hematological, immunological, and psychiatric
traits and diseases, obtained from samples of East Asian and European descent. We show

that complex traits harbor genetic architectures that are both specific to a population and
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shared by both populations. We also quantify enrichment of population-specific and shared
causal variants in regions of genes specifically expressed across 53 GTEx tissues, and find

that there are enrichments of both population-specific and shared causal variants.



CHAPTER 2

A multivariate Bernoulli model to predict DNasel

hypersensitivity status from haplotype data

2.1 Introduction

Accidents of history and variable recombination rates have divided the human genome into
blocks of shared recent ancestry [27, 31, 50]. Ancestry sharing manifests itself in complex
haplotype patterns and strong dependencies among variants. (Recall that a haplotype sum-
marizes the sequence of alleles displayed by the sampled markers in a narrow genomic region
of a particular chromosome [77].) Therefore, modeling haplotype data is of paramount im-
portance for a wide range of problems in population genetics and disease gene discovery

24, 67, 68, 81, 86, 92, 99, 107, 121, 126, 130, 136, 153].

Haplotypes have been traditionally analyzed by hidden Markov models (HMMSs) [84, 172],
with emissions corresponding to observed genotypes and transitions to recombination events.
Although HMMs for haplotypes undergird many efficient and accurate algorithms for hap-
lotype phasing [137], genotype imputation [17, 69, 85|, and identity-by-descent detection
[16], they suffer from the drawback of modeling only dependencies between consecutive vari-

ants. This assumption leads to the unrealistic conclusion that the previous variant and

This chapter is published in Shi et al., Bioinformatics 2015 [141]



the next variant are independent given the current variant. Ignoring dependencies among
non-consecutive markers makes it difficult to detect and exploit long range correlations and
higher-order interactions among variants. These complex dependencies definitely exist in

the human genome and are important factors in genetic studies [131, 163].

The current paper applies the multivariate Bernoulli (MVB) distribution to haplotype data.
The MVB distribution captures the entire spectrum of dependencies among the entries of
random binary vectors of length N [30]. The observed haplotypes at N nearby SNPs (single
nucleotide polymorphisms) can be thought of as realizations of such a process. Since there are
2N possible haplotyes for N SNPs, the MVB distribution requires an unsustainable exponen-
tial number of parameters. Vast amounts of training data or clever algorithms cannot com-
pensate for this combinatorial explosion. Here we investigate a Poisson re-parameterization
of the MVB distribution and impose an ¢1-norm penalty to enforce sparsity in parameter
estimation. These steps allow us to devise an efficient coordinate ascent algorithm for learn-
ing the MVB parameters from haplotype data while restricting the number of parameters

to a manageable level.

We showcase the utility of the MVB model by predicting an individual’s DNasel hypersen-
sitivity status from haplotypes observed near known DNasel hypersensitivity sites. DNasel
hypersensitivity (DH) status is a mark of open chromatin and flags genomic regions where
the DNA is accessible to the DNasel enzyme. These regions, such as transcription start sites,
correlate with active DNA regulation. DH status is usually assayed through DNase-Seq, a
genome-wide high-throughput technology that sequences genomic regions sensitive to DNa-
sel [94]. Recent research [36] suggests that genetic variants control this epigenetic mark.
Since DH status can be naturally encoded as a binary variable, the MVB model offers a
natural way to integrate DH status and local haplotype data. In predicting DH status from
haplotypes, the MVB model allows all allelic sets to contribute regardless of the order of the

participating SNPs and the physical distances separating them.

Our analysis of data from the 1000 Genomes project [27] demonstrates the superiority of the

sparse MVB distribution in model fitting. In practice, interactions beyond order three play
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little role in determining haplotype frequencies in these data. Our new cyclic coordinate
descent algorithm for estimating the MVB interaction parameters converges quickly and
reliably. The MVB model also turns out to be pertinent to predicting DH status from
haplotype data at known DH sites [34]. On a sample of just 59 subjects, cross-validation
under the MVB yields a prediction R? of 0.12 for dichotomized DH levels. As expected, the
accuracy of DH prediction decreases as extraneous predictors are added. Finally, prediction
under the MVB achieves about 10% better accuracy than prediction by linear regression
(best unbiased linear predictor or BLUP) and logistic regression. Thus, the MVB model is

recommended for prediction of binary epigenetic status from local haplotype data.

2.2 Methods

2.2.1 The multivariate Bernoulli distribution as a model for haplotype data

The multivariate Bernoulli (MVB) distribution extends the univariate Bernoulli distribution
to binary vectors of fixed length N [30]. The density Pr(Y = y) = p,,.. ) of such a
discrete random vector Y depends on 2V probabilities D(0,0,...,0)> P(0,0,...,1)» - - - » P(1,1...,1) specific
to the different realizations of Y. For example, the bivariate Bernoulli distribution consists
of four realizations (0,0), (0,1), (1,0), and (1,1) specified by four probabilities p(,0), P(0,1),
P(1,0), and p 1y. By definition the conditional distribution of a subvector, say (Y1,Ya,...,Y}),
given the complementary subvector, say (Yyi1,...,Yn), is also MVB. In the bivariate case,
conditioning on either Y; or Y5 produces a standard univariate Bernoulli distribution. There
is an alternative parameterization that captures interactions and is conducive to parsimony.
This parameterization substitutes subsets of {1,..., N} for binary vectors. To the realization
y we correspond the index set A = {i : y; = 1}. The natural parameters fo of the MVB
model are indexed by interaction subsets C, and the density function Pr(Y = y) is written

as the ratio
exp (ZCgA fC) _exp(Sa)

2B exp (ZCQB fC) B Y.pexp (Sp)’

Pr(A) = (2.1)



where we define Sy = >, fc for notational simplicity. The denominator »;,exp (Sp) is

the appropriate normalizing constant.

The haplotypes spanning N bi-allelic SNPs can be represented as binary vectors of length
N. We adopt the convention that y; = 0 indicates the major allele and y; = 1 indicates
the minor allele at SNP 7. One can obviously model the distribution of haplotypes in a
population as MVB. The major advantage of the MVB is its ability to incorporate interac-
tions in the recovery of haplotype frequencies. The number of parameters in both the naive
and interaction parameterizations grows exponentially fast in N. However, the interaction
parameterization organizes interactions by level and suggests limiting model complexity by
imposing an upper bound on interaction level. The next section introduces a lasso penalty
that in combination with maximum likelihood estimation eliminates superfluous interactions

and keeps the number of levels in check.

2.2.2 Estimating MVB parameters from haplotype data

To estimate haplotype frequencies and ultimately infer missing haplotypes, one can randomly
sample a population and count the number X, of haplotypes of each type A. For a fixed
sample size M, the X4 jointly follow a multinomial distribution with M total counts and
the count probabilities Pr(A) displayed in equation (2.1). Alternatively, one can adopt a
Poisson rather than a multinomial sampling framework. The two share the assumption of
independent samples but differ in whether the total sample size is random (Poisson) or fixed
(multinomial). The law of small numbers justifies the equivalence of the two frameworks.
The Poisson setting invokes a mean sample size p, which is estimated by the observed sample
size ), Xa. One can show [78] that the random variables X4 are independent and Poisson

distributed with means g4 = pPr(A).

In the Poisson framework, it is easier work with the interaction parameters by setting us =
exp(Sa) = exp(Xpc4 fB) and ignoring p and the normalizing constant ), exp (Sg). In

effect, these are absorbed into the empty set parameter fy. Independence of the X4 now
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yields the likelihood

(pra)™
L(f]X) = E[ %, exp(—a), (2.2)
where X = (X4) and f = (f4) are the vectors of haplotype counts and interaction parame-

ters, respectively. Taking logarithms produces the loglikelihood

U(f|1X) = ZfA ZXB—ZeXp (Sa) ZlogXA!. (2.3)
A

BDA

It is natural to estimate the MVB parameter vector f = (f4) by maximizing ¢(f|X).

Unless N is small and the sample size M is large, estimating all 2 MVB parameters is
an exercise in over-fitting. To achieve parsimony, we append an ¢;-norm (lasso) penalty to
the loglikelihood. Any reasonable model should include the low-order parameters f, with

|A| < 1, where |A| denotes the cardinality of the set A. Hence, we maximize the penalized

loglikelihood

ZfA > XB—ZeXp (Sa) = A D] |fal- (2.4)

B2oA |A|=2
Here, X is a tuning constant determining the strength of the penalty. Increasing A increases
the sparsity of the estimated parameter vector. The analogy with lasso-guided regression is
obvious. The new objective function F'(f) is concave and directionally differentiable. It has

kinks introduced by the terms |fa]. We recommend maximization by coordinate ascent.

2.2.3 Coordinate ascent algorithm

Coordinate ascent maximizes the objective function one parameter at a time holding other
parameters fixed. Cycling through the parameters continues until the objective value con-
verges or a maximum number of iterations is reached. Algorithm 1 outlines the coordinate

ascent algorithm for estimating model parameters.

Line 5 of Algorithm 1 requires finding arg max,, F'(f). To update f4 when |A] < 1, we set



Algorithm 1 coordinate ascent algorithm for fitting the MVB

1: Let C be the collection of possible haplotypes of length N
2: Initialize f4 to O for all AeC

3: while stop condition fails do

4: for Ain C do

5: fa = argmax;, F(f)

6: end for

7: end while

the partial derivative of F'(f)

d F(f) = Z XB —efA Z ezc’gB,C;&AfC

0fa BoA BoA

with respect to f4 equal to 0. This yields the update

ZBQA Xp

fa=In s e2CB,c+ATC’

When |A| > 2, the supergradient

’ F(f) = Z Xp —ela Z excen,cxalc

0fa BoA BoA
(

1 iffA>0

“A-L1] i fa=0

L_l iffA<0

must contain 0 [79]. Equating it to 0 yields the update

0 o] <A
fa =4 In_——ZpoaXs A c> A

Shoa eXCcB,C#A fC

2poa XB+A
xocB,Cc#A fo

In
\ ZBQA €

for the criterion ¢ = 3,0, Xp — Y50, €20 c2afc,
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In view of the summations over B 2 A in the denominators of equation (2.6) and equation
(2.8), each coordinate ascent update takes nearly O(2") operations. This computational
load restricts estimation to MVB models with small N, say N < 15. Once parameters are
estimated, prediction under the MVB is relatively straightforward. The normalizing constant

in formula (2.1) must be calculated, but this can be done once and the result stored.

2.2.4 Best linear unbiased predictor (BLUP)

Part of our evaluation of the MVB involves comparison of DNasel hypersensitivity (DH)
prediction on simulated data. The simulated DH status y; of an individual ¢ was constructed
as a linear combination of individual i’s SNP alleles and SNP pairwise interactions weighted

by effect sizes 8; and Bj;. In symbols

Yi = Zﬁjhz‘j + Z Bjkhizhik + €3, (2.9)
j {5k}

where h;; is the SNP predictor (standardized version of 0 or 1) of individual ¢ at SNP j,

hijhi, is the SNP interaction of individual ¢ for the pair of SNPs j and k, and ¢; is an

independent normally distributed error term. Simplified versions of the model ignore the

pairwise interactions and take all 3;, = 0.

To make predictions under the linear model, we first estimate the effect sizes §; and 5
from training data set and then predict the phenotype (DH status) of each individual in the
test data, substituting estimated parameters for true parameters. For notational brevity,
let H = (Hsyp, HinT) be the block matrix of single SNP and interaction SNP predictors
across the training set; for each subject ¢ and SNPs j and k, the matrix Hgyp has entries
(hij), and the matrix H;yp has entries (h;;hiz). The effect sizes 5; and f;; are estimated by
the least squares formula

B=(H"H)"'HTy. (2.10)
Finally, the best linear unbiased predictor (BLUP) g; of DH status for an individual i is
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computed via

Gi = Y Bihig + Y Bhigha. (2.11)
j

{4,k}

2.2.5 Logistic regression (LOGIT)

We also compared the MVB model with logistic regression (LOGIT); unlike linear regression,
logistic regression directly models binary outcomes. Under logistic regression, the probability

of the DH status y; of individual i given his/her SNP alleles (h;;) and pairwise interactions

(h,]hlk) iS
eCi Y 1 1-y
Pr(y; =y) = (1 n eci> (1 n eci) ; (2.12)

where ¢; = o + Zj ajhi; + Z{j k) a,phijhip. Here the a’s are the regression coefficients in

logistic regression. As with linear regression, one can simplify the model by ignoring pairwise

interactions and taking all aj; = 0. To estimate the parameters of the model, one maximizes

the likelihood

e 1
H 1+ e H 1_|_6ci' (213)

{iyi=1} {i:y: =0}
over the entire sample. Prediction of the DH status of individual ¢ relies on the the predicted

probability
e
i = —, 2.14
Y 14 e ( )

of y; = 1, where ¢; is the same as ¢; except for substitution of estimated regression coefficients

for true coefficients.

2.2.6 Hidden Markov model (HMM) for haplotypes

A hidden Markov model (HMM) views a haplotype h of length N as a mosaic of haplotypes
from a set H of R reference haplotypes [84]. The N x R HMM states (i,7) capture the
particular reference haplotype j occurring at SNP 4. A transition matrix K models recom-

bination events and controls how switches occur between haplotypes in meiosis. The entries
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K|[(ij), (kl)] of the transition matrix are 0 unless k =i + 1. For neighboring SNPs, the en-
tries depend on the distance between the SNPs. Thus, the larger the distance, the larger the
transition probability for j # I. The emission probabilities Pr(h;|(ij)) allow for mistyping
and occasional mutation events. Inferences based on HMM are achieved efficiently through
the forward, backward, and Viterbi algorithms, all of which have complexity O(NR?). We
adopt the latest IMPUTE2 [69, 66] implementation of HMM for comparison purposes.

2.3 Results

2.3.1 Assessment of MVB on 1000 Genome haplotypes

In an initial set of experiments, we used the 1000 Genomes EUR (European) haplotypes (505
individuals) to investigate the performance of the MVB model and our coordinate descent
algorithm for fitting it to data. We randomly selected 50 regions on chromosome 1, each
containing 15 SNPs, and fit the MVB under various settings. The first setting imposed no
constraint on the maximum order (max |A|) of the interaction sets A. Thus, in effect, we
estimated all 2'° = 32,768 parameters. Figure 2.1 shows that the regularization constant A
has a significant effect on the magnitude of parameters, especially for f4’s where |A| > 4. For
example, as A increases from 0.0 to 0.5, the sum Z| Al=4 | fa] of estimated parameters decreases
from 87.5 to 30 for interaction sets with |A| = 4. Furthermore, Figure 2.2 indicates that the
average value of |f4| converges to 0 as |A| tends to N = 15. Thus, we conclude that the

lower-order interactions f, predominate in determining haplotype frequencies.

We also recorded the number of iterations until convergence of the coordinate descent al-
gorithm. The algorithm invariably converges within 20 to 30 iterations. See Figure 2.3 for
typical results. Finally, Table 2.2 shows that the bulk of computational time is taken in
estimating MVB parameters; once model parameters are estimated, applying the model to

making predictions is relatively trivial.

Next we investigated how well the MVB fits the selected 1000 Genomes haplotypes using just
13



lower-order interactions. To measure goodness of fit, we computed the Euclidean distance
between the haplotype frequencies recovered by the MVB model as given in equation (2.1)
and the haplotype frequencies observed in the data. Table 2.1 demonstrates that the MVB
model requires only the lower-order interactions terms to accurately fit typical data. Because
A = 0.25 attains the best fit across interaction level bounds (|A| < b), we set A to 0.25 in all

future experiments.

2.3.2 Prediction of DNasel hypersensitivity status in simulations

To simulate binary DNasel hypersensitivity (DH) data, we took the 1,010 EUR (European)
haplotypes of the 1000 Genome project [27] and simulated 20,000 haploid individuals at
200 randomly selected 20Kbp regions on chromosome 1 [150]. From each region we selected
15 SNPs with minor allele frequency above 1%. From the 15 chosen SNPs we randomly
selected m causal SNPs and n pairs of interaction SNPs and simulated continuous DH values
according to the linear model sketched in Section 2.2.4. Prior to simulation we standardized
the SNP predictors h;; and h;jh;, to have mean 0 and variance 1. The regression coefficients
for the causal SNPs and SNP pairs were sampled as 3; ~ N (0, h?/m) and Bj; ~ N(0,hZ,,/n)

int

and the noise for each DH variable as g; ~ N(0,1— (h?+h? ,)), where h? and h?,, denote the
variance of DH values explained by single variants and interactions, respectively. Finally, we
converted the continuous DH values to binary DH values by imposing a threshold chosen so

that 20% of the binary DH values were elevated (status 1 rather than status 0).

For testing under the MVB model, we constructed binary vectors of length 16 by concate-
nating each 15-SNP haplotype and a corresponding simulated binary DH status. Given the
tuning constant A = 0.25, this allows us to estimate the f4 parameters. To predict DH status
given observed SNP haplotypes, one simply computes a conditional probability under the
MVB model. In one set of MVB trials, we limited the interaction level to |A| < 2, for a total
of 137 parameters. In a second set of trials, we limited the interaction level |A| < 3, for a
total of 697 parameters. One can compare MVB prediction to BLUP and LOGIT prediction

based on the same SNP haplotypes and interaction model. For BLUP and LOGIT, we also
14



tested a model involving SNPs and interactions between adjacent SNPs.

In linear regression, equation (2.10) supplies effect sizes, and equation (2.11) supplies pre-
dicted values. In logistic regression, equation (2.14) supplies predicted values. For estimation
and prediction under HMM, we concatenated DH status as a pseudo SNP at the end of each
15-SNP haplotype to avoid changing the SNP interactions in the original haplotype. We
also set the physical distance between the pseudo SNP and the last SNP to be the average
distance between consecutive pairs of SNPs in the original 15-SNP haplotype. We employed
half of the simulated individuals as reference panel and ran HMM with IMPUTE2 default
settings on the other half to obtain predicted DH status. All 200 simulations summarized
below involve two causal SNPs (m = 2) and 2 causal SNP interactions (n = 2) for 200
randomly sampled individuals. Of these 200 people, 100 served as training individuals and

100 as validation individuals.

We first investigated performance of MVB, BLUP, LOGIT, and HMM prediction for varying
h? for a fixed interaction hZ,, of 0.1. Figure 2.4 shows that prediction R? achieved by all
models increases as h? increases. However, the MVB model consistently achieves higher
prediction R? than BLUP, LOGIT, and HMM under both settings, suggesting that the

MVB model is capable of yielding more accurate estimates of effect sizes for prediction.

Notably as h? increases, the improvement in prediction R? also increases. In other words,
as the effect of a single SNP increases, the comparative advantage of the MVB model over

BLUP, LOGIT, and HMM increases.

Next we investigated the accuracy of these approaches at varying h? , values. Figure 2.5
demonstrates that for all pairs of h? and h? ,, the MVB model also achieves higher prediction

wnt)?
R? than BLUP, LOGIT, and HMM.

Finally we investigated the number of samples required for accurate prediction. Figure 2.6
shows that although the MVB model requires more parameters than BLUP, LOGIT, and
HMM, it is able to outperform these models even if the training sample size is small. This

suggests that the MVB model is less sensitive to noise. Notably, HMM under-performs
15



both MVB and LOGIT in most simulation settings, suggesting that HMM is less capable of
detecting long range interactions for reasonable sample sizes. Across all simulated data sets,
we observe no major difference in prediction R? between the two MVB settings. This is to

be expected since only pairwise interactions are simulated.

2.3.3 Predicting DNasel hypersensitivity status in empirical data

We now turn to real data on DH status and reach similar conclusions. The data set in
question [36] contains normalized DNasel hypersensitivity (DH) scores for 70 YRI (Yorubas
in Ibadan, Nigeria) individuals at 1.5 million 100-bp genomic windows. These windows
cover the 5% of the human genome with the highest DNasel sensitivity. About half of the
windows are expected to be truly sensitive to DNasel [14]; 8,902 windows have associated
dsQTLs (SNPs showing significant correlations with DH scores across individuals [36]). We
dichotomized DH scores by placing scores above the threshold of 0.0 in one category and
scores below the threshold of 0.0 in the complementary category. Among the 70 YRI indi-
viduals in the sample, 59 are also in the 1000 Genome project [27] and have fully phased
haplotypes. We accordingly used the haplotypes and the binary DH status of these 59 indi-
viduals to evaluate the MVB model. For computational reasons, we selected one haplotype
for each individual and restricted our analysis to 250 random DH sites and the 377 DH sites

with associated dsQTLs on chromosome 22.

In genomic windows with associated dsQTLs, the dsQTLs are on average about 8,000 base
pairs (10 SNPs) away from their windows. This action at a distance renders it difficult
for HMMs to accurately capture interactions between dsQTLs and their genomic windows.
Because sequence order is an important factor for HMMs, the question also arises of where
to place binary DH status (a pseudo SNP) in the haplotype. For this reason, we excluded

HMM from comparisons on real data.

To avoid over-fitting, we assessed prediction accuracy by leave-one-out cross-validation.

Thus, we estimated parameters using data from 58 (all but one) training individuals and
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predicted DH status for the remaining validation individual. Repeating this process across
all 59 individuals allowed us to compare predicted and true DH status. The results can
be summarized in a squared Pearson correlation (prediction R?). Prior to parameter esti-
mation in each of the 59 folds, we selected a small number of relevant SNP predictors by
linear regression and forward selection. Our selection procedure excluded SNPs with minor
allele frequency below 1% or at a distance of 1 Mbp or greater from the center of the win-
dow. Each successive SNP entering the candidate list provided the greatest reduction of the

current residual sum of squares.

Given a candidate set of SNP predictors P in the MVB model, we created binary haplotype
vectors of length |P| + 1 from the SNPs and the binary DH status. We considered at most
second-order interactions and set the penalty constant A to 0.25. For BLUP and LOGIT,
we considered three models, one limited to single SNPs, one involving both single SNPs and

two-way interactions, and one involving single SNPs and only interactions between adjacent

SNPs.

Figure 2.7a shows the prediction R? obtained through leave-one-out cross-validation averaged
over the 250 randomly selected windows. Due to overfitting and our small sample size, the
average prediction R? decreases for all methods as the number of predictors | P| increases.
The MVB model achieves higher prediction R? than BLUP and LOGIT over both settings.
We repeated the same experiment on the 377 windows with associated dsQTLs. Again the
MVB model consistently achieves higher prediction R? than BLUP and LOGIT (see Figure
2.7b). Figures 2.7c and 2.7d depict the distribution of prediction R*’s under each model.
It is clear that the MVB models achieve more high prediction R*’s (greater than 0.2) than
BLUP and LOGIT. One can legitimately conclude that the MVB model predicts DH status
better than BLUP and LOGIT. Table 2.3 summarizes the average and standard error of

prediction R? for some representative experiments.
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2.4 Discussion

The current paper presents the multivariate Bernoulli (MVB) distribution as a vehicle for
modeling haplotype data. Because the number of distinct haplotypes observed in a narrow
genomic region tends to be small, the MVB model is typically wildly over-parameterized. To
achieve parsimony, we propose a lasso penalty within a Poisson sampling framework. The
penalized MVB model encourages the detection and exploitation of higher-order interactions
among the underlying SNPs. In contrast to Markovian models, interactions extend beyond
nearest neighbor and pairwise interactions. The interaction parameterization adopted here
is more natural than the naive MVB parameterization implicitly seen in BLUP and LOGIT.
Empirically, the interaction parameterization extracts more haplotype information and pre-

dicts with better accuracy.

Our application of the MVB model to predict DNasel hypersensitivity (DH) status from
observed haplotypes supports the utility of the model. We show that the MVB model
achieves better accuracy than BLUP and LOGIT in predicting simulated DH status. The
overall prediction R? achieved by MVB, BLUP, and LOGIT on real DH status suggests

substantial heritability of this epigenetic signal.

In likelihood evaluation and parameter estimation, the computational complexity of the
MVB models scales like 2 for N SNPs. This harsh reality limits the applicability of the
model to a small number of variants. Fortunately, even for small N, the MVB model offers
valuable insights into genomic data. The MVB model may well be critical in predicting
binary gene expression when a small number of causal variants localize within a gene. In
particular, MVB profiles in cases and controls may help in fine mapping traits in genome-
wide association studies. Overcoming the computational limits of the MVB model limit is
high on our research agenda. Once this task is accomplished, it will be possible to apply
the MVB model to pre-phasing, a technique for improving genotype imputation by first
imputing haplotypes [66]. We conjecture that Monte Carlo methods will play a decisive

role in extending the range of the model to larger V. Finding an efficient sampling scheme
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to approximate the normalization constant ), exp (Sg) is of paramount importance and

doubtless the place to start in accelerating algorithm performance.
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2.5 Tables

A
max |A| no. param. 00 025 05 075 1.0
1 16 0.348 0.348 0.348 0.348 0.348
2 121 0.137 0.072 0.073 0.074 0.075
3 576 0.120 0.054 0.055 0.056 0.056
4 1,941 0.120 0.055 0.056 0.057 0.058

Table 2.1: Euclidean distance between haplotype frequencies recovered by the
MVB model and haplotype frequencies observed in data for different values of
max |A| and .

max |A| Learning (sec/iter) Prediction (sec/pred)

1 0.2 < 0.01
2 1.1 < 0.01
3 4.4 0.01
4 13.7 0.02

Table 2.2: Learning time (second per iteration) and prediction time (second per
prediction), averaged over 50 loci.

IP| MVB(]4|<2) LOGIT  BLUP
1 .112+.0156  .093+.013 .097+.013
2 .109+.015  .106+.015 .100+.014
1
2

RANDOM

120£.015 1084+.015  .1144+.015

dsQTL 102+.014  .100+.015 .096+.014

Table 2.3: Average prediction R? and standard error for |P| < 2 over 250 randomly
selected windows (RANDOM) and 377 windows with dsQTLs (dsQTL).
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2.6 Figures
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Figure 2.1: Sum of |f4|’s averaged over 50 regions as a function of |A|.
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Figure 2.2: Mean of |f4|’s averaged over 50 loci as a function of |A|.
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Figure 2.3: Objective value averaged over 50 loci at each iteration of the coordinate
ascent algorithm for different values of max |A]|.
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Figure 2.4: Prediction R? across 100 validation individuals averaged over 200
regions for MVB, BLUP, LOGIT, and HMM as a function of h? when h?, is
fixed at 0.1.
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Figure 2.5: Prediction R? across 100 validation individuals averaged over 200
regions for MVB, BLUP, LOGIT, and HMM as a function of h?, when h? is
fixed at 0.1.
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Figure 2.7: Prediction R? for MVB, BLUP, and LOGIT. Here “SNP” refers to the
experiment involving only single SNPs, “SNP & INT” refers to the experiment involving both
SNPs and all two-way interactions, and “SNP & ADJ” refers to the experiment involving
both SNPs and only interactions between adjacent SNPs. Figure 2.7a and 2.7b show the
average prediction R? over different windows as a function of the number of true predictors
|P|. Figure 2.7c and 2.7d show the distribution of prediction R* for the highest average
prediction R? over all |P|. For |P| = 2, the experiments “SNP & INT” and “SNP & ADJ”
are identical.
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CHAPTER 3

Contrasting the genetic architecture of 30 complex

traits from summary association datas

3.1 Introduction

Large-scale genome-wide association studies (GWAS) have identified thousands of single
nucleotide polymorphisms (SNPs) associated with hundreds of traits and diseases [90, 165,
29, 164]. However, only a fraction of the variance in trait can be explained by the risk
SNPs reported by GWAS. The so-called “missing heritability problem” is in part due to the
stringent significance threshold imposed in GWAS, which neglects variants of small effect that
fail to reach the genome-wide significance level at current sample sizes. As an alternative,
variance component (SNP-heritability) analysis aggregates the effect of all SNPs regardless
of their significance [168] and has yielded important insights into the genetic architecture of

complex traits [19, 44, 170, 91, 54, 117].

Heritability has been traditionally estimated using twins or pedigree [13] information with
more recent works showing that SNP-based heritability (i.e. proportion of variance in trait
explained by a given set of SNPs) can be estimated from unrelated individuals [170]. Stan-

dard approaches for SNP-heritability estimation rely on estimating the genetic relationships

This chapter is published in Shi et al., American Journal of Human Genetics 2016 [140]
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between pairs of individuals (estimated genome-wide or across a subset of the genome)
(170, 59, 53]. Therefore, these analyses require individual-level genotype data which pro-
hibits their applicability to ultra-large GWAS that, due to privacy concerns, is typically
available only at the summary level. To solve this bottleneck, recent methods have shown
that SNP-heritability, both genome-wide as well as for different functional categories in the
genome, can be accurately estimated using only summary GWAS data [19, 44]. Although
these methods have enabled powerful analyses making insights into genetic basis of com-
plex traits, they rely on the infinitesimal model assumption (i.e. all SNPs contribute to the
trait) which is invalid at most risk loci [19, 44]. To overcome this drawback, alternative
approaches have proposed to impose a prior on the sparsity of effect sizes to further increase
SNP-heritability estimation accuracy [178]. A potentially more robust approach is to not
assume any distribution for the effect sizes at causal variants and treat them as fixed effects
in the estimation procedure. Indeed, recent works have shown that SNP-heritability estima-
tion can be performed under maximume-likelihood from polygenic scores under a fixed-effect

model assuming no LD among SNPs [117].

Here, we introduce Heritability Estimator from Summary Statistics (HESS), an approach
to estimate the variance in trait explained by all typed SNPs at a single locus in the
genome while accounting for linkage disequilibrium (LD) among SNPs. We build upon
recent works[45, 117] that treat causal effect sizes as fixed effects and model the genotypes
at the locus as random correlated variables. Our estimator can be viewed as a weighted
summation of the squares of the projection of GWAS effect sizes onto the eigenvectors of
the LD matrix at the considered locus, where the weights are inversely proportional to the
corresponding eigenvalues. Through extensive simulations, we show that HESS is unbiased
when in-sample LD is available regardless of disease architecture (i.e. number of causals
and distribution of effect sizes). We extend our method to use LD estimated from reference
panels [28] and show that a principal components based regularization of the LD matrix [57]
yields approximately unbiased and more consistent estimates of local SNP-heritability as

compared to existing methods [19].

27



We applied HESS to partition common SNP heritability at each locus in the genome using
GWAS summary data for 30 traits spanning over 10 million SNPs and 2.4 million phenotype
measurements. First, we show that common SNPs explain a large fraction of the total
familial heritability estimated from twin studies, ranging anywhere from 20% to 90% across
the studied quantitative traits. Second, we showcase the utility of local SNP-heritability
estimates in finding loci that explain more variance in trait than the top associated SNP
at the locus — an effect likely due to multiple signals of association. Third, we contrast the
polygenicity of all 30 traits by comparing the fraction of total SNP-heritability attributable
to loci with highest local SNP-heritability. We find that most of the 30 selected traits are
highly polygenic with a small number of traits driven by a small number of loci. Finally, we
report 36 “heritability hotspots” — regions of genome that attain a significant contribution
to the SNP-heritability of multiple traits. Taken together, our results give insights into traits
where further GWAS and/or fine-mapping studies are likely to recover a significant amount

of the missing heritability.

3.2 Materials and methods

3.2.1 Overview of methods

We introduce estimators for the variance in trait explained by typed variants at a single

locus (local SNP-heritability, h?

oiocat) from summary GWAS data (i.e. Z-scores, effect sizes

and their standard errors). We derive our estimator under the assumption that effect sizes
at typed variants are fixed and genotypes are drawn from a distribution with a pre-specified
covariance structure. The covariance, (i.e. pairwise correlation between any variants at a
locus, LD) can be estimated in-sample, from the genotype data in GWAS, or from external
reference panels (e.g. 1000 Genomes Project[28]). Our estimator can be viewed as a weighted
summation of the squared projections of GWAS effect sizes onto the eigenvectors of the LD
matrix at the considered locus. The finite sample size of the GWAS studies as well as the

reference panels used to estimate LD induces statistical noise that needs to be accounted
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for to obtain an accurate estimation. Since the top projections make up the bulk of the
summation, truncated-SVD lends itself as the appropriate regularization method to account
for noise in the estimated LD matrices. Finally we extend our approach to consider multiple
independent loci each contributing to the trait and show how our local estimator can be
employed when the total genome-wide SNP-heritability is known (or estimated from other

methods).

3.2.2 Estimating SNP-heritability at a single locus from GWAS summary data

Let y;, = x;/B + €;, where y; is the trait value for individual i, x; are the standardized
(i.e. 0 mean and unit variance) genotypes of individual ¢ at p typed SNPs in the locus,
B = (B, - ,B,) is the vector of fixed effect sizes for the p SNPs, and ¢; ~ N(0,0?) is the

environmental effect. Assuming that 8 is fixed and X is random, the phenotypic variance is
Var[y] = Var[XB] + ¢ = BT Cov[X]|B + 02 = BTV B + o2 (3.1)

where V' is a p x p variance-covariance matrix of the genotype vector (i.e. the LD matrix).
If we make a standard assumption that the phenotypes are standardized (i.e. Var[y] = 1),
it follows that the amount of variance contributed by the p SNPs to the trait (i.e. local
SNP-heritability) is h? = BTV B. If the true effect size vector B and the LD matrix V'

g,local

2

i Jocar 18 trivial. In reality, however, the vector B is unknown and

are given, then computing A
is estimated in GWAS involving n samples and p SNPs, where ngas,i is estimated as the

marginal standardized regression coefficient for SNP ¢

. 1 1
Brwass = —~XTy = —X;f([ X, . X ]ﬂ+e)
n n p
- IXIx, o AXTX, B+ -XTe= Y ryf+ - Xe
j=1

where X; denotes standardized genotypes for SNP ¢ across the n individuals, and r;; denotes

the LD between SNPs i and j. Extending to p SNPs at the locus, if follows that B =VB+

gwas
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%X Te where V is the LD matrix. With A fixed and € random, ,B is a random variable with

gwas

E[,ngas] =E[VB+ LX7Te] = VB, and Cov[ﬁgwas] = Var|[VB + lXTcs] = %XT Covle] X =

i =V = hgocayy By central limit theorem, 3 gwas ™~ (Vﬂ I toca V)

As GWAS sample size (n) increases, ,B converges to Bguqs = V. By simple substitution

gwas

in Equation (3.1) it follows that an estimator for A ., is

(ﬂgwasv_l)v(v_lﬁgwas) = ﬂZwasV_IIngas (33)

Unfortunately, the finite sample size of GWAS induces statistical noise in the estimation

with ,B above, as

of B,,4s Which leads to biased estimation if we simply replace B gwas

gwas

E[ﬁjwaszl,ngas] = tr(V! Cov[ngas]) + BTV B. However, we can correct for the bias
tr(V—1 Cov[ngas]) as follows.

Let h?
E[h

, be an unbiased estimator of h? then by definition E[h2,,,,] must satisfy

h?

g,loca g,local g,local

Then it follows that

g, local] g,local*

—E[h

nglocal] E[h (34)

g, local]

AT . 1 — h?
E[ﬂgwaSV_I'BQWGS] = tr (%V_IV) + hg local —

. o . . 1-h? T ~15
A sufficient condition for Equation (3.4) to hold is —%==p + hg tocal = BywasV "' Bguas-

Solving for hg locar 81Ves an unbiased estimator for hg local

~T ~
n v! —
h . lngas :ngas p ' (35)

g,local — n—p

Following quadratic form theory [41], the variance of hg local 15

2 2 2
n 1—nh Jlocal 1—h Jlocal
V(IT’[hg local] (n . p) (2p ( ng > + 4hg local) < ng : (36)

the true local SNP-heritability, is unknown, we use hg loca instead. For h?2

Since h?

g,local> g,local
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~

near 0, Var[h? .. ~ h 1ocat + Tz through Taylor expansion around 0. Thus, the

_ 4
(n—p)? (n—p)?

plug in principle yields an estimation of Var [hz,local

| approximately equal to the truth in the

~

(as expected for most loci and traits) Var[h?

. g,local]

g,local is dominated

expectation. For small h

by —<n3€o)2’

3.2.3 Accounting for rank deficiencies in the LD

In the above derivation we made the assumption that the inverse of the LD matrix V exists.
In practice, however, due to pairs of SNPs in perfect LD, V is usually rank deficient, and
thus V! does not exist. In such cases we use the Moore-Penrose pseudoinverse [9] V.
Let ¢ = rank(V'), by rank decomposition, V' = V4V, where V4 € RP*? and Vg €
R?? are matrices with full column rank and full row rank respectively, then tr(VIV) =

tr(VEVIVAVE) = tr(VeVELVIV L) = tr(I,) = ¢. Accounting for rank-deficient LD
~T ~
2 nﬁgwasVTﬂgwas_q

matrix, we obtain an unbiased estimator, h =

g,local pr— We make the same

adjustment (replacing p with ¢) in the variance estimator for ﬁg,local'

3.2.4 Adjusting for noise in external reference LD

When genotype data of GWAS samples is not available, we substitute the in-sample LD
matrix V' with external reference LD matrix V estimated from the 1000 Genomes Project
[28] using a population that matches the GWAS samples. However, due to limited sample
size, external reference LD matrices contain statistical noise that biases our estimate. We
apply truncated-SVD regularization to remove noise from external reference LD matrix as

follows.

T

gwas

lAT

po _ \NY _ \Y 2
VTﬁgwas = > s =21, w—i(ﬂgwasui) , where w; and wu; are the

First note that B

eigenvalues and eigenvectors of the LD matrix V', and ¢ = rank(V'). For external reference

LD matrix V with eigenvalues and eigenvectors w; and u;, the same decomposition holds
1

T
except that s; is replaced by §; = —(8 gwas'&i)Q- In our previous works [122, 72|, we propose

Wy
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to regularize Vv using ridge regression penalty. This regularization method is equivalent to
replacing w; with w; + A\, where X is the ridge regression penalty. The ridge regression penalty
V'3

shrinks the quadratic term B towards 0, which can lead to downward bias. We

gwas gwas

also notice that a large \ is needed to drive down the noise ($; for large ¢), which diminishes
the true signal at the same time. Here we show through simulations that most of the signal
in BZwasVTngas comes from s; where i « ¢ and that §; ~ s; for i < ¢ (see Figure 3.1).
These results motivate us to apply truncated-SVD to remove noise in V, ie. we estimate
BV Bouas bY S0 1/0,(B i), where k « g Let 9By k) = 2) (Bt

through eigen-decomposition of V, it can be shown that

E L) = — gtocal/ 0y alB)2. 3.7
R e 37
Since the true local SNP-heritability is 2 ;,..; = iy wi(u] B), assuming @; = w; for i < g,

2
(1_hg,local
n

Equation (3.7) is an approximation of h;local with bias ). Correcting for this bias

yields the estimator for the single-locus case

A

ng(lngasv k) —k

72
hg,loczzl = n—k (38)
In theory, the variance of h2 ., is Var[h2 ,..] ~ ﬁfz;loml + ﬁ In practice, however,

this gives an underestimation of the truth. Thus, we replace k with ¢ = rank(V).

3.2.5 Extension to multiple independent loci

For genomes partitioned into m independent loci, the linear model for individual ¢’s trait

value becomes y; = «] 81 + ... + x},,

Bm + €; where x; ; denotes the genotypes at the p;
SNPs in the ¢-th locus for individual 7, and B; denotes the effect sizes of SNPs in this locus.
Based on the revised model, we decompose Var[y]| into

Var[y] = Var[XyB1] + -+ + Var[X,,Bm] + 02 = h;local’l + o4 h2 +02, (3.9

g,local,m
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where h? denotes the local SNP-heritability contributed by the i-th locus. In the case

g,local,i

of multiple independent loci, the noise term o? is equal to 1 — Zm h? Thus, in order

g,local,j*

to correct for the bias generated by o2, one need to know h? for all j. Accounting for

g,local,j

bias and adjusting for noise in external reference LD (V;) following strategies outlined in

previous sections, we arrive at the estimator,

~

m 72
i 0B )~ 0= S P s (3.10)

g,local,i n — kz

which defines a system of linear equations involving m variables (h ) and m equations.

g,local,i

A similar system of linear equations can be solved to obtain the variance estimate,

- n \°/(.,, 62 52 k) < -
var[h’?],i] = ( ) (Qk + 4h’g localz) Xe + ( ) Z Var[h;local,jL (311)

n =k n=ki) A5

where 67 =1 - 37", h2

g,local,j*

In the special case when k) = --- = k,, = k (i.e. all loci use the same number of eigenvectors

in the truncated-SVD regularization of LD matrices), Equation (3.10) simplifies as follows:

A 19(Bgwas.i-k)—(1—h2+h? Yk A k
h; = Zz 1 glocalz = Zm S n—k g.locelt = ﬁZ;L g(lngas,iak?) T on— k(m -

mhy + hg), yielding the following estimate for the total genome-wide SNP-heritability:

m

. . k
S —_ Ry A p—_L 12
g n—mk‘ ;g(ﬁgwas,m ) n_mkj (3 )
with variance:
N n 2m ~ n 2 ka:
Var[h?] = \Y% k)] ~ . 3.13
orlig) = () 2VerloBs 0~ () G 61

Thus, if k is chosen such that n — mk is small (i.e. large) the genome-wide SNP-

nmk

heritability estimates becomes unstable with large variance. To ensure stable estimates and

is less

reduce variance (at the cost of some bias) we recommend choosing k such that —"—

than 2 when using our estimator for genome-wide estimation.
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3.2.6 Known genome-wide SNP-heritability

In many cases, the total genome-wide SNP-heritability estimate (k) and its variance (Var[h?])
of a trait are known (e.g. estimated from individual-level data). In those cases, one can sim-

ply plug hZ into Equation (3.10) to obtain local estimates of heritability h? ;...

. . k
hz,local,i = g(ﬂgwas,iv k) - ﬁ(l - h§)7 (314)
from which we conclude
. . B2
Var[hz,local,i] = Var[g(ﬁgwas,iv k)] + <ﬁ) V(Z’f’[h;] (315>
In general, the sum of local SNP-heritability 2 = 37" h2,,.,,; is not necessarily equal to
h2 due to variance in A2, .. Since Var[h2] = Var[3", b2 0] ~ % + (%)2 Var[h?],

we recommend choosing k such that mTk is less than 0.5 to ensure stable estimate and reduce
variance. We assessed the local SNP-heritability estimation with or without known genome-
wide SNP-heritability using the height GWAS data (see Table 1) with a previously reported
h320.50[165]. The local SNP-heritability estimates were virtually indistinguishable between

the two approaches (R = 1.0).

3.2.7 Simulation framework

We use HAPGEN2 [150] to simulate genotypes for 50,000 individuals starting from half of
the 505 European (EUR) individuals in the 1000 Genomes Project [28] for SNPs with minor
allele frequency (MAF) greater than 5% in randomly selected regions spanning 0.75 Mb
to 1.5Mb on chromosome 1. We reserve the other half of the EUR individuals as external
reference panel. From the simulated genotypes of the 50,000 individuals, we then simulate
phenotypes based on the linear model y = X8 + €, where X is the standardized genotype

matrix with mean 0 and variance 1 at each column.
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We investigated the performance of our method under a wide-range of simulations. We first
select a subset C' of |C| causal SNPs at random and then simulate the effect sizes at these
SNPs as B¢ ~ N(O, %Im), where h? is the heritability to be simulated. We draw € from
N(0, (1—h*)I,) such that E[y] = 0, Var[y] = 1, and that the SNP-heritability for this locus
is h2. For fixed B, we then generate replications of trait values ¢ by re-drawing €. Finally, we

compute summary statistics, ,5’ following procedures outlined in previous sections. We

gqwas’
simulate 500 set of summary statistics for each simulation scenario. Although within each
of the 500 set of simulated summary statistics, C' and B are fixed, they vary across different

set of simulations.

We also investigated simulations where B varies across simulated individuals. In each of the
500 set of simulated GWAS summary statistics, we first select a subset C' of |C| causal SNPs
at random. Then, for each individual, we draw B¢, from N (0,a;h?) fori = 1,--- | |C|, where
a governs the proportion of heritability contributed by each SNP and satisfies Zlﬂ a; = 1.
In the special case when a; = |—(1;| for all ¢, each causal SNP contributes the same proportion
of heritability. Here, C' and « are fixed in each set of simulation but vary across the 500 set

of simulations.

Since in simulations, we assume that all SNPs are typed and that environmental effect () is
drawn independently for each individual, cryptic relatedness among individuals in the 1000

Genomes Project [28] will have minimal effect on our estimates.

3.2.8 Empirical data sets

We obtained publicly available GWAS summary over European ancestry data for 30 traits
from 11 GWAS consortia (see Table 3.3). For quality control, we restricted our analysis to
GWAS studies involving at least 20,000 samples, and excluded sex chromosomes. We used
the definition of independent loci as defined in [11] (1.6 Mb on the average). To reduce
statistical noise in LD matrix, we focused on estimating heritability attributable to common

SNPs (i.e. SNPs with MAF greater than 5% in the European 1000 Genomes data[28]). Prior
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to estimating heritability, we also removed SNPs with ambiguous alleles as compared to the
reference panel (Table 3.3) and applied our estimator as defined in Equation (3.10). For
each trait, we choose k, the number of eigenvectors used to estimate local heritability across
all loci, based on sample size of the GWAS (see Methods) — a large k is used for GWAS
with large sample size, and a small k is used for GWAS with small sample size. To avoid
inflation due to noise in LD, we cap k at a maximum of 50 (see Table 3.4). To ensure stable
estimates, we also recommend filtering out eigenvectors with corresponding eigenvalues less

than 1.

Most GWAS apply genomic control (GC) factor (\,.) to x? statistics to correct for inflation

~

due to population structure [158] and publish GC-corrected effect size estimation (8,45 4c)-

And we note that all the summary GWAS data we analyze in this work were adjusted for
population structure to various degrees, and had at least one round of genomic correction.
However, recent works [19, 171] show that A, can not distinguish between inflation and true
polygenicity and overestimates the correction factor needed for population stratification.
Although dividing the x? statistics by A, has little effect on computing the ratios between
local and genome-wide heritability [44], it can result in underestimation of both local and
genome-wide SNP-heritability — when applied on GC-corrected summary data directly, our
method can produce negative and uninformative local and total SNP-heritability estimates.

To account for this, we first estimate ;. from summary GWAS data and re-inflate the effect

sizes (B qwas.ge) With estimated /Ay, before obtaining local SNP-heritability estimates. We

estimate Ay based on the observation that at a locus with no heritability (i.e. h2 ;. = 0),
T

R , R F; , )
E[B,as gcinT‘:ngas geil = =L, where B = 2222 denotes GC-corrected effect size
A 296, gc

qwas,gc,i //\gc

~T ~
_ 4
= L where B

vector, and that E[B,,,..V B

gwas.i is the vector of effect size estimation

gwas,i] qwas,i

without GC correction. To estimate \,, we treat the bottom 50% of all loci with the

2

oilocal,i = 0, and regress the vector

smallest estimated local SNP-heritability as loci having h
(£) against the vector (,BT VIB

gwas,ge,t

We note that using the bottom 50% of all

gwas,gc,i) .

loci is a conservative measure to account for ascertainment in choosing loci and can result

in estimated A4 less than 1. In practice, we only re-inflate ,B if the estimated A, is

gwas,gc
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greater than 1. We report estimated A, for all 30 traits in Table S1. Overall, our estimated
Age 1s consistent with the reported A,.. For example, our estimated A, for BMI (1.33), HDL
(1.13), LDL (1.16), TC (1.16), and TG (1.18) are consistent with the reported A, for BMI
(1.38) [90] and lipid traits (1.10-1.15) [29].

We define GWAS hits as SNPs with p-values less than 5 x 1078, To avoid overestimation
due to LD tagging, for each locus, we only select the most significant (i.e. smallest p-value)
GWAS hit as the index SNP. Heritability attributable to index SNPs, % is then estimated

gqwas’

as Zle Af, where BZ is effect size of the i-th index SNP, and I the number of index SNPs.

We estimate the variance of Bzwas as Var[ﬁﬁww] = ! Var[B?] = 3L Var[(Zi/vn)?] =
Sy Var[ixi] = 21/n*.

For case-control traits, an adjustment factor is needed to correct for ascertainment [82].
We note that this adjustment factor is derived based on the infinitesimal model, and does
not apply to our method, which assumes a fixed effect model. Therefore, we only report
unadjusted heritability estimates for case-control traits. However, we note that ratio between

local to genome-wide SNP-heritability is not affected by this scaling factor.

3.3 Results

3.3.1 Performance of HESS in simulations

We used simulations to assess the performance of our proposed approach under a variety of
disease architectures. First, we confirmed that by accounting for rank deficiency in the LD
matrix we obtain unbiased estimation whereas the approach that uses the number of SNPs
to correct for bias generated by the quadratic form [45] leads to a severe under-estimation
of heritability. Second, we find that using the top 10-50 eigenvectors of the LD matrix (see
Methods) provides a good approximation for the estimated heritability when LD is estimated

from external reference panels (Figure 3.1).
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Since we use approximately independent loci [11], we also assessed potential bias due to
cross-tagging of heritability resulting from LD across adjacent loci. We simulated summary
statistics based on 10,000 randomly selected SNPs spread across the entire chromosome
22, with 20% of these SNPs being causal and total SNP-heritability varying from 2% to
10%. For each simulation scenario, we simulate 500 set of summary statistics, and obtain
local SNP-heritability estimates using equation (3.10). We obtain total SNP-heritability
estimate by summing all local SNP-heritability estimates. We find that using the top & = 30
eigenvectors in the truncated-SVD regularization of LD matrices, HESS yields downwardly
biased estimate of total SNP-heritability estimate, whereas at £k = 50 HESS is approximately

unbiased (Figure 3.2). Therefore, we use k = 50 as the default unless otherwise noted.

Next, we compared HESS to the recently proposed LD-score regression (LDSC)[19, 44]
method that provides estimates of heritability from GWAS summary data. Although LDSC
is not designed for local analyses due to model assumptions on polygenicity, it is able to esti-
mate the variance in trait attributable to any sets of SNPs. As expected, in our simulations,
where all individuals share the same effect size vector (8), we find that LDSC is sensitive
to the underlying polygenicity and, in general, yields biased estimation of heritability. In
contrast, HESS provides an unbiased estimation of heritability across all simulated disease
architectures when in-sample LD is available. For example, in simulations where 20% of the
variants at the locus are causal explaining 0.05% heritability, HESS yields an estimate of
0.054% (s.e. 0.004%) as compared to 0.025% (s.e. 0.0009%) for LDSC (Figure 3.3). We
attribute this to the fact that HESS does not make any assumption on the distribution of
effect sizes at causal variants by treating them as fixed effects in the model. When LD from
the sample is unavailable and has to be estimated from reference panels, both methods are
biased with HESS (with &£ = 30,50 eigenvectors in the truncated-SVD regularization of the
LD matrix) yielding results closer to simulated heritability than LDSC at randomly selected
loci with different width (Figure 3.3). Similar results were obtained in simulations where
the B is drawn independently for each individual. This is expected because conditional on
a fixed B, HESS is unbiased (i.e. E[h2|B] = h2), then the expectation of HESS estimate
integrating over all possible 3 is still unbiased (i.e. E[h2] = E[E[h?]]ﬂ]] = E[n2] = 1}).
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Finally, unlike LDSC that employs a jack-knife approach to estimate variance in the esti-
mated heritability (thus requiring multiple loci), HESS provides a variance estimator follow-
ing quadratic form theory (see Methods). Since external reference LD is typically computed
based on much smaller samples than in-sample LD, subtle patterns in in-sample LD cannot
be captured by external reference LD. Thus, external reference LD matrices usually have
lower rank than their corresponding in-sample LD matrices, resulting in under-estimation of
Var[ﬁ;loml’i] (see Equation (3.11)). We verify this in simulations and find that the variance
estimator yields unbiased estimates when in-sample LD is available and under-estimates the-
oretical variance when external reference LD is used. We also note that cryptic relatedness in
GWAS samples can drive down the effective sample size (n), thus our estimates of standard

errors could be deflated for GWAS where the effective sample size is significantly smaller

than the actual sample size.

3.3.2 Common variants explain a large fraction of heritability

Having demonstrated the utility of HESS in simulations, we next applied our method to
empirical GWAS summary data across 30 complex traits and diseases spanning more than
two million phenotypic measurements (see Methods, Table 3.3, Table S1). We estimated the
local SNP-heritability at 1,703 approximately-independent loci [11] using European individ-
uals of the 1000 Genomes to estimate LD [28]. We first investigated the total contribution
of common variants (MAF > 5%) to the heritability of complex traits. We summed up the
local estimates provided by our method to obtain an estimate for the total genome-wide
heritability for all genotyped SNPs. For traits where the SNP-heritability was previously
reported we find a broad consistency between our estimate and the existing estimates from
the literature (see Table 3.3). For example, HESS estimates a genome-wide SNP heritability
(h2) of 16.5% (s.e. 0.5%) for BMI and 59.4% (s.c. 0.3%) for height as compared to previously
reported estimates of 21.6% (2.2%) for BMI [90] and 62.5% for height [165]. We also find
that our total SNP-heritability estimates broadly correlates with those obtained by LDSC

(R = 0.78). Most importantly, we find that common SNPs explain a large fraction of the
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previously reported familial heritability for all quantitative traits we interrogated ranging
from 21% for Forearm BMD to 94% for HDL(Table 3.3). Although we observe a very high
contribution of common SNPs to case-control traits as well, we note that our estimator can

be biased due to ascertainment in this case (see Methods).

3.3.3 Hidden heritability at known risk loci

Recent works[54, 96] have shown that the total heritability explained by all variants at the
GWAS risk loci (h? ) is higher than heritability explained by GWAS index SNPs

g,local,gwas

(h2,..)- This suggests that a fraction of the missing heritability is due to multiple causal

gwas

variants or poor tagging of hidden causal variants at known risk loci. We used HESS to

quantify the gap between these two estimates of heritability at known risk loci. We find

2
gqwas*

2

For example, h j,0a1 guwas

. . 2
several traits for which hy ;o0 swas

is over two fold higher (32.0%, s.e. 0.2%) than A2, (13.9%, s.e. 0.002%) for height (Table

gwas

is significantly larger than h

3.3). The difference can be accounted by incomplete tagging of hidden causal variant(s) or
allelic heterogeneity (i.e., multiple causal variants). Indeed, conditional analysis identified
36 GWAS loci that contain multiple signals of associations (for a total of 87 GWAS risk
SNPs at these loci) for height[169]. Restricting to the 28 loci that contain at least 2 of
the 87 GWAS risk SNPs, we estimate h? =4.6%(s.e. 0.06%), a 2.4-fold increase over

g,local,gwas

h?,.:=1.9% (s.e. 0.003%). These loci, 5.8% of all GWAS loci for height, contribute to

gqwas

14.2% of the difference between h;,local,gwas and hf]was across all loci, thus suggesting that
the difference is likely due to multiple signals of association. To confirm this hypothesis we
applied a conditional analysis from summary GWAS data using GCTA-COJO [169] for the
traits HDL, TG, RA, and SCZ. We observe that a moderate fraction (2% — 16%) of GWAS

loci show multiple signals of association (see Table 3.2) thus confirming that contrasting

2 . 2 . . . . . . . .
g tocal gwas With B, is indicative of multiple signals of association.

In contrast, the majority of traits show similar ﬁ; local, gwas A0d ﬁgwas (see Table 1) suggesting a

single causal variant at these loci very well tagged by the index GWAS variant. For example,

it is known that LDL is strongly regulated by a single non-coding functional variant at the
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SORT1 locus [29, 110] and that bone mineral density trait (FN) is strongly regulated by
WNT16 [177, 75]. We also observe traits (e.g. MCH, MCV, RBC) for which h2 is

g,local,gwas

estimated to be less than izf]was. This seemingly contradictory result is due to the fact that
fewer eigenvectors in the truncated-SVD regularization of LD matrices were used to estimate
h2 for GWAS with small sample sizes (see Table S2), resulting in downward bias (see

g,local,gwas

Methods).

3.3.4 Contrasting polygenicity across multiple complex traits

Most studied common traits exhibit a strong polygenic architecture (i.e. an abundance of
loci of small effect contributing to trait)[91, 90, 165, 29] . We recapitulate this observation
using the HESS analysis and find a strong correlation between chromosome length and the
fraction of heritability it explains for most traits we analyze here (Figures 3.4, 3.5 ). We
also observe, consistent with previous findings [25], regions such as FTO on chromosome 16
and HLA on chromosome 6 contributing disproportionately to the fraction of heritability for

HDL, BMI, and RA, respectively.

Next, we sought to quantify the variability in polygenicity across traits. We rank order loci
based on their estimated local SNP-heritability, sum their contribution and plot it versus the
percentage of genome they occupy (Figure 3.6). For highly polygenic traits, we expect the
cumulative fraction of total SNP-heritability to be proportional to the fraction of genome
covered, whereas for less polygenic traits, we expect to see a small fraction of the genome
accounting for a large fraction of total SNP heritability. For example, in schizophrenia and
height the top 1% of the loci with the highest local SNP-heritability contribute to 4.2%(s.e.
1.0%) and 6.5%(s.e. 1.5%) of the total SNP-heritability of these traits, respectively. This is
consistent with previous reports on the degree of polygenicity of these traits [91, 165, 29].
At the other extremes, RA and lipid traits (HDL, LDL, TC, TG) have a lower degree of
polygenicity, with the top 1% of loci accounting for 14-30% of the total SNP heritability.
However, the low polygenicity of RA is mostly driven by the HLA region on chromosome

6. After removing local SNP-heritability estimates at loci overlapping the HLA region for
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all traits, we observe that RA shows a moderate degree of polygenicity for the rest of the
genome. We also note that the different degrees of polygenic signals across traits reflect both
a difference in disease architecture (i.e. distribution of effect sizes) as well as a difference in

the sample sizes for the GWAS summary data.

A different perspective of polygenicity is to restrict to GWAS risk loci (as they clearly contain
risk variants) and contrast the proportion of explained variance with the proportion of the
genome they occupy. We observe a wide distribution across traits reflecting diverse genetic
architectures as well as different sample sizes for the GWAS performed for these traits. For
example, approximately 30% of loci across the genome harbor a risk variant for height and
account for 50% to the total SNP-heritability (a 1.5-fold enrichment). On the other hand,
while only 5% of the loci contain GWAS risk variants for HDL, these loci collectively explain
25% of the SNP-heritability of HDL (a 4.6-fold enrichment) (Figure 3.7).

3.3.5 Loci that contribute to heritability of multiple traits

It has been previously established that a number of the 30 traits investigated in this study
share a genetic basis [18]. Correlating local SNP-heritability estimates across the entire
genome can serve as a proxy for the magnitude of pleiotropy and we can identify pairs of traits
whose genetic components tend localize within the same regions of the genome. Motivated
by this, we searched for specific pleiotropic loci which we define as loci that contribute
significant non-zero SNP-heritability (one-tailed p-value < 0.05, Bonferroni corrected for
1,703 loci) for at least 3 out of the 30 analyzed traits. In total, we identified 36 such loci

distributed genome-wide (see Figure 3.9).

As expected, the HLA region (chr6:26-34M), displays strong pleiotropic signal, particularly
for immunologically relevant phenotypes (see Figure 3.9). For instance, the locus chr6:32-
33M contributes significant amount of SNP-heritability for 8 traits, with exceptionally strong
signals for RA, UC, and IBD (see Figure 3.9). We also observe several other pleiotropic loci,
including chr2:199M-202M, contributing to AM, SCZ, and Height; chr6:134-136M, contribut-
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ing to multiple red blood cell traits; and chr19:45-46M, contributing to multiple lipid traits.
It’s well known that there exist genetic correlations among red blood cell traits [160, 46, 23]
as well as among lipid traits [29, 18]. Interestingly, previous research has also revealed that
early age at menarche is associated with later onset of schizophrenia [26]. Our results sug-
gest that these genetic correlations and associations may be caused in part by the pleiotropic

effect of these loci.

We note that the selection of traits can bias the identification of pleitropic loci towards
over-represented traits such as height and lipid traits. Nevertheless, local SNP-heritability
analysis is still a useful tool to quantify the fraction of total SNP heritability contributed by

a single loci and provide valuable insights into identifying pleiotropic loci.

3.4 Discussion

We have presented HESS, an unbiased estimator of local SNP-heritability from GWAS sum-
mary data. We extend existing work [45] that estimate heritability under the fixed-effect
model by proposing to regularize external reference LD matrix via truncated-SVD and gen-
eralizing the estimator to multiple independent loci. Through extensive simulations, we
demonstrate that HESS is unbiased given in-sample LD and yields more consistent and less
biased local SNP-heritability estimates than LDSC given external reference LD. We applied
HESS on GWAS summary data of 30 complex traits from 12 GWAS consortia and showed
that our results recapitulate previous findings. We then used these local SNP-heritability
estimate to contrast polygenicity of complex traits, find loci with multiple causal variants,
and identify heritability hot spots. We note that enrichment of heritability at GWAS risk loci
could be leveraged into prioritizing GWAS or fine-mapping; for example, traits with small
enrichment of heritability at GWAS risk loci are more suitable for larger GWAS, whereas
traits with large enrichment of heritability at known risk loci could be investigated further

through fine-mapping.

In this work, we focus on estimating local heritability attributable to common autosomal
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variants (MAF > 5%), ignoring potential heritability captured by the sex chromosomes
and rare variants. We also note that our heritability estimates for case-control traits are
not adjusted for ascertainment as it is unclear whether adjustment derived based on the
infinitesimal model can be directly applied for the fixed-effect model. Thus, our reported
heritability estimation for case-control traits can be biased due to ascertainment. Future
work that addresses local heritability estimation including both common and rare variants,
sex chromosomes, as well as adjustment of heritability estimates under the fixed-effect model

for case-control traits will further improve the utility of our approach.

We conclude with several caveats and limitations of our work. First, our method relies on
independent LD blocks, which are often hard to define due to LD across multiple loci. In this
work, we attempt to minimize LD leakage by defining approximately independent loci using
principled approaches. Second, when only external reference LD is available, our method can
yield biased heritability estimate as well as its variance estimate, due to external reference
LD having lower rank than its corresponding in-sample LD as well as cryptic relatedness in
GWAS samples. This makes precise hypothesis testing difficult. However, with in-sample
LD and larger reference panels such as the Haplotype Reference Consortium [103], this bias
will be reduced as LD can be inferred more precisely. We also note that our estimated
Age can be a potential source of bias, thus our genome-wide estimate should be interpreted
with caution. Third, to obtain stable estimate, the number of eigenvectors used (k) in the
truncated-SVD regularization should be chosen based on the sample size of GWAS study
— GWAS with large sample size can afford large k, whereas GWAS with small sample size
should use a small k. We recommend applying our method on summary data obtained from
GWAS studies involving around or above 50,000 samples. For GWAS with small sample
size, when genome-wide SNP-heritability is known, one can still apply Equation (3.14) to
obtain stable local heritability estimate. We also note that although using the same number
of eigenvectors for all loci facilitates the study of the statistical properties of our estimator,
this approach may not be optimal for all loci. We conjecture that selecting k£ using more
principled approach (e.g. based on the distribution of eigenvalues) may reduce bias, and we

leave such investigation as future work.
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3.5 Tables

Trait hg hgzmb h? /hpub hywab h,g local guwas hg’zoml qwas  Enrichment?®
BMI (Body Mass Index) [90] 165(05) 4261 039 | 1.6(0.001)  3.1(0.1)  3.1(0.1) 37(04)
Height (Height) [165] 59.4(0.3) 69 [61]  0.86 | 13.9(0.002) 32.0(0.2)  24.0(0.2) 1.5(0.1)
HB (Haemoglobin) [160] 17.9(2.1) 37[47] 048 | 2.2(0.003) 1.9(0.3)  1.8(0.3) 7.6(1.4)
MCH (Mean Cell Haemoglobin) [160] | 20.3(2.2) 52 [88]  0.56 | 7.2(0.003)  6.2(0.4)  6.1(0.4) 9.9(1.9)
MCHC (MCH Concentration) [160] 10.9(2.5) 48 [62] 0.23 0.4(0.003) 0.5(0.2) 0.5(0.2) 6.7(1.8)
MCV (Mean Cell Volume) [160] 26.3(2.0) 52[88] 051 | 6.5(0.004) 5.7(04)  5.6(0.4) 8.1(1.3)
PCV (Packed Cell Volume) [160] 16.7(25) 30[47] 056 | 1.4(0.003)  09(0.2)  0.8(0.2) 6.0(1.4)
RBC (Red Blood Cell Count) [160] 22.0(2.3) 56 [88]  0.39 | 3.6(0.004)  2.6(0.3)  2.6(0.3) 6.4(1.6)
PLT (Number of Platelets) [52] 275(1.5) 57 [47] 048 | 3.5(0.003)  3.9(0.3)  3.9(0.3) 5.7(0.9)
FG (Fasting Glucose) [38] 22.3(2.3) 66 [145] 034 | 2.6(0.002) 1.7(02)  1.6(0.2) 8.0(2.5)
FI (Fasting Insulin) [38] 19.9(2.4) 36 [133]  0.55 - - - -
HBAIC (HBALC) [147] 20.8(2.3) 75[145] 028 | 1.8(0.003)  0.9(0.2)  0.9(0.2) 6.6(1.9)
HOMA-B (HOMA-B) [38] 20.3(24) 72[106] 028 | 0.6(0.001) 0.4(0.1)  0.4(0.1) 7.5(1.9)
HOMA-IR (HOMA-IR) [38] 10.9(2.4) 38 [133]  0.52 - - - -
HDL (High Density Lipoprotein) [20] | 39.4(0.9) 42 [174] 094 | 5.8(0.002) 10.7(0.2)  10.5(0.2) 4.6(1.3)
LDL (Low Density Lipoprotein) [29] 33.0(1.0) 40 ([174] 0.82 | 7.8(0.002)  8.4(0.2) 8.3(0.2) 5.1(0.9)
TC (Total Cholesterol) [29] 35.5(0.9) 50 [35] 071 | 8.0(0.002)  9.3(0.2)  9.3(0.2) 4.3(0.6)
TG (Triglycerides) [29] 34.8(0.9) 40[40]  0.87 | 52(0.002)  8.0(0.2)  8.0(0.2) 5.8(1.4)
EY (Education Years) [134] 19.9(0.8) 40 [134]  0.50 | 0.1(0.002)  0.2(0.0) 0.2(0.0) 3.2(1.4)
FA (Forearm BMD) [176] 174(2.2)  84[3] 021 | 03(0.001)  05(0.1)  0.5(0.1) 22.4(7.7)
FN (Femoral Neck BMD) [176] 241(2.1)  84[3] 029 | 2.0(0003) 20(0.2)  2.0(0.2) 7.1(L.0)
LS (Lumbar Spine) [176] 25.1(2.0) 841[3] 030 | 22(0.003) 22(0.3)  2.2(0.3) 6.1(0.8)
AM (Age at Menarche) [124] 27.8(0.7) 49 [156] 057 | 2.6(0.002)  3.8(02)  3.7(0.2) 2.9(0.2)
COL (College) [134] 10.4(0.8) 40 (134 048 | 0.1(0.001)  0.1(0.0) _ 0.1(0.0) 35(0.9)
RA (Rheumatoid Arthritis) [114] 66.3(0.9) 55[58] 121 |11.2(0.003) 22.0(0.3)  22.1(0.3) 9.8(4.3)
SCZ (Schizophrenia) [113] 64.5(0.7) 81[152] 0.80 | 6.2(0.004)  9.2(02)  9.2(0.2) 2.3(0.1)
CD (Crohn’s Disease) [89] 35.9(1.8) 53 [159] 0.68 | 3.8(0.002)  5.9(0.4)  5.9(0.4) 4.8(0.7)
IBD¢ (Inflammatory Bowel Disease) [89] | 35.3(1.4) - - 4.9(0.002)  6.7(0.3) 6.6(0.3) 4.6(0.5)
UC (Ulcerative Colitis) [89] 31.9(21) 58[159] 055 | 2.7(0.002)  4.1(0.3)  4.1(0.3) 5.4(1.0)
T2D (Type 2 Diabetes) [109] 25.4(1.6) 26 [128] 098 | 1.3(0.002) 1.1(02)  1.1(0.2) 3.9(0.7)

Table 3.1: Total SNP heritability estimates and the amount of h2 attributable
to loci containing GWAS index SNPs (h2 .41 gues) and index SNPs only (hgwas)
h?* is the same as h? except that GWAS index SNPs are excluded in the

g,local,gwas
computation. In Table S2, we report hg7local gqwas> Obtained by excluding all GWAS hits. We
also report familial heritability (h2 ;) estimates obtained from twin or family studies. We
list case-control traits where our estimate of hf] is biased due to ascertainment at the bottom
of the table. ?Similar to [44], we define enrichment as the ratio between the fraction of
h2 attributable to hg Jocal gwas a0d the fraction of genome covered by these loci. We obtain
standard errors by jackknife over the loci. "IBD refers to the union of CD and UC.

g,local,gwas
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Trait No. GWAS No. GWAS loci with | 72, e h?,..  Fraction
hit loci multiple signals (%) (%) (%)
HDL (High Density Lipoprotein) [29] 92 15 6.1(0.14)  2.8(0.003) 67.3
TG (Triglycerides) [29] 66 9 4.6(0.12)  3.0(0.002) 57.1
RA (Rheumatoid Arthritis) [114] 51 4 14.8(0.19)  4.3(0.005) 97.3
SCZ (Schizophrenia) [113] 103 2 0.28(0.003) 0.17(0.003) 3.6

Table 3.2: GCTA-COJOJ[169] analysis on summary statistics for the traits HDL,
TG, RA, and SCZ. We define loci with multiple association signals as loci containing at
least 2 of the risk SNPs reported by GCTA-COJO. Here, h2 . s and 2, are computed
restricting to the loci with multiple association signals. Fraction refers to the fraction of
difference between ﬁalocal,gwm and B?]was across all loci that is accounted for by loci with

multiple signals of association.
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Trait Sample size No. SNPs No. GWAS hits No. index SNPs Fraction®
BMI (Body Mass Index) [90] 229269 1859666 1851 79 5.31
Height (Height) [165] 244015 1854761 26374 476 31.15
HB (Haemoglobin) [160] 52666 1894024 459 24 1.38
MCH (Mean Cell Haemoglobin) [160] 44658 1892019 1585 37 2.25
MCHC (MCH Concentration) [160] 48252 1893281 223 15 0.9
MCV (Mean Cell Volume) [160] 49808 1893769 1602 46 3.08
PCV (Packed Cell Volume) [160] 46169 1893412 288 14 0.92
RBC (Red Blood Cell Count) [160] 46465 1892553 1132 31 2.1
PLT (Number of Platelets) [52] 66867 1954590 954 40 2.54
FG (Fasting Glucose) [38] 46186 1824182 290 12 0.97
FI (Fasting Insulin) [38] 46186 1822388 - - -
HBA1C (HBAIC) [147] 46368 1870395 187 11 0.6
HOMA-B (HOMA-B) [38] 46186 1820938 119 4 0.24
HOMA-IR (HOMA-IR) [38] 46186 1821061 - - -
HDL (High Density Lipoprotein) [29] 96335 1805617 3445 92 6.28
LDL (Low Density Lipoprotein) [29] 91529 1803637 2971 76 4.87
TC (Total Cholesterol) [29] 96596 1805676 4039 91 5.98
TG (Triglycerides) [29] 92768 1803908 3149 91 3.95
EY (Education Years) [134] 126559 1788888 11 4 0.25
FA (Forearm BMD) [176] 53236 4725343 152 3 0.18
FN (Femoral Neck BMD) [176] 53236 4637340 867 21 1.21
LS (Lumbar Spine) [176] 53236 4636561 1077 24 1.39
AM (Age at Menarche) [124] 132989 1821879 2391 73 4.61
COL (College) [134] 126559 1792881 61 3 0.2
RA (Rheumatoid Arthritis) [114] 14361/43923 4265540 19575 51 3.06
SCZ (Schizophrenia) [113] 32405/42221 4772186 8113 103 6.9
CD (Crohn’s Disease) [89)] 17897/33977 4822932 5179 54 3.48
IBDP (Inflammatory Bowel Disease) [89] | 13769/33977 4823603 9243 70 4.17
UC (Ulcerative Colitis) [89] 31666/33977 4823578 5114 42 2.45
T2D (Type 2 Diabetes) [109] 12171/56862 1806359 236 13 1.0

Table 3.3: Details of the summary GWSA data for the 30 analyzed traits. *Fraction
refers to the fraction of genome with GWAS hits. PIBD refers to the union of CD and UC.
For case-control traits, we list sample size as No. cases / No. controls.
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Trait h2(HESS) k Estimated Xy QTZ . Enrichment® | h2(LDSC)
g,local,gwas g
BMI (Body Mass Index) [90] 165(05) 50 133 2.45(0.11) 3.22(0.27) 14.0(0.9)
Height (Height) [165] 50.4(0.3) 50 1.00 23.86(0.20) 1.73(0.05) 33.0(1.7)
HB (Haemoglobin) [160] 17.9(2.1) 16 1.29 1.40(0.28) 6.19(1.38) 27.4(1.4)
MCH (Mean Cell Haemoglobin) [160] 20.3(2.2) 14 1.32 3.16(0.39) 6.71(1.28) 39.5(2.6)
MCHC (MCH Concentration) [160] 10.9(2.5) 15 1.30 0.40(0.25) 5.41(1.70) 21.6(0.9)
MCV (Mean Cell Volume) [160] 26.3(2.0) 15 1.31 3.08(0.39) 5.66(0.91) 35.2(2.1)
PCV (Packed Cell Volume) [160] 16.7(2.5) 14 1.31 0.64(0.25) 4.71(1.26) 31.4(L5)
RBC (Red Blood Cell Count) [160] 22.0(2.3) 14 1.32 1.61(0.35) 4.48(0.82) 34.2(1.7)
PLT (Number of Platelets) [52] 27.5(1.5) 20 1.26 2.41(0.25) 4.04(0.44) 30.2(1.4)
FG (Fasting Glucose) [38] 22.3(2.3) 14 1.20 0.66(0.21) 3.58(1.11) 27.6(1.6)
FI (Fasting Insulin) [38] 19.9(2.4) 14 1.19 0.10(0.06) 15.41(0.00) 24.0(1.0)
HBA1C (HBALC) [147] 20.8(2.3) 14 1.24 0.69(0.20) 5.31(1.89) 31.8(1.2)
HOMA-B (HOMA-B) [38] 20.3(2.4) 14 1.19 0.06(0.12) 1.26(0.68) 24.2(1.1)
HOMA-IR (HOMA-IR) [38] 19.9(2.4) 14 1.20 0.11(0.06) 16.17(0.00) 24.9(1.1)
HDL (High Density Lipoprotein) [29] 39.4(0.9) 29 1.13 4.33(0.24) 2.78(0.26) 33.4(7.5)
LDL (Low Density Lipoprotein) [29] 33.0(1.0) 27 1.16 3.97(0.24) 3.34(0.33) 27.0(4.5)
TC (Total Cholesterol) [29] 35.5(0.9) 29 1.16 5.27(0.25) 3.19(0.28) 27.2(3.8)
TG (Triglycerides) [29] 34.8(0.9) 28 1.18 3.76(0.21) 3.69(0.47) 31.4(5.2)
EY (Education Years) [134] 19.9(0.8) 38 1.05 0.15(0.04) 3.20(1.45) 12.6(0.5)
FA (Forearm BMD) [176] 17.4(22) 16 118 0.19(0.10) 9.90(4.33) 20.6(0.9)
FN (Femoral Neck BMD) [176] 24.1(2.1) 16 1.17 1.43(0.25) 5.39(0.81) 26.7(1.2)
LS (Lumbar Spine) [176] 25.1(2.0) 16 1.17 1.61(0.26) 4.70(0.61) 26.7(1.1)
AM (Age at Menarche) [124] 27.8(0.7) 40 1.05 3.18(0.17) 2.60(0.16) 16.5(0.7)
COL (College) [134] 10.4(08) 38 1.08 0.13(0.04) 3.34(0.98) 11.6(0.5)
RA (Rheumatoid Arthritis) [114] 66.3(0.9) 18 1.20 5.98(0.32) 5.82(1.29) 34.0(8.7)
SCZ (Schizophrenia) [113] 64.5(0.7) 22 1.00 8.36(0.21) 2.20(0.15) 43.7(1.4)
CD (Crohn’s Disease) [89] 35.9(1.8) 16 1.12 3.64(0.37) 3.47(0.43) 31.4(2.1)
IBD® (Inflammatory Bowel Disease) [89] | 35.3(1.4) 20 1.09 4.45(0.33) 3.66(0.39) 26.3(1.5)
UC (Ulcerative Colitis) [89] 31.9(2.1) 15 1.11 2.96(0.36) 4.35(0.73) 28.5(1.3)
T2D (Type 2 Diabetes) [109] 25.4(1.6) 19 1.19 0.71(0.16) 2.63(0.49) 24.5(1.1)

Table 3.4: Total SNP-heritability for the 30 traits obtained by HESS and LDSC.
To obtain LDSC estimate, we compute LD scores for all SNPs with MAF greater than
5% using the same reference panel as used by HESS. Since HESS does not account for

population stratification, we obtain LDSC estimate without the intercept. B2t

g,local,gwas

refers

to the estimated SNP-heritability attributable to loci containing GWAS hit after all GWAS
hits are removed. *We define enrichment as the ratio between the fraction of hg attributable

to h‘g local,gwas
by jack-knife over the loci.
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3.6 Figures
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Figure 3.1: s; = (,BTui)Q/wi as a function of the rank order of eigenvalue w; obtained
under in-sample LD (blue, rank=974) and external reference LD (red, rank=251)
for a locus containing 1,377 SNPs. Each point represents the mean of s; over 500
simulations. Figure 3.1a displays the first 300 s;. Figure 3.1b focuses on the first 50 s;.
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we attain approximately unbiased estimate of total SNP-heritability.
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locus contributes more than 5% of the total SNP heritability in dark blue.
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CHAPTER 4

Local genetic correlation gives insights into the shared

genetic architecture of complex traits

4.1 Introduction

Genomic regions that harbor variants contributing to multiple traits provide valuable in-
sights into the underlying biological mechanisms with which genetic variation impacts com-
plex traits [49, 125, 98, 55, 129, 139, 162]. Therefore, both de novo discovery of such regions
as well as the quantification of the correlation in effect sizes at known shared regions are im-
portant to epidemiological and etiological studies. For example, genetic variants associated
with multiple traits in genome-wide associations studies (GWAS) can be used as instru-
mental variables in Mendelian randomization analyses to suggest causal relationships among
complex traits [80, 146, 162, 32]. Unfortunately, many risk variants are left undetected by
existing GWAS due to a combination of high polygenicity (i.e. many variants of small ef-
fects) and sample sizes which limits the power to detect genetic variants of small effect[168].
To improve accuracy at sub-GWAS significant regions, recent works [49, 125] proposed to
utilize the posterior probability of two traits sharing a causal variant at a given risk region
to detect genetic overlap. Although powerful in detecting shared genetic risk variants, the

posterior probability does not convey the direction or magnitude of the genetic effect at the

This chapter is published in Shi et al., American Journal of Human Genetics 2017 [?]
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overlapped genomic regions [49, 125]. Alternative approaches have used genetic correlation
(i.e. correlation of the genetic components of two traits), that summarizes both direction
and magnitude of effects, to gain insights into genetic overlap of complex traits[83, 19, 112].
Traditional methods to estimate genetic correlation are hindered by the lack of availability of
large-scale individual-level data due to privacy concerns as they require individual genotype
and trait measurements on the same set of individuals [112, 83, 59]. More recent works have
shown that GWAS summary data (i.e., effect sizes and standard errors at all variants typed
in the study) are sufficient to estimate genome-wide genetic correlation under a polygenic

trait architecture by aggregating information across all typed variants in the study[18, 119].

In this work, we investigate the correlation between traits due to typed genetic variants
from a small region in the genome (i.e. local genetic correlation) as means to identify
genomic regions that contribute disproportionately to the genetic sharing between traits.
We introduce methods that estimate the local genetic correlation from GWAS summary
data while allowing for overlapping GWAS samples and linkage disequilibrium (LD) among
variants. We partition the genome-wide genetic sharing across approximately independent
LD regions of 1.6Mb in width on average[12]. To allow for a broad range of causal effect
sizes, our approach makes no distributional assumptions on the causal effect sizes by treating
them as fixed quantities. Our method can be viewed as a natural extension to pairs of traits
of recently proposed methods that quantify local SNP-heritability from GWAS summary
data under a fixed-effect model[140].

We illustrate the utility of local genetic correlation through an analysis of GWAS summary
data of 36 quantitative complex traits. We identify 25 genomic regions that show significant
local genetic correlation across 27 pairs of traits; e.g., region chr2:21-23M that harbors APOB
(MIM 107730) shows a significant genetic correlation for the pair of traits High Density
Lipoprotein (HDL) and Triglycerides (TG). Notably, 6 (out of the 25) regions show significant
local genetic correlation although the genome-wide genetic correlation is not significantly
different from 0; e.g. region chr6:134-136M shows a significant in local genetic correlation

for mean cell volume (MCV) and platelet count (PLT) although the genome-wide genetic
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correlation MCV-PLT is negligible (0.02, 95% CI [-0.04, 0.07]). This shows that these traits
are correlated at a local level (e.g., due to pleiotropy and/or shared pathways) that are not
reflected in the genome-wide correlation (due to balancing effect of other loci; e.g., positive
correlation partially canceling a negative correlation, see Figure 4.1). Regions with significant
local genetic correlations can also be used to identify new risk loci. For example, although the
region chr8:9.2M-9.6M shows a significant local genetic correlation between HDL and LDL,
although it does not harbor GWAS variant for HDL and LDL . Finally, we explore putative
causal relations between all the 36 studied traits using a recently proposed approach[125] and
report 55 instances of pairs with putative causality. For most of these pairs, we show that
the local genetic correlation ascertained for GWAS signals specific to each trait is consistent
with the putative causal relation while providing a directly interpretable quantity of the

magnitude of effect.

4.2 Material and methods

4.2.1 Overview of methods

Genetic covariance measures the similarity between a pair of traits driven by genetic vari-
ations, and enjoys wide applications in understanding relations between complex traits[60,
22, 19]. Genetic covariance is traditionally estimated as a single measure across the entire
genome to capture the genome-wide contribution of genetic variations to the correlation be-
tween phenotypes. Here, we introduce local genetic covariance, the similarity between pairs
of traits driven by genetic variations localized at a specific region in the genome (e.g., one LD
block), as a principled way to partition the shared genetic risk between traits. For example,
a high genome-wide genetic covariance can be driven by one genomic region containing a
shared risk variant, or by a large number of regions each with a small contribution reflecting
putative causal relations (where all risk variants for one trait are risk variants for the other
trait) and/or pleiotropy (risk variants contributing to both traits through shared pathways)
(see Figure 4.1). Whereas genetic covariance quantifies the magnitude of co-variation of the
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genetic components of two traits in their original scale, genetic correlation quantifies co-
variation in a standardized scale, and is therefore comparable across pairs of traits and/or
genomic regions for which magnitude of effect size may differ. As a motivating example,
consider two traits modeled by ¢ = x16; + 2202 + € and ¢ = x17; + T2 + §, where z; and
xo represent two independent SNPs. In the special case where ~ is proportional to 3 by a
factor of a, i.e. v = a8, the genetic covariance between the two traits is (3% + (43), and
is governed by «. However, the genetic correlation between the two traits is always 1 for

positive a (-1 for negative o) regardless of the magnitude of «.

We start by defining local genetic covariance under the fixed effect model, making a distinc-
tion between genetic covariance and covariance of the causal effects, 3 and « (see below). We
then describe methods to estimate genetic covariance followed by an approach to standardize

the local genetic covariance to estimate local genetic correlation.

4.2.2 Local genetic covariance under fixed-effect model

Let ¢ = £TB+¢ and ¢ = £Ty+0 be two traits measured at an individual, standardized so that
E[¢] = E[¢)] = 0 and Var[¢] = Var[y)] = 1, where 3, € R? are the fixed effect size vectors
for the two traits; € RP, the genotype vector of the individual at p SNPs, standardized
so that E[xz] = 0, and Var[z] = V, the LD matrix; and ¢, §, random environmental effects
independent of =, 3, v, with E[¢] = E[6] = 0, Var[e| = 02, Var[d] = 0%, and Cov[e, &] = p..
Under these assumptions, one can decompose the phenotypic covariance, p, between ¢ and

1 into a summation of genetic covariance and environmental covariance, as

p = Coul, 4] = B[69] — B[] B[] = E[(278 + €)(a™ + )T
= E[(2"83)(xTy)] + E[ed] = Cov|[xT 3, 2Tv] + Covle, I] (4.1)

= BTE[zxT]y + Covle, d] = BTV~ + pe,

where p, = Cov[xT3,xTy| = BTV~ is the genetic covariance between the two traits (i.e.

covariance between the genetic components of the two traits, 73 and xTv), and p. the

61



environmetal covariance (i.e. covariance between the environmental effects of two traits, €
and §). The magnitude and sign of local genetic covariance can be interpreted as the effect
and direction of the local genetic component of one trait on that of the other. Thus, given
the true effect size vectors, B, «v, and the LD matrix V', one can obtain p, by plugging in

these quantities.

4.2.3 Genetic covariance versus covariance of the causal effects

An alternative approach to the covariance of the genetic components of the traits, is to
quantify the covariance (correlation) of the causal effects (i.e. pgecausat = B™y). In the
special case where there is no LD (i.e. V' = I, the identity matrix), genetic covariance and
covariance of the causal effects coincide, p, = BTV = B'Ivy = By = py cqusar. However,
in general genetic covariance is different from covariance of the causal effects as function of
the LD between the causal variants. More importantly, high local genetic covariance does
not necessarily imply high covariance of the causal effects. In fact, high genetic covariance
can be attained even when causal variants are different between the traits. To illustrate the
difference, consider an example involving 2 SNPs. Let 3 = (1,0) and v = (0, 1) be the causal
effect vectors of the two traits, i.e. the two traits have two distinct set of causal variants.

And let
1.0 0.9

09 1.0

be the LD matrix between the SNPs. In this example, the covariance of the causal effects is
Pg.causal = BTy = 0, whereas the genetic covariance is p, = 8"V~ = 0.9. Thus, at a region
where the causal variants are distinct for the two traits, covariance of the causal effects is
always zero, whereas genetic covariance may be non-zero depending on the LD (see Figure
4.2). The two definitions measure genetic sharing at different levels of resolution. Local
genetic covariance measures sharing at regional level giving a measure of how similar the
regional genetic components are between the two traits, and has applications in predicting

the regional genetic component of one trait from that of the other. In contrast, local causal
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effect covariance measures sharing at an individual SNP level giving a measure of how similar
the causal effects are between the two traits. Consider a scenario where two traits are each
driven locally by a different SNP in the same gene. In this case, the local causal effect
covariance is zero since the two traits share no causal SNP. However, the local genetic
covariance is non-zero if the two SNPs are in LD, which induces similarity in the genetic
component of the two traits, and is an indication of the gene being shared across the two
traits. Although in this work we focus on genetic covariance, for completeness we discuss an

estimator for covariance of the causal effects (py causar) i Appendix.

4.2.4 Estimating local genetic covariance from GWAS summary data

In two GWASSs involving n; individuals for trait 1 (¢), ny individuals for trait 2 (1), and n,

shared individuals, we assume

¢=Yﬁ+6,¢=z'r+57(42)

®, X, € Y, X ds
where (¢, ¢,) € R™ and (¢, 1,) € R™ are the standardized trait values of all individuals
in each GWAS; (Y, X,) e R"*? (Z X') € R™*P column standardized genotype matrices
of all individuals in each GWAS, where X, and X', represent the genotype matrices for the
same set of individuals and SNPs but standardized differently in each GWAS; (e, €5) € R™ |
(6,05) € R™ environmental effects of all individuals in each GWAS. We use the subscript
‘s’ to represent individuals shared by both GWASs. We further assume that E[e] = E[d] =
Eles] = E[d;] = 0, Var|e] = Var[es] = oI, Var[d] = Var[d,] = o3I, Cov[e, 8] = 0, and
Covles, 05] = pel.
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~

In a traditional GWAS, we obtain marginal effect size estimates, B, and 4,5, s

. 1 1 1
ﬁgwas =—[YT XT] ¢ =— YY+XIX)B+— (YTe+ Xe,)
ni ¢S ny ny
(4.3)
N 1 T 77[) 1 T / 1 T
Yowas = — |27 X'T] =—(Z7Z+ X' X)v+—(Z76 + X'}4,) .
o ws N9 N9

Assuming individuals in both GWASs are drawn from the same population with LD matrix
V', we have ngas ~N (Vﬁ, Z—%V), Ygwas ~ NV <V’7, Z—‘EV) We also find
.  Pens

COU[ngas:ﬁ/gwas] = E[ngas:y;was] - (Vﬁ)(V’)/)T = & E[X;X/s] - V’ (44)

ning ning

where the last equality follows from Isserlis’ theorem [70].

~ A

Under infinite sample sizes, Var[B,,.s] = Var|[¥ uas] = Cov[Bumas: Yguwas] = 0, and we have

B = V’lﬁgwas, v = V’lfygwas. Thus, local genetic covariance, py iocq, can be computed as

potocat = BhuasV IVIV 4, 00s) = Bawas V™ A guas: (4.5)

However, when sample sizes are finite, from bilinear form theory [138], the covariance between

A

Bywas and ¥ g5 Creates bias, resulting in

BBV Ayues] = BTV + Lt (V) = BTV 4 P Potoca)s -y )

ning ning

Correcting for bias, we arrive at the unbiased estimator

ST N
nln?ﬁgwasv Y gwas — TsPP

ning — Ngp

(4.7)

Pg,local =

For rank-deficient LD matrix V', one replaces V! with the pseudo-inverse (V') and p with
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q = rank(V'), yielding the unbiased estimator

AT t
~ nln?/ngasV Ygwas — 4P
Pg,local = .

(4.8)

ning — Nsq

Thus, in order to obtain an unbiased estimate of genetic covariance between a pair of traits,
one needs to know their phenotypic covariance. When phenotypic covariance is not available,
one can obtain an estimate from genome-wide summary association data using cross-trait

LD Score regression [18],

J 1/7117127

Elzgj2y4|li] =

VInT2pe) Pl (4.9)
p

where 24, 2y ; are the Z-scores of SNP j in the two traits, and [; the LD score of SNP j.
Cross-trait LD Score regression regresses the product of Z-scores at each SNP against its
LD score, 1, and accounts for bias generated by overlapping samples through the intercept
term, \/—% [18], from which one can obtain an estimate of phenotypic covariance, p.

In the special case when B

of individuals (i.e. 3

gwas a0d Yy, are obtained for the same trait on the same set

gwas = Ygwas» M = N2 = N, p = 1) Equation (4.7) reduces to the
local SNP-heritability estimator [140]. When ns = 0 (i.e. no shared individuals between the
GWASSs), the unbiased estimator is simply pg jocat = B;wasV_lﬁfgwas. An interpretation for
this simple formula is that in the absence of sample overlap, the covariance in the noise, €

and ¢, is 0 and does thus not introduce bias into the estimate of pg jocai-

Following bilinear form theory [138], we can estimate the variance for p, joca as,

2 2 21,2 212
ning > [(ppens> n U?U(%p I J5hg¢,local n Uehgw,local _I_Qnspepg,local

ning no ni nina

Var([pg iocal] = (711712—7131? .
(4.10)

For rank deficient LD matrix with rank(V') = ¢, one replaces p with ¢ in Equation (4.10).
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4.2.5 Accounting for statistical noise in LD estimates

Limited sample size of external reference panels creates statistical noise in the estimated LD

matrix that biases our estimates. Following our previous work [140], we apply truncated-SVD

regularization [57] to remove noise in external reference LD. We note that ﬁgwaSVT'ygwaS =

q ¢ 1

5T . . .
= . T . : .
12151 = 231 v (Bguwas®i) (YguasWi), Where w;, u; are the eigenvalues and eigenvectors of

the LD matrix V, and ¢ = rank(V'). We use §; = %(B;was U ) (Y fwas®i), to denote the
counterpart obtained from external reference LD matrix V. We show through simulations

that the bulk of ﬁ comes from s; where ¢ « ¢ and that s; ~ §; for i « ¢,

gwas PYg’LUCLS

thus justifying truncated-SVD as an appropriate regularization method when only external

reference LD (V) is available.

o7

Let g(ngas,’ygwas, k) = Zf_l 3 = Zle w%(ﬁgwas i) (Y iwasi), be the truncated-SVD regu-
larized estimates for ,3 Vi

gwasV ' Ygwas> then it can be shown that

~

sk: ]
EL9(B, e Fyans k)] = L —P2) sz B4 (v, (4.11)

ning

Assuming w; = w; and u; = u; for i « k, Equation (4.11) is a biased approximation of

nsk(p—pg)

Pg.local, With bias . Correcting for the bias, we arrive at the estimator

A

nln?g(ﬁgwaw ﬁ/gwas’ k) T nspk
ning — ngk

(4.12)

Pg,local = >

which has variance

2 2 2 9
nn kpen oo k o2h? o?h? n
Var[ﬁ%local] _ ( 1762 ) [( Pe s) + eVs 6"ge,local + g,local +9 sPePg,local

ning — ngk Nn1N9 n1Na o ny n1Na

(4.13)
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4.2.6 Extension to multiple independent regions

For genome partitioned into m regions, let

¢=x(By+ Tz B, e
(4.14)

denote the phenotype measurements of two traits at an individuals, where we assume that
SNPs in different pairs of regions are independent, i.e. E[xzgxy] = 0 for all ¢ # j, k €
{1,--- ,p;}, and l € {1,--- ,p;}, where p; and p; are the number of SNPs in region ¢ and
7. Under these assumptions, we decompose the phenotypic covariance, p, between ¢ and 1),

into a summation of per-region genetic covariance and environmental covariance

p = Cov[g,v] = E[(x]B, + - +x],B,, + )(x]vy, + - +x] 7, +0)7]

= E[(«{8))(®{7,)] + -+ - + E[(x].8,,) (®],7m)] + E[€] : (4.15)
= i Covlx]B;, x!~,] + Covle, 0] = i BIViy; + pe
i1 i=1

where pg1ocari = Cov[®]B;, x]v,;] = BIV 7y, is the local genetic covariance between the pair
of traits attributed to genetic variants at region i. Following strategies outlined in previous

sections, we arrive at the estimator for genetic covariance at the ¢-th region,

~

nln?g(ﬂgwas,ﬂ ﬁgwasnj? k) - nS(lo - ZT:l,j;éi ﬁg,local,j)ki
ning — nski

: (4.16)

Pg,local,i =

which defines a system of linear equation involving m unknown variables and m equations.

Following bilinear form theory, we obtain variance estimate for pgjocar,i as,

P NsPePg,local,i
nin2 n2 ni nin2

2 2 2 2 2p2 27,2
nin kipen o202k, ozh ;  och ;
Var[ﬁg,locu‘l,i] ( 1n2 ) |:< iPe s> eYsgM 5" gp,local,i + €'Pgip,local,i

ning — nsk; ning 4.17)
.1

m ek 2

S ~

+ Z <7jk> Var([pg,iocal,j]
j=Lgsi N2 T sl
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which also defines a system of linear equations with m equations and m variables. In the

special case where there is no sample overlap (n, = 0), pg,iocat,i Teduces to g(8,uas> Ygwas: F)
2 27, 2ph2 ) 2p2 2527
s N . _ Ueagkl 95 go,local,t Oc g¥,local,i 0'60'5]61 : :
with Var[pgocail = =2+ + p” + - ~ -2, le. both the local genetic

covariance and its variance can be estimated independent of all other windows.

When k; = --- = k,, = k, i.e. all regions use the same number of eigenvectors in the

truncated-SVD regularization, summing over i on both sides of Equation (4.16) yields

Z Z Z I — Z 9Byuwasir Vyuasio ¥) >
= Jocal,i = -
g g ning — nsk: gwas,i) | gwas,i’ ning — nsk:

m
Z Pg,local,j
=1 j=1,5%#1

n1Na Z - . kng
= g/B ir Y k) — ZP_P +p,local,i
NNy — nsk: 4 ( gwas,i’ I gwas,i? ) NNy — nsk‘ ‘ g g )
i=1 i=1
ning . . knsm — kng knsmp
= Z g(ﬁgwas,i? Y gwas.is k) + Pg — :
ning — ngk =~ ning — ngk niNe — Nk

(4.18)
Solving for p, yields

nin Wi ¢ was,i? Y was’i’k _knsm
5, — 112 2501 9(Bywasi> Yguwas.is ¥) p) (4.19)

ning — knsm

which has variance

ning

Var[ﬁg] = ( ) Z VCLT gwas,z'u ’?gwas,iv k)] (42())

ninyg — kngm

nin2

ning—knsm large), the estimate

Thus, if k is chosen such that (niny — kngm) is small (i.e.

of total genetic covariance will have large standard error. To reduce standard error in the

ning

is less
no—knsm

estimates (at the cost of some bias), we recommend choosing k such that —
than 2. When testing for statistical significance, we assume that the estimates of local and

genome-wide genetic covariance and correlation follow a normal distribution.
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4.2.7 Standardizing local genetic covariance

We estimate the local genetic correlation for the i-th region as

~

o Pg,local i
Tglocal,i = = g,toca jQ ’ (421)
\/hgqﬁ,local,i\/hgw,local,i
where ﬁgwoml,i and ﬁnglowl’i denote the local SNP-heritability of trait ¢ and 1 at the i-th

region. In some cases, this estimator of local genetic correlation may yield an estimate with
magnitude greater than 1, and we cap the estimate at -1 or 1. In simulations, we show
that 74 oca; 1S approximately unbiased when both traits are heritable at the ¢-th region. In
practice, however, the terms, fzg élocali A0 i”?ﬁ/},local,i’ can be close to zero, greatly inflating the
standard error of 7y jocqri- Thus, we recommend estimating local genetic correlation only at
regions with significant local SNP-heritability. One can also estimate local genetic correlation

at a set of regions. For example, to estimate genetic correlation at regions indexed by the

index set C, one applies the following formula,

ZieC Pg,local,i

rqCc = — — )
2 2
\/Ziec hqb,g,local,i\/ZieC hdz,g,local,i

(4.22)

We estimate standard error of local genetic correlation at a single region through a parametric

bootstrap approach [39] and local genetic correlation at a set of regions through jackknife.

4.2.8 Simulation framework

Starting from half (202 individuals) of the EUR reference panel from the 1000 Genomes
Project[28], we simulated genotype data for 50,000 individuals at HapMap3[51] SNPs with
minor allele frequency (MAF) greater than 5% in 100 randomly selected LD-independent
regions defined in ref[12] on chromosome 1 using HAPGEN2[51]. We used the other half of

the EUR reference panel (203 individuals) to obtain external reference LD matrices.

We simulated phenotypes from the genotypes according to the linear model ¢ = X3+ € and
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P = X+ 9, where X is the column-standardized genotype matrix. We drew the effects of
causal SNPs (8., 7o) from the distribution

h§¢ Pe
N ert et (4.23)
) o hiw s .
0 ol Ter!

where C' is the index set of causal SNPs, and set the effects of all other SNPs to be zero. We
then drew (e, d) from the distribution
0 1-h2)I I

, S P . (4.24)
0 ped (1-— h;w)I
Finally, we simulated GWAS summary statistics using methods outlined in previous sections.
For each 3 and ~ drawn from the normal distribution, we simulated 1000 sets of summary
statistics by varying € and §, and applied p-HESS to estimate genetic covariance and genetic

correlation for each set of the simulated summary statistics.

4.2.9 Empirical data sets

We obtained GWAS summary data for 36 quantitative complex traits and diseases from
15 GWAS consortia or institutions (see Table 4.1), all of which are based on individuals
of European ancestry, and have sample size greater than 20,000. We used approximately
independent genomic regions defined in ref[12] to partition the genome, and restricted our
analyses on HapMap3 SNPs with minor allele frequency (MAF) greater than 5% in the
European population in the 1000 Genomes data [28]. We also removed stand-ambiguous
SNPs prior to our analyses. We follow the method outlined in ref[140] to estimate and re-
inflate Ay, and to choose the number of eigenvectors to include in estimating local genetic

covariance and SNP-heritability.
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4.2.10 Local genetic correlation at regions ascertained for GWAS signals

Recent works leverage the difference in correlations of Z-scores at genomic regions ascertained
for GWAS signals specific to each trait to prioritize putative causal models between pairs
of complex traits [125, 98]. We evaluated the local genetic correlation at regions harboring
GWAS signals specific to each trait across all 298 pairs of traits exhibiting significant genome-
wide genetic correlation. We estimate local genetic correlations only for pairs of traits for
which the number of loci harboring GWAS hits specific to each trait is greater than 10. The
confidence intervals (1.96 times jackknife standard error on each side) of the ascertained
local genetic correlations (7 iocal trait1 a0d Tg jocal trait2) dO N0t overlap; one of the confidence

intervals overlap with 0 and the other does not.

4.3 Results

4.3.1 Local genetic correlation estimation in simulations

We evaluated the performance of our approach (p-HESS) through simulations across a wide-
range of disease architectures. We included cross-trait LDSC [18], an approach that assumes
a random-effect model, in the comparison for completeness purposes. When LD is estimated
in-sample, p-HESS provides an unbiased estimate of local genetic covariance and nearly
unbiased estimates of genetic correlation (i.e. genetic covariance divided with the square
root of local SNP heritability, see Methods). Next, we quantified the performance in the
more realistic case when in-sample LD is unavailable and needs to be estimated from external
reference panels. Although both cross-trait LDSC and p-HESS provide accurate estimates of
genetic correlation, we observe superior accuracy with higher precision for p-HESS (Figure
4.4, 84, S6, S7). We attribute the lower standard error of p-HESS to the truncated-SVD
regularization of the LD matrix which effectively reduces the degree of freedom of the bi-
linear form in Equation (4.7). Different genomic regions vary in their total amount of LD

and we observed that the accuracy of genetic correlation estimation decreases with the total
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amount of regional LD. This is expected as high LD regions lead to high rank deficiencies
in the LD matrix and small eigenvalues, thus increasing the level of statistical noise in
the estimation. We also evaluated the performance of local genetic correlation estimation in
simulations where we varied the number of causal variants in each region. Overall, we observe
that our estimator of genetic covariance and correlation is not sensitive to the underlying
polygenicity (i.e. number of causal SNPs) (Figure 4.4 S5, S8, S9). Finally, we also evaluated
the performance of the estimator when causal variants are all drawn from DHS regions[157],
and observed that the performance is not sensitive to the uneven distribution of causal

variants.

4.3.2 Local genetic correlation across 36 quantitative traits

We analyzed GWAS summary data from 36 complex traits to obtain local genetic correla-
tions at 1,703 approximately LD-independent regions in the genome (~1.6Mb in width on
average)[12]. First, as a quality control step, we aggregated the local estimates into genome-
wide estimates of genetic correlation (see Methods) and compared to the cross-trait LDSC
estimates. Reassuringly, we find a high degree of consistency with genetic correlations esti-
mated by cross-trait LDSC regression (R = 0.77, Figure 4.5, S13). Our estimator provides
lower standard errors as compared to cross-trait LDSC (likely due to the truncated-SVD regu-
larization procedure), and yields consistently lower estimates for pairs of traits from the same
consortium where we conservatively assume full sample overlap (see Discussion). Overall, we
identify 298 pairs of traits with significant genome-wide genetic correlation (p < 0.05/630).
These include previously reported correlations, e.g. body mass index (BMI) and triglyceride
(TG), as well as complex traits that have not been studied before using genetic correlation,

e.g. red blood cell count (RBC) and fasting insulin (FI) (Figure 4.5).

Next, we searched for genomic regions that disproportionately contribute to the genetic cor-
relation of the 36 analyzed traits; we excluded the HLA region due to complex LD patterns.
We identify 25 genomic regions that show both significant local genetic correlation (two-tailed

p < 0.05/1703/630) as well as significant local SNP-heritability (one-tailed p < 0.05/1703/36)
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(see Table 4.2). For example, the estimate of local genetic correlation between HDL and TG
at chr11:116-117Mb is -0.82 (95% CI [-0.95, -0.69]), suggesting highly shared genetic archi-
tecture at this region for HDL and TG. Indeed, the region chr11:116-117M harbors APOA 1
(MIM 107680), which is known to be associated with multiple lipid traits [29]. Interestingly,
4 out of the 25 regions do not contain GWAS significant SNPs (p < 5e — 8) for either one or

both traits and can be viewed as new risk regions for these traits.

Since genetic correlation is an aggregation of local genetic covariance, for pairs of traits with
highly positive or negative genetic correlation, we expect the distribution of local genetic
covariances to be shifted towards the positive or negative side (see Figure 4.6); whereas
for pairs of traits with low genetic correlation, we expect the distribution of local genetic
covariances to be centered around zero (see Figure 4.7, 4.8). Indeed, pairs of traits with
higher genome-wide genetic correlation tend to harbor more loci with significant local genetic
covariance. For instance, only one region exhibits significant local genetic covariance for the
pair of traits age at menarche (AM) and height (r, = 0.13, 95% CI [0.10, 0.13]), whereas four
loci show significant local genetic covariance for the pair of traits LDL and TG (r, = 0.45,

95% CI [0.42, 0.49]).

4.3.3 Local correlations for pairs of traits with negligible genome-wide correla-

tion

Several pairs of traits show negligible genome-wide genetic correlation although they share
GWAS risk regions. For example HDL and LDL share several GWAS risk loci[29] but the
genome-wide genetic correlation is negligible (-0.05, 95% CI [-0.09, -0.01]) [18]. The absence
of significant genome-wide genetic correlation between these pairs of traits can be attributed
to either symmetric distribution of local genetic covariance (positive local genetic covariance
cancels out negative local genetic covariance, see Figure 4.1) and/or lack of power to declare
significance for genome-wide genetic correlation. Thus, we hypothesize that at the region-
specific level, many loci may manifest significant local genetic covariance even if the genome-

wide genetic correlation between a pair of traits is not significant. Indeed, 11 genomic regions
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show significant local genetic correlation (two-tailed p < 0.05/1703) for HDL and LDL (see
Figure 4.7). Some of these loci, e.g. chr2:21M-23M, chr11:116M-117M, and chr19:44M-
46M, harbor APOB, APOA1, and APOE (MIM 107741), respectively, which are known
to be involved in lipid genetics[48, 118, 29]. Across all pairs of traits with non-significant
genome-wide correlation, we identify 6 regions across 10 pairs of traits with significant local
genetic correlation (two-tailed p < 0.05/1703/630) and local SNP-heritability (one-tailed
p < 0.05/1703/36) (see Table 4.2). For example the region chr6:134-136M harbors HBS1L
(MIM 612450) [148, 160], and contributes to local genetic covariance across many blood
traits (MCH, MCV, RBC, and PLT).

4.3.4 Genetic correlation ascertained for GWAS risk loci

Assessing the correlation in the effects at genomic regions ascertained for trait-specific GWAS
regions can be used to prioritize putative causal models between complex traits. We utilized
a recently proposed approach[125] to assign putative causal relation to 55 pairs of traits.
Restricting to 40 of the 55 pairs of traits that contain at least 10 regions with trait-specific
GWAS signals (see Methods), we quantified the local genetic correlation at genomic regions
containing GWAS loci specific to each trait (see Table 4.4, Figure 4.9). Overall, the local
genetic correlation is highly consistent with the putative causal relationships inferred by
correlating the top signals at these loci[125]. For example, when considering body mass index
(BMI) and triglyceride levels (TG), the correlation at BMI-specific regions is significantly
greater than TG-specific loci (7 jocar, e = 0.47 95% CI [0.37, 0.57] vs. Tgiocarc = —0.02
95% [-0.14, 0.10]), indicating that loci that increase BMI tend to consistently increase TG,
whereas loci that increase TG do not consistently affect BMI, consistent with the putative
model that BMI causally increases TG [125, 98]. We also observe correlations consistent
with a model in which years of education (EY) consistently decreases hemoglobin level
(HB), LDL, TG (see Table 4.4), in line with previous conclusions on the effect of education
on health [143, 7]. However, we note that education attainment (or other studied traits) may

be confounded by other factors such as social status and that one should exercise caution
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when inferring causality from genetic data. Finally, we also report pairs of traits in which the
genetic correlation approach attains different results form bi-directional regression on the top
signals[125]. For example, when considering body mass index (BMI) and age at menarche
(AM), the local correlation approach do not yield different estimates (7 iocar,5mr = —0.49
95% CI [-0.63, -0.35] vS g 10car,am = —0.47 95% CI [-0.59, -0.35]), whereas the approach of
ref [125] suggests a putative causal relation. This discrepancy can be due to different model
assumptions, e.g., single causal variant versus allelic heterogeneity, with further investigations

needed to assign causality from these data.

4.4 Discussion

We have described p-HESS, a method to estimate local genetic correlation from GWAS sum-
mary association data. Through extensive simulations, we demonstrated that our method
is approximately unbiased and provides consistent results irrespective of causal architec-
ture. We analyzed large-scale GWAS summary association data of 36 quantitative traits.
Compared with cross-trait LDSC, our methods identified considerably more pairs of traits
displaying significant genome-wide genetic correlation likely because of the truncated-SVD
regularization of the LD matrix, which decreases the standard error of the estimates. We
identify genomic regions that are significantly correlated across pairs of traits regardless of
the significance of genome-wide correlation. Finally, we performed bi-directional analyses
over the local genetic correlations to identify putative causal relationships, and report local

genetic correlations at loci harboring GWAS signal specific to each trait.

We conclude with several limitations highlighting areas for future work. First, our estimator
requires phenotype correlation between two traits, as well as the number of shared individ-
uals between the two GWASs. We estimate the phenotype correlation through cross-trait
LDSC assuming full sample overlap between GWAS within the same consortium and no sam-
ple overlap between GWAS across two consortia. Second, we note that our bi-directional

analyses over local genetic correlation can be further extrapolated to infer putative causal
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models between complex traits. We refrain from making conclusive causal inferences from
the bi-directional analyses because exact inference of causal relations is largely complicated
by unobserved confounders such as socioeconomic status, population stratification and/or bi-
ological pathways. Furthermore, most of the GWAS summary association data are adjusted
for covariates such as age, gender, to increase statistical power [104], and previous works
have shown that adjusting for covariates can potentially lead to false positives [4]. Third,
in our real data analyses, we made the assumption that the loci are independent of each
other. In reality however correlations may exist across adjacent loci due to long range LD,
and can lead to biased estimates. Nevertheless, we note that previous works have indicated
the effect of LD leakage to be minimal [91, 140], and we conjecture that this statement still
hold in estimating local genetic correlation. Lastly, we use truncated-SVD to regularize LD
matrix and to reduce standard error in the estimates of local genetic correlation, at the cost
of introducing bias. Currently, we use a fixed number of eigenvectors in the truncated-SVD
regularization, across all the loci. However, this approach may not be optimal for genomic
regions with different LD structure, and leave a principled approach of estimating the number

of eigenvectors as future work.

4.5 Appendix

4.5.1 Quantifying shared genetics via covariance of the causal effects

An alternative measure of shared genetics is the covariance of the causal effects (3 and =)
of the two traits. Under the fixed-effect model, we define covariance of the causal effects,

Pg,causal, s the dot product between the causal effect size vectors of the two traits,

Pg,causal = ,BT'Y (425)

Here, we make the assumption that the average effect size of each SNP is 0.

The definition of covariance of the causal effects in Equation (4.25) coincides with genetic
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covariance under the random-effect model. As shown in the supplementary of [18], if one

assumes that 3 and ~ have zero mean and

1| k2, »p
Var[(B.y)]=—| " 7. (4.26)
p Pg hgw

then it can be shown that the genetic covariance between two traits is

hS]

Cov[xTB, xTv] = Z Z xix;B,7,;] = 2 [278,7:] =

i=1j=1 i=1

E[Bv:] =pg. (4.27)

i M@

The random-effect model makes the implicit assumption that many SNPs are causal, which
is appropriate for genome-wide analysis but not for local analysis, where few SNPs are likely

to be causal.

4.5.2 Estimating covariance of the causal effects from GWAS summary data

For completeness, we derive an estimator for pgcqusqi. We assume a linear model for the
two traits (see Methods). The effect size estimates from GWAS, ngas and 7,5, follow
Bywas ~ (Vﬁ, n ¢v) and Aoy ~ N (V% - V), with Cov[Byuas Vyuas] = L2V,
where n; and ny are the sample size for the two GWASs, and n, is the number of shared

samples (see Methods).

As the sample size, ny and ng, of the two GWASs go to infinity, we have 8,,,,s = lim,, B gwas =

Vﬁ and 7gwas = hmnﬁoo '?gwas = V’Ya which imphes B = ‘/—1/6 and Y= V_lfygwas’

gwas

suggesting the following estimator for covariance of the causal effects,

Pg,causal = ﬁT’Y /ngasV_Q’ngas' (428)

In reality, however, finite sample sizes of GWAS results in noise in the estimates of 3 and
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7, creating bias in the estimate of py cqusqi- From bilinear form theory, it can be shown that

E[ByuasV *Aguasl = BT + 2 tr(V2V) = BTy + Lotr(V 1), (4.29)

n n
suggesting the unbiased estimator of pg cqusal

~ >T —2 A nspe _
Pg,causal = /ngasv 27gwas - m t’l“(V 1)7 (430)

where the environmental covariance can be estimated through cross-trait LD Score regression

18].
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4.6 Tables

Table 4.1: A summary of the 36 GWAS summary data sets analyzed.

Trait Name Abbreviation Consortium # gen corr # gen corr Approx.
all outside sample size
consortium consortium
Age at Menarche [124] AM REPROGEN 21 (4) 21 (4) 133K
Body Mass Index [90] BMI GIANT 27 (17) 23 (14) 231K
Height [165] HEIGHT GIANT 17.(2) 13 (1) 241K
Hip Circumference [142] HIP GIANT 23 (14) 19 (10) 144K
Waist Circumference [142] wC GIANT 26 (18) 22 (15) 153K
Waist-to-hip Ratio [142] WHR GIANT 27 (19) 23 (16) 143K
Haemoglobin [160] HB HAEMGEN 21 (10) 18 (8) 51K
Mean Cell Haemoglobin [160] MCH HAEMGEN 9 (1) 8 (1) 44K
MCH Concentration [160] MCHC HAEMGEN 6 (4) 2 (1) 47K
Mean Cell Volume [160] MCV HAEMGEN 12 (3) 10 (1) 49K
Packed Cell Volume [160] PCV HAEMGEN 18 (11) 14 (8) 45K
Red Blood Cell Count [160] RBC HAEMGEN 20 (10) 17 (8) 46K
Number of Platelets [52] PLT HAEMCEN 9 (1) 6 (1) 67K
Fasting Glucose [38] FG MAGIC 19 (9) 16 (8) 46K
Fasting Insulin [38] FI MAGIC 20 (12) 18 (12) 46K
HBAIC [147] HBAIC MAGIC 19 (14) 18 (13) 46K
HOMA-B [38] HOMA-B MAGIC 17 (11) 15 (11) 46K
HOMA-IR [38] HOMA-IR MAGIC 21 (12) 21 (12) 46K
High Density Lipoprotein [29] HDL LIPID 23 (12) 21 (11) 96K
Low Density Lipoprotein [29] LDL LIPID 19 (6) 17 (4) 91K
Total Cholesterol [29] TC LIPID 18 (3) 15 (1) 96K
Triglycerides [29] TG LIPID 26 (14) 23 (11) 92K
Forearm BMD [176] FA GEFOS 4 (1) 2 (0) 53K
Femoral Neck BMD [176] FN GEFOS 4(2) 2 (0) 53K
Lumbar Spine BMD [176] LS GEFOS 7(1) 5 (0) 53K
Education Years [116] EY SSGAC 26 (5) 24 (4) 294K
Neuroticism [115] NEURO SSGAC 5(2) 3 (0) 171K
Subjective Well-being [115] SWB SSGAC 4(1) 2 (0) 298K
Age First Birth [§] AFB BIOS 23 (5) 23 (5) 251K
Birth Weight [63] BW ECGG 13 (1) 13 (1) 68K
Urinary Albumin-to-Creatinine Ratio [155] UACR DCCT-EDIC 11 (1) 11 (1) 53K
Rest Heart Rate [42] HR EPPINGA 14 (0) 14 (0) 265K
Serum Urate Concentrations [76] URATE GUGC 25 (14) 25 (14) 107K
Body Fat [93] BF Lu 26 (17) 26 (17) 58K
Extra-Glomerular Filtration Rate of Creatinin [123] CRN CKDGEN 10 (1) 10 (1) 133K
Age at Menopause [33] MP BCAC 6 (0) 6 (0) T0K

We list the total number of traits with significant non-zero genome-wide genetic correlation

(two-tailed p < 0.05/630) and the total number of traits outside the consortium with signif-

icant non-zero genome-wide genetic correlation in the fourth and fifth column, respectively.
Number of traits for which the magnitude of genetic correlation is both significantly non-zero

and greater than 0.2 is shown in parentheses.
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Table 4.2: Loci that show significant local genetic covariance (two-tailed p <
0.05/1703/630) and local SNP heritability (one-tailed p < 0.05/1703/36) for both

traits.

Traitl Trait2 Locus hg,local,traitl hg local,trait2 rg,local

AM HEIGHT | chr9:107-109M | 0.15 (0.02)  0.05 (0.01) | 0.61 ([0.34,0.87])
BMI HIP chr16:53-55M | 0.22 (0.02)  0.19 (0.03) | 0.99 ([0.76,1.00])
BMI HIP chr18:57-50M | 0.14 (0.02)  0.13 (0.02) | 0.99 ([0.71,1.00])
BMI WC chr16:53-55M | 0.22 (0.02)  0.21 (0.03) | 1.00 (]0.78,1.00])
BMI WC chr18:57-50M | 0.14 (0.02)  0.13 (0.02) | 1.00 ([0.72,1.00])
BW HEIGHT | chr12:65-67M | 0.14 (0.02)  0.23 (0.02) | 0.93 ([0.70,1.00])
HDL TG chr2:21-23M 0.16 (0.03)  0.22 (0.03) | -0.94 ([-1.00,-0.65])
HDL TG chr8:19-20M 0.65 (0.04)  0.82 (0.04) | -1.00 ([-1.00,-0.91])
HDL TG chr11:116-117M | 0.40 (0.04)  1.27 (0.06) | -0.82 ([-0.95,-0.69])
HDL TG chr15:58-50M | 1.18 (0.06)  0.18 (0.03) | 0.89 (]0.68,1.00))
HEIGHT HIP chr16:4-5M 0.06 (0.01)  0.10 (0.02) | 0.73 ([0.41,1.00])
HIP WC chr16:53-55M | 0.19 (0.03)  0.21 (0.03) | 0.9 ([0.73,1.00])
HIP WC chr18:57-59M | 0.13 (0.02)  0.13 (0.02) | 1.00 ([0.69,1.00))
LDL TG chr1:61-63M 0.14 (0.03)  0.28 (0.03) | 0.98 ([0.67,1.00])
LDL TG chr2:21-23M 0.84 (0.05)  0.22 (0.03) | 0.62 ([0.46,0.78])
LDL TG chr8:126-128M | 0.16 (0.03)  0.32 (0.04) | 0.94 ([0.63,1.00))
LDL TG chr19:18-19M | 0.18 (0.03)  0.21 (0.03) | 0.99 ([0.72,1.00])
PLT RBC chr6:134-136M | 0.26 (0.05)  0.66 (0.09) | -0.99 ([-1.00,-0.69])
DL HEIGHT | chril:A7-49M | 0.17 (0.02)  0.07 (0.01) | 0.61 ([0.42,0.80])
HDL LDL chr2:21-23M 0.16 (0.03)  0.84 (0.05) | -0.56 ([-0.74,-0.39)])
HDL LDL chr8:9-9M 0.14 (0.02)  0.12 (0.02) | 0.9 ([0.70,1.00])
MCH MCV chr6:24-25M 0.49 (0.07)  0.37 (0.06) | 0.97 ([0.67,1.00])
MCH MCV chr6:134-136M | 0.86 (0.09)  0.70 (0.08) | 0.98 ([0.76,1.00])
MCH PLT chr6:134-136M | 0.86 (0.09)  0.26 (0.05) | 1.00 ([0.72,1.00])
MCH RBC chr6:134-136M | 0.86 (0.09)  0.66 (0.09) | -0.98 ([-1.00,-0.75))
MCV PLT chr6:134-136M | 0.70 (0.08)  0.26 (0.05) | 1.00 ([0.72,1.00))
MCV RBC chr6:134-136M | 0.70 (0.08)  0.66 (0.09) | -0.98 ([-1.00,-0.74])
MP HEIGHT | chr5:175-177M | 0.31 (0.04)  0.10 (0.01) | -0.63 (]-0.82,-0.45))
URATE MCH chr6:24-25M 0.13 (0.02)  0.53 (0.07) | 0.56 ([0.33,0.79])
URATE MCV chr6:24-25M 0.13 (0.02)  0.41 (0.06) | 0.66 ([0.39,0.92])

We list pairs of traits for which the genome-wide genetic correlation is significant (two-tailed
p < 0.05/630) and negligible in top and bottom half of this table, respectively. Here, we
focus only on the pairs of traits excluding TC (see Table 4.3 for pairs of traits involving
TC). Numbers in parentheses represent standard errors for local SNP heritability estimates
and 95% confidence intervals for local genetic correlation estimates.
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Table 4.3: Loci that show significant local genetic covariance (two-tailed p <
0.05/1703/630) and local SNP heritability (one-tailed p < 0.05/1703/36) for both
traits.

Traitl Trait2 | Locus hé,localytraitl hg local. trait2 rg,local
HDL TC chr2:21-23M 0.16 (0.03)  0.63 (0.04) | -0.50 ([-0.67,-0.33])
HDL TC chr8:9-9M 0.14 (0.02)  0.16 (0.02) | 0.98 ([0.74,1.00])
HDL TC chr9:107-100M | 0.28 (0.03)  0.19 (0.03) | 0.90 ([0.65,1.00])
HDL  TC chr11:116-117M | 0.40 (0.04)  0.27 (0.03) | -0.41 ([-0.55,-0.27])
HDL TC chr15:58-50M | 1.18 (0.06)  0.31 (0.03) | 0.98 ([0.83,1.00])
LDL  TC chr1:61-63M 0.14 (0.03)  0.28 (0.03) | 0.97 ([0.67,1.00])
LDL TC chr1:108-110M | 0.74 (0.05)  0.52 (0.04) | 1.00 ([0.88,1.00])
LDL  TC chr2:21-23M 0.84 (0.05)  0.63 (0.04) | 1.00 ([0.87,1.00])
LDL  TC chr2:43-44M 0.31 (0.03)  0.31 (0.03) | 1.00 ([0.91,1.00])
LDL TC chr5:73-75M 0.28 (0.03)  0.24 (0.03) | 1.00 ([0.76,1.00])
LDL TC chr5:155-156M | 0.11 (0.02)  0.13 (0.02) | 0.98 ([0.58,1.00])
LDL  TC chr8:9-9M 0.12 (0.02)  0.16 (0.02) | 1.00 ([0.72,1.00])
LDL TC chr8:126-128M | 0.16 (0.03)  0.19 (0.03) | 0.98 ([0.61,1.00])
LDL TC chr16:71-72M | 0.19 (0.03)  0.19 (0.03) | 0.99 ([0.70,1.00))
LDL TC chr19:9-11M 0.49 (0.04)  0.33 (0.03) | 1.00 ([0.81,1.00])
LDL  TC chr19:18-19M | 0.18 (0.03)  0.26 (0.03) | 0.99 ([0.74,1.00])
LDL TC chr19:44-46M | 0.77 (0.05)  0.43 (0.04) | 1.00 ([0.86,1.00])
TC TG chr1:61-63M 0.28 (0.03)  0.28 (0.03) | 0.99 ([0.77,1.00])
TC TG chr2:21-23M 0.63 (0.04)  0.22 (0.03) | 0.60 ([0.43,0.76])
TC TG chr8:126-128M | 0.19 (0.03)  0.32 (0.04) | 0.96 ([0.69,1.00])
TC TG chr11:116-117M | 0.27 (0.03)  1.27 (0.06) | 0.89 ([0.73,1.00])
TC TG chr15:58-50M | 0.31 (0.03)  0.18 (0.03) | 0.97 ([0.69,1.00])
TC TG chr19:18-19M | 0.26 (0.03)  0.21 (0.03) | 0.98 ([0.75,1.00])

Here, we focus only on the pairs of traits involving TC. The genome-wide genetic correlation
of each pair of traits is also significant (two-tailed p < 0.05/630). Numbers in parentheses
represent standard errors for local SNP heritability estimates and 95% confidence intervals
for local genetic correlation estimates.

81



Table 4.4: Bi-directional analysis of local genetic correlation identifies 40 pairs of
traits for which one is likely a causal factor of the other.

Traitl Pglocaltrait1 1NO. loci | Trait2 Pglocaltraitz INO. loci | Direction Ratio

AM -0.47 (0.06) 54 BMI -0.49 (0.07) 51 BMI | AM 0.00e+4-00
AM 0.26 (0.05) 39 HEIGHT 0.09 (0.02) 429 AM 1 HEIGHT  0.00e+00
AM -0.18 (0.05) 60 HIP -0.26 (0.08) 36 HIP | AM 7.00e-05
AM -0.23 (0.05) 58 WC -0.36 (0.09) 28 WC | AM 1.09e-04
BMI -0.25 (0.06) 60 EY -0.35 (0.04) 133 EY | BMI 0.00e+4-00
BMI -0.47 (0.05) 57 HDL -0.18 (0.04) 81 BMI | HDL 0.00e+4-00
BMI -0.02 (0.04) 39 HEIGHT -0.16 (0.02) 432 HEIGHT | BMI 0.00e+00
BMI 0.95 (0.02) 32 HIP 0.77 (0.11) 11 BMI 1 HIP 0.00e+4-00
BMI 0.47 (0.05) 59 TG -0.02 (0.06) 60 BMI 1 TG 0.00e+00
URATE 0.07 (0.08) 28 BMI 0.55 (0.05) 64 BMI | URATE  1.80e-05
BMI 0.69 (0.03) 58 WHR 0.13 (0.13) 22 BMI 1 WHR 0.00e+4-00
BW -0.22 (0.05) 41 URATE  -0.08 (0.09) 28 URATE | BW 0.00e+4-00
URATE -0.13 (0.05) 22 CRN -0.36 (0.08) 36 URATE | CRN  1.00e-06
CRN 0.04 (0.06) 41 WHR 0.07 (0.09) 27 CRN | WHR 2.06e-04
EY -0.19 (0.05) 138 HB -0.05 (0.10) 15 EY | HB 1.00e-06
EY 0.22 (0.03) 134 HDL 0.08 (0.03) 85 EY 1 HDL 3.91e-04
EY 0.16 (0.03) 100 HEIGHT 0.16 (0.02) 420 HEIGHT 1 EY  0.00e+00
EY -0.24 (0.04) 133 NEURO -0.14 (0.11) 11 EY | NEURO 0.00e+4-00
EY -0.20 (0.03) 134 TG -0.05 (0.05) 62 EY | TG 0.00e+4-00
EY -0.30 (0.03) 134 WC -0.25 (0.08) 34 EY | WC 0.00e+4-00
EY -0.34 (0.03) 136 WHR -0.17 (0.06) 27 EY | WHR 0.00e+4-00
HDL -0.12 (0.04) 81 HIP -0.50 (0.05) 36 HIP | HDL 2.00e-06
HDL -0.51 (0.07) 52 TG -0.48 (0.10) 29 HDL | TG 1.00e-06
HDL -0.25 (0.04) 82 WC -0.64 (0.05) 31 WC | HDL 0.00e+4-00
HDL -0.27 (0.06) 79 WHR -0.59 (0.12) 19 WHR | HDL 6.82e-04
HEIGHT 0.44 (0.01) 432 HIP 0.25 (0.06) 18 HEIGHT 1 HIP  0.00e+00
HEIGHT -0.09 (0.02) 420 LDL -0.01 (0.04) 30 HEIGHT | LDL 0.00e+00
HEIGHT -0.14 (0.02) 446 PLT -0.08 (0.13) 17 HEIGHT | PLT 0.00e+00
HEIGHT -0.12 (0.02) 415 TC -0.05 (0.05) 40 HEIGHT | TC  0.00e-+00
HEIGHT -0.08 (0.02) 429 TG -0.05 (0.05) 37 HEIGHT | TG  1.00e-06
HEIGHT 0.30 (0.02) 443 WC 0.17 (0.05) 23 HEIGHT 1 WC  0.00e+00
HIP 0.26 (0.07) 41 TG -0.09 (0.06) 63 HIP 1 TG 4.59e-04
HIP 0.44 (0.08) 37 WHR -0.14 (0.09) 22 HIP 1 WHR 7.00e-06
LDL 0.93 (0.03) 11 TC 0.80 (0.08) 26 TC 1 LDL 0.00e+00
URATE 0.05 (0.05) 29 MP -0.02 (0.05) 62 URATE 1 MP 1.33e-04
NEURO  0.08 (0.11) 17 PLT -0.04 (0.07) 30 NEURO 1 PLT  4.00e-06
TG 0.09 (0.05) 62 WC 0.56 (0.06) 34 WC 1 TG 0.00e+4-00
TG 0.28 (0.05) 59 WHR 0.57 (0.10) 22 WHR 1 TG 6.67e-04
URATE 0.07 (0.05) 30 WC 0.69 (0.06) 39 WC | URATE 9.70e-05
WC 0.80 (0.02) 29 WHR 0.60 (0.07) 20 WC 1 WHR 0.00e+00

Here, “Trait 1”7 and “Trait 2” refer to the trait for which the GWAS hit loci were ascertained
in the bi-directional analysis. Traits that are likely a causal factor of the other are marked
with stars. Numbers in parentheses represent standard errors of the local genetic correlation
estimates.
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4.7 Figures
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Figure 4.1: Examples of two different distributions of local genetic covariances
(shown at the top of each bar) that result in the same total genetic covariance
(pgtotar = 0.05). In the left example, the total genetic covariance is a summation of a
large positive local genetic covariance at Regionl and two smaller negative local genetic
covariances at Region2 and Region3 (e.g, Regions 2 and 3 impact traits through a different
pathway than Regionl). In the right example, the total genetic covariance is a summation
of small positive local genetic covariances (e.g., all three regions impact both traits through
the same pathway). Positive local genetic covariance can be interpreted as a locus driving a
pathway that regulates two traits in the same direction, and negative local genetic covariance
the opposite direction.
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Figure 4.2: Distribution of simulated genetic covariance and causal effect covari-
ance across 100 LD-independent regions on chromosome 1 binned by average LD
between causal variants. The red lines represent the average local genetic covariance in
each bin. For each region, we simulated 2 traits, each with 3 causal variants with effect sizes
set to 0.01, and with no shared causal variants (see Figure 4.3 for the case where the two
traits share causal variants). Genetic covariance varies with respect to LD whereas causal
effect covariance is always 0 (horizontal dotted line). Since genetic covariance can be thought
as an upper bound of prediction accuracy using causal effects from one trait to another, a
positive genetic covariance indicates that non-zero prediction accuracy could be attained by
virtue of LD tagging.
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Figure 4.3: Distribution of simulated local genetic covariance and causal effect co-
variance across 100 LD-independent regions on chromosome 1 binned by average
LD between causal variants. The red lines represent the average local genetic covariance
in each bin. Both traits each have 3 causal variants with effect size set to 0.01, and share all
the causal variants. Here, local genetic covariance varies with respect to LD whereas local
causal effect covariance is fixed at 0.0003.
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Figure 4.4: Performance of p-HESS and cross-trait LDSC using external reference
LD across 100 LD-independent regions, with each region having 1000 simula-
tions. Here, each dot represents the mean (over 100 regions) of the average performance
(over 1000 simulations per region), with error bars representing 1.96 times the standard error
on both sides. Overall, p-HESS provides approximately unbiased estimates of local genetic
covariance (see Figure 4.4a) and correlation (see Figure 4.4b), and is not sensitive to the
underlying genetic architectures (see Figure 4.4c for covariance and 4.4d for correlation).
We also observe that p-HESS is less biased, more consistent, and has smaller standard error
than cross-trait LDSC.
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Figure 4.5: Genetic correlation across the 36 complex traits obtained by p-HESS
(top half) and cross-trait LDSC [18] (bottom half). The magnitude of the correlation
is represented by the color and the size of the square. Among the 630 pairs of traits, p-HESS
(cross-trait LDSC) identified 298 (115) pairs showing significant genetic correlation (marked
with dots)
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Figure 4.6: Distribution of standardized local genetic covariance (local genetic
covariance standardized by the square roots of total SNP-heritability of two
traits) for the pairs of traits BMI and TG, NEURO and RBC, AM and BMI.
Pairs of traits with positive (negative) genome-wide genetic correlation show a shift in the
distribution of standardized local genetic covariance away from 0.

88



local genetic correlation

6 7 . 8 .9 10
local genetic covariance

19 20 2122

= 0.0010 |
I | I

H
o
=3
=3
=3
=3

11 12 13 14 15 16 17 18 19 20 2122

6 7 8 9
local SNP-heritability

L .| L TR ) et sl sl i " oo bt oidunt Josdhy .I Al 1 sk l.ull | " A ._J. “u. h.J...,||,.h|.|l Lost
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 2122

0.0
T R | T T e
0
1 2 6 51

7 8 9 10 12 13 14 15 16 17 18 19 20 2122

Figure 4.7: Manhattan-style plots showing the estimates of local genetic covariance
for the pairs of traits HDL and LDL. Although the genome-wide genetic correlation
between HDL and LDL does not reach the significance level (p < 0.05/630), 11 loci exhibit
significant local genetic covariance.
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Figure 4.8: Manhattan-style plots showing the estimates of local genetic covariance
for the pairs of traits BMI and TG. That the local genetic covariance between BMI
and TG is mostly one-sided implies plausible causal relationship between the two traits
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Figure 4.9: Estimates of local genetic correlation at loci ascertained for GWAS
risk variants for 8 examples pairs of traits that show plausible causal relationship.
We obtained standard error using a jackknife approach. Error bars represent 1.96 times the

standard error on each side.
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CHAPTER 5

Dissecting genetic architectures of complex traits
specific to and shared by East Asian and European

populations

5.1 Introduction

Most genome-wide association studies (GWASs) to date are based on samples of European
descent [127, 135, 161, 120]. The lack of GWAS in other continental populations, such as
African and Asians, limits the transferability of GWAS findings in Europeans into other pop-
ulations due to factors including heterogeneity in genetic architectures, linkage disequilibrium
(LD), minor allele frequencies, and environmental background [100, 102, 135, 144, 15]. The
recent increase in the number of GWASs in non-European populations creates immense op-
portunities for trans-ethnic genetic studies [114, 21, 87, 71]. Indeed, analyzing GWAS results
obtained from different continental populations has been shown to greatly improve power
of disease mapping [108, 87, 114], resolution of fine-mapping [167, 5, 72, 173], and accuracy
of risk prediction [101]. A fundamental quantity of interest in trans-ethnic genetic studies
is the similarity of genetic architectures of a complex trait in two continental populations,
and has been measured through trans-ethnic genetic correlation [170, 97, 15]. Methods for
estimating trans-ethnic genetic correlation typically rely on the infinitesimal model, assum-
ing every genetic variant contributes a small effect to the complex trait in both populations
[170, 15], and thus do not explicitly model polygenicity of the complex trait. While previous

study suggests that most common causal variants are shared across continental populations
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[100], what the proportion of shared causal variants is and which genetic variants [44, 43, 56]

are shared / population-specific remain unclear.

Here, we introduce POSC, a method to dissect genetic variants that are causal only in a
single continental population (i.e. population-specific) and those that are causal in both
continental populations (i.e. shared) from GWAS summary statistics data. POSC employs
a Bayesian approach to explicitly model polygenicity of a complex trait and linkage disequi-
librium in both continental populations. POSC yields as output estimates of genome-wide
proportions of population-specific and shared causal variants. These estimates constitute
prior probabilities in an empirical Bayes framework to quantify posterior probability of each
SNP to be population-specific or shared. Further, we define enrichment of population-specific
/ shared causal variants in a functional category as the ratio between the posterior expecta-
tion and prior expectation of the number of population-specific / shared causal variants in

the functional category.

Through extensive simulations, we show that POSC yields accurate estimates of proportion
of population-specific / shared causal variants and well-calibrated statistics for testing en-
richment using either in-sample or external reference LD matrices. We applied POSC on
summary associations statistics of 18 large-scale GWASs of 9 complex traits and diseases
in East Asian and European populations (average Ngas = 94,621 Ngyr = 103,507) using
1000 Genomes Project [28] as the external reference panel. First, we estimated genome-wide
proportion of population-specific and shared causal variants. Next, we quantified posterior
probability for each SNP to be population-specific / shared, and estimated expected number
of population-specific / shared causal variants at GWAS risk regions. Finally, we estimated
enrichment of population-specific / shared causal variants in specifically expressed genes in
53 GTEx tissues [43]. We found that all the traits analyzed were highly polygenic in both
populations, that while a large proportion of causal variants of these traits and diseases
were shared by both populations, each population also possessed a substantial proportion
of population-specific causal variants, and that regions of genes expressed in trait-relevant

tissues harbor both population-specific and shared causal variants.
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5.2 Methods

5.2.1 Overview of methods

We introduce POSC, a method for dissecting population-specific and shared causal variants
from GWAS summary statistics data, while accounting for linkage disequilibrium in two
continental populations. POSC explicitly models the SNP causal status vectors in two
continental populations (see Figure 5.1), and imposes a mixture of zero and normal prior on
SNP effect sizes [73, 10, 64]. POSC yields estimates of numbers of population-specific and
shared causal variants using a expectation maximization (EM) algorithm [37] coupled with
Markov Chain Monte Carlo (MCMC) sampling. These estimates are subsequently used to
quantify posterior probability of each SNP to be population-specific or shared in an empirical
Bayes framework. We also provides method to quantify enrichment of population-specific /
shared causal variants in a functional category, analogous to but conceptually different from

definitions of enrichment of SNP-heritability [44, 149].

5.2.2 The multivariate Bernoulli (M'VB) distribution

The multivariate Bernoulli (MVB) is a generalization of the Bernoulli for modeling distribu-
tion of binary vectors of arbitrary size [30, 141]. Let B € {0, 1}? represent a random binary
vector of size p, then the distribution of B under MVB can be described by 2P probabilities,
namely Pr(B =0,---,0)---Pr(B =1,---,1), one for each of the 27 possible realizations of
B [30, 141]. Alternatively, one can adopt an index set representation of the binary vector
B, A = {i: B; =1}, a set of indices of 1’s in B, and represent the distribution of B as the

ratio,
(B — oAy — P (Decafe) __exp(Sa)
Pr(B) = Pri4) ZD exXp (ZCQD fC) ZD €xp (SD)7

where fc’s are the natural parameters of the MVB [30, 141], and Sp = > o4 fo-

(5.1)

We use the convention that the right-most bit in the binary vector is the first bit, and the
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left-most bit is the last bit. For the sake of convenience, we use binary string and index set
representation of binary vectors interchangeably (e.g. both the binary string 011 and the

index set {1, 2} represent the binary vector (0,1, 1)).

As a concrete example, consider binary vectors of size 2. The probabilities of each possible

realization of binary vectors of size 2 under the MVB are

exp( foo)

exp(foo) + exp(foo + fo1) + exp(foo + fi0) + exp(foo + for + fio + fi1)

. Py _ exp(foo + for)
Pr(01) = Pr(i1}) exp(foo) + exp(foo + fo1) + exp(foo + fi0) + exp(foo + for + fio + fi1)

exp(foo + f10)
exp(foo) + exp(foo + fo1) + exp(foo + fio) + exp(foo + for + fio + fi1)
— Pr _ exp(foo + fo1 + fi0 + f11)
Pr(11) = Pr(il,2}) exp( foo) + exp(foo + fo1) + exp(foo + fi0) + exp(foo + for + fio + fi1)
(5.2)

Pr(00) = Pr(¢) =

Pr(10) = Pr({2}) =

5.2.3 Modeling GWAS summary statistics in two ancestral populations
5.2.3.1 MYVB prior for SNP causal status in two ancestral populations

We use binary vector of size 2, C; = (¢;1, ¢;2), to model the causal statuses of SNP i in two
ancestral populations. In total, there are 4 possible binary vectors of size 2: (1) C; = 00,
the SNP is causal for none of the population; (2) C; = 01, the SNP is causal in population
1; (3) C; = 10, the SNP is causal in population 2; (4) C; = 11, the SNP is causal in both

populations.

C'; can be modeled using a multinomial distribution, Mult(pgo, po1, P10, P11), Where poo, Po1,
P10, and py1 represent the probability of each possible binary vector of size 2. Equivalently,

one can model C; through the MVB as,

exp(for + foo)

g (5.3)

exp(fio + foo) Pr(C; = 11) = exp(fi1 + fio + for + foo)

n n

exp( foo)

Pr(C; = 00) = , Pr(C; = 01) =

Pr(C; = 10) =
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where n = exp(foo) + exp(for + foo) + exp(fio + foo) + exp(fi1 + fio + for + foo) is the

normalization constant, and f = (foo, fo1, fi0, f11) parameters of the MVB (see Equation

(5.2)).

The MVB distribution is invariant with respect to the parameter fyy, and we enforce fyy to
be 0 as a convention [30]. The parameters, fo; and fi9, govern the probability of a SNP being
specific to a population, and f;;, the dependence of causal status between two populations
— a zero f1; indicates independence, and a non-zero fi1, dependence [30, 141]. Each MVB
parameter is a real number (i.e. f € R?'), one can apply unconstrained optimization to

estimate the MVB parameters.

5.2.3.2 Joint distribution of GWAS summary statistics in two ancestral popu-

lations

We model phenotypes in two ancestral populations, Y; and Y5, using the linear model,
Y, = X8, +€ and Y, = X208, + €, where Y; € R™ and Y3 € R" are the phenotype
measurements of the phenotype in the two populations, with sample size n; and ny, X €
R™*? and X, € R™*P column-standardized genotype matrix at p SNPs, 3, € RP and
B, € RP standardized effect size of SNPs on the phenotype in two populations, and €; € R™
and € € R™ environmental effect. We further assume that each row of X; and X5 is
drawn from a distribution where the covariance structure is V1 and V5, the LD matrix of
each population, respectively, and that €;; ~ N (0,02), By; ~ N (0,0%), where 02, and o2,

represent variance of the environmental effects.

In typical GWASs, one obtains association statistics (Z-scores) of every SNP as

1
Z, = —XIY,,
n
Y (5.4)
Zy= —X]Y,,

NG
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and have been shown to follow a multivariate normal distribution [140],

Z1|B1 ~ N (\/771‘/1617031‘/1) )
Z2’ﬁ2 ~ N (WvlﬂzaUSQV) .

(5.5)

Further, given causal status vectors, ¢; and ¢y, of every SNP in each population, one obtains

the conditional distribution Z;|3;,¢; and Z5|3,, ¢ as

Z1|B1,e1 ~ N (VmVi(B, 0 ¢1),05, V1),
Z5|By, ¢ ~ N (\/772‘/2(,32 © 02)7(732‘/2) )

(5.6)

where o denotes the Hadamard product [74].

Following Equation (5.6), one can evaluate the likelihood of Z; and Z5 given the true causal
effect size vectors 3, and B,. However, in reality the true causal effect size vectors are not
given, and estimating these parameters from data will likely lead to over-fit. Instead, we

impose a normal prior on the causal SNPs in 3, and 3,,

h2

,61|Cl ~ N (0, ildmg(cl)) s
e
h2

Byles ~ N (0, 92 diag(c2)> ,
|ca|

(5.7)

where h2

o1 hfﬂ are the SNP-heritability of the phenotype in the two populations, and |¢4],

|c2| denote the number of 1’s (i.e. number of causal SNPs) in the binary vectors [73, 10, 64].

With the normal prior on 3, and 3,, the conditional distribution, Z;|¢; and Z;|c,, is then
Z1|Cl ~ N (0, V1 + U%Vl diag(cl)Vl) s

(5.8)
Zsle; ~ N (0,Vy + 05V diag(es) V),

nih2 nah?
where 0? = —2 and 03 = —2.
lex] |ea]

Incorporating the MVB prior on the causal status vectors, one obtains the distribution of
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Z, and Z,, parameterized by the MVB parameters, f = (foo, fo1, f10, f11),

P ZlaZ27 ZZPr ZlaZ27617627 ) = ZZPT(Zl‘Cl)PI‘(ZQ‘CQ) Pr(Cl,Cg;f)

c1 co c1 co
ZZ N(Zl;O,V1 + U%Vl diag(cl)Vl)x

exp(.S
e e | N(Z20,Vy+03Vadiag(e)Va) x [0 1%

(5.9)

To model joint distribution of GWAS summary statistics across L LD-independent loci, we

take the product of the probability of Z-scores at each loci,

L
Pr(Ziq,.. 1y, Zogr, oy ) = H Pr(Zy, Zy; f)

=1
N(le; O, Vll + crfqu diag(cll)Vll) X

. xp(Sc, .
1=1 | ey em | N(Z2;0, Vo + 05 Vo diag(en)Vay) x [ 7, %

(5.10)

5.2.4 Model fitting using Expectation Maximization
5.2.4.1 Expectation step

We use expectation-maximization (EM) to estimate the model parameters f. First, we

derive the complete log-likelihood of the data

¢ <f|Z1{1,---,L}, Z2{1,---,L}, Ci{1,--,L}, CZ{L---,L})
L N(ZU;O,VU + U%lvll dz'ag(cu)VU)x
= log H

. exp(Sc,.
=1 N(Zgl; 0, Vgl -+ U%ZVQl dZCLg(CQZ)VQl) X :flzl %

—_

L
Z IOgN le7 O VU + allvu dlag(C11>V11) + log N(ZQ[, 0 Vg[ + UQZVQl dzag(czl)Vgl)]
=1
L p L
—i—ZZSCh log <Zexp SB) ) Zpl.
I=1i=1 =1

(5.11)
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In the expectation step of the EM algorithm, one finds the expectation of the log likelihood
with respect to the causal status vectors ¢i... .1}, €2,..,1}, conditioned on the current

estimate of the model parameter £,

Q <f‘f(t)) =E [5 (f‘Zl{l,---,Lb Zz{1,---,L}, Ci{1,- L}, CQ{l,---,L})]

L lOg N(ZU; 0, VU + 0’2 Vll dmg(cu)Vll)
= Z Pr (Cu, C2l|f(t)7 Zy, Z2l> Y

1=1cyj,c9; + log N(Zgl; O, Vgl + ngVQl diag(cm)Vgl)
L JJ] L
+ Z Z Pr <cll,021]f(t), Zyy, Z2l> (Z Sc”> — log (Z eXp(SB)> Zpl,
=1 C11,C2] =1 B =1
(5.12)

where Pr (Cu, 025|f(t), Z, ZQ[) can be found as,

® Pr (Cu, ca, L, Z2l|f(t))
Pr (Cllac2l’f 7Z1Z7Z2l> = 0\ (5-13)
Ebll,bzz Pr <blla b, Z 1, Z2l‘f >

5.2.4.2 Maximization step

In the maximization step, one finds

FE+D = argmaxy Q <f|f(t)> = argmazy g(f), (5.14)
where
pi L
g(f) = Z Pr <cu7 calf?, 2y, ZQI) (Z SC”> — log <2 exp(SB)> Zpl, (5.15)
=1 cy;,c9 i=1 B =1

removing the irrelevant constant in Q(f|f®).

Evaluating ¢(f) involves a summation over all possible causal status vectors, which has time
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complexity on the order of O(2?7!) and is intractable. Instead we recognize that

g(f)=> D E [i Sc”] — log (Z eXp(SB)> >w

l=1cy,c9

~ h(f) = 2 [%Z (2 Scﬁ'))] — log <Zexp(53)> Epl,

=1 j=1 B

(5.16)

where Cl(f ) = (cgj ), cé?) represents the causal status of the i-th SNP at locus [ in the two

i
populations, from the causal status vectors, cgj ), cgj ), sampled from the posterior distribution

Pr (e, eo|Z1, Zo, ). We use Gibbs sampling to efficiently sample causal status vectors

from the posterior (see Section 5.2.5).
It can be shown that the following parameter updates maximizes h(f),

t+1
60+):07

(()t1+1) = log go1 — log Goo,

gtoﬂ) = log q10 — log qoo,

gt1+1) = log qi1 — log Go1 — log G19 + log Goo,

(5.17)

where Goo, Go1, Gi0, and ¢q; represent the average count of 01, 10, and 11 causal status at a
single SNP in two ancestral populations across MCMC samples from the Gibbs sampler (see

Section 5.2.5).

5.2.5 Sampling causal status vectors from posterior distribution

We use Gibbs sampling to sample C' = (¢, ¢3) from the posterior distribution,

C’\*PI‘(C|f,Z1,Z2)OCPI'(ZI,ZQ,C|f). (518)

For notational simplicity, here, we drop the index [, representing different loci. To advance

the Markov chain from step j to step 7+ 1 in Gibbs sampling, at step j we select SNP k and
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evaluate the probability of the four possible cross-population causal configurations at that

SNP,

Pr (Zl,ZQ,Ck - oo,c(jj.yf> Pr (Zl, Z,,Ci = Ol,C(ﬁlf)
| | (5.19)
Pr (Zl,ZQ,Ck = 10,C(jj)ff> Pr <Zh Z27Ck = 11709])|f> )

where C(jj) denotes the rest of the causal configurations excluding that of SNP £ in the j-th

step. Then we sample CU*Y based on the following probability

Pr (Zl,ZQ,Ck = b, C(—jg)’f>
> Pr <Z1,ZQ,CIC = b, C(] |f)

Pr (C(t“) - <Ck - b’,CS})) - (5.20)

To evaluate Pr(Zy, Zs, c1,co|f) = Pr(Z,]e1) Pr(Zs]es) Pr(ey, ea|f), we note that previous

work has shown that

2
N (21,10, Vie, + 01V, (5.21)

Pr(Zi|e1) = N (Z1]0,V + 01V7) N(Z. 0.V :

(Z1c1|0 V101+01V§01)
N(Z1c,10,V1cy)

where BF = is the Bayes factor at only the causal SNPs, reducing the
time complexity of evaluating the probability from p® to p?, ... Let Ve, = > el w,u;u] be
the eigenvalue decomposition of V1., where w; and w; are the eigenvalues and eigenvectors

of Vi¢,, we further note that BF; can be expressed as

det(Vie, + 02V2 ) 2exp [~ Z], (Vie, + 01V, ) ' 21, ]
det(vlm)_% eXp( 1ZT V1612101)

1 =

le
: 1 (5.22)
Peausal 2 1 Pcausal O_% )
_ e Z . ’
E 1+ o2w; Py ; 1 + 02w (Z]c,wi)

avoiding numerical instability introduced by small eigenvalues. The Bayes factor for Z,,

can be obtained using the same approach.
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5.2.6 Posterior probability of each SNP to be ancestry-specific or shared

We use posterior probability of each SNP to be ancestry-specific or shared to assess evidence

of specific or shared genetic architecture at single-SNP resolution. Specifically, we evaluate

Pr(Cl = b‘Zla ZQ) f*) (523)

for b € {01,10,11} at each SNP i, where f* denotes the estimated MVB parameter. We
show below that the per SNP posterior probability in Equation (5.23) can be evaluated using

the Gibbs sampling procedure outlined in Section 5.2.5. First, we note that
PI‘(CZ = b|Zl, Zg,f*) = Z PI‘(CZ = b, Cﬂi|Z1, ng*)
C-;

= Y. Pr(C; = b|C -, Z1, Zof*) Pr(Ci| Z1, Z>f¥)
C-i (5.24)
= E [Pr(C’L = b‘Cﬁh 217 Z2f*>] = E [E[ﬂ{czzb}‘cﬁla Zla ZZf*]:I

J
2ij-1 Loy

= E[:H-{Ci:b}|Z17Z2f*] x T ,

where C'9 is the j-th causal status vectors (out of a total of J samples) sampled from the
posterior distribution Pr(C|Z1, Zs, f*) (see Section 5.2.5). To ensure stable estimates of the
posterior probability, we run the Gibbs sampling procedure 20 times and report the average

posterior probability.

5.2.7 Defining approximately independent LD blocks in both ancestral popu-

lations

We adapted LDetect [12] to define blocks of SNPs that are approximately independent
in both East Asian and European populations. Briefly, LDetect is a method to define
approximately independent blocks of SNPs in a single population [12]. It involves estimating

a regularized LD matrix of a single population and identifying block structures in the LD
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matrix, which constitute the approximately independent LD blocks[12].

To define approximately independent blocks of SNPs for two populations, we first com-
pute regularized LD matrices of both populations (Vgas and Vgyr), following the LDetect
procedure[12]. Then we construct a new matrix (Vians) by taking the maximum LD in East

Asian and European LD matrices for each pair of SNPs,

Vigasi;  1|VEas,ij| > |VEur|
Vtrasn,ij = ’ ’ ’ . (525)

Viuri; U|VEeurij| > |VEasijl

The matrix Vi.ans is block diagonal due to shared recombination hot spots in both popula-

tions. We then applied LDetect procedure [12] to identify block structure in Vzans.

Using the above procedure, we identified 1,368 approximately independent LD blocks (2Mb

wide on average) in both East Asian and European populations.

5.2.8 Simulation framework

We used genotype data of chromosome 22 from CONVERGE [21] and UK Biobank [151]
to simulate GWAS summary statistics for East Asian and European populations. We used
genotype data from 1000 Genomes Project [2] as the reference panel. Since SNPs in perfect
LD have identical Z-scores, we performed minimal LD pruning (at R? threshold of 0.95) on
reference LD matrix using PLINK 1.9 [132], to remove perfectly correlated SNPs. We also
removed strand-ambiguous SNPs and SNPs with minor allele frequency (MAF) less than 1%

in either population, resulting in a total of 8599 SNPs on chromosome 22.

We simulated phenotypes based on the linear model Y; = X 18, + €, Y2 = X203, + €,

where effects of causal SNPs, 3,. and 3, , in each population, were drawn from

h%, h2,
Bie, ~ N (0 LI) ,Bae, ~ N (0, —gI) , (5.26)

’ | |ca|
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and effects of non-causal SNPs were set to 0. Here, ¢; and ¢, are the index set of causal
SNPs in each population. We simulated environmental effect of each individual ¢, €;; and
€, from €;; ~ N(0,1 — h2;) and €y ~ N(0,1 — h2;). We then simulated Z-scores for the

entire chromosome 22.

5.2.8.1 Specifically expressed genes annotation

We obtained SNP annotations for genes specifically expressed in a tissue across 53 GTEx

tissues from Finucane et al. [43]

5.3 Results

5.3.1 Performance of POSC in simulations

We assessed the performance of POSC through extensive simulations. First, we evaluated
the computation efficiency of POSC. The EM-MCMC algorithm for estimating the number of
population-specific / shared causal variants typically converged in 200 iterations (see Figure
5.2), with run time increasing with total number of causal SNPs (see Figure 5.2). For exam-
ple, in simulations where we randomly drew 20 causal variants for each population, POSC
terminated in 90 minutes on average, increasing to 360 minutes in simulations involving 100
causal variants. We note, however, that the EM-MCMC procedure can be parallelized to
decrease run time. Evaluating per-SNP posterior probability to be population-specific or
shared using the estimated prior took on average 5 minutes in simulations where 20 causal
variants were drawn for each population, and 28 minutes in simulations involving 100 causal

variants (see Figure 5.3).

Next, we evaluated the accuracy of POSC in estimating the number of population-specific
and shared causal variants. When in-sample LD was used, POSC yielded approximately

unbiased estimates of the number of population-specific and shared causal variants (see
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Figure 5.4). And when external reference LD obtained from 1000 Genomes Project [28]
was used, POSC yielded slightly upwardly biased estimates (see Figure 5.4 bottom panel).
For example, in simulations where we randomly chose (out of a total of 8,599 SNPs) 50
East Asian-specific, 50 European-specific, and 50 shared causal variants, POSC yielded an
estimates of 37.8 (S.E. 4.5), 40.3 (S.E. 4.9), and 64.9 (S.E. 6.3), respectively, when in-sample
LD was used, and an estimates of 48.0 (S.E. 5.9), 53.7 (S.E. 7.44), and 78.8 (S.E. 7.6),

respectively, when external reference LD was used.

We also assessed the effect of SNP-heritability of the trait and sample size of the GWAS
on the estimates of POSC. We saw a slight decrease in accuracy as the product between
SNP-heritability and sample size decreases (see Figure 5.5). This is not unexpected since the
likelihood of GWAS summary statistics is a function of the product between SNP-heritability
of the trait and sample size of the GWAS — as the product decreases to zero, Z-scores give

little information regarding the causal status, leading to inaccurate estimates.

Finally, we obtained statistics testing enrichment of population-specific and shared causal
variants in annotations defined by specifically expressed genes in 53 GTEx tissues [43] in
simulations. Since we drew causal variants at random, the simulations constituted null
simulations with no enrichment in any functional annotation. Overall, the statistics were
conservative with either in-sample LD or external reference LD (see Figure 5.10), at different
levels of polygenicity, or with different power (product between SNP-heritability and sample
size) of the GWAS.

5.3.2 Number of population-specific and shared causal variants in complex

traits

We analyzed 18 publicly available summary association statistics of GWAS of 9 complex
traits in East Asian (EAS) and European (EUR) populations (see Table 5.1). For computa-
tional efficiency, we first estimated number of population-specific and shared causal variants

on each chromosome separately in parallel, with 500 EM iterations for each chromosome
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to ensure convergence. The EM algorithm converged after 200 iterates for all traits except

BMI, which didn’t converge until after 300 iteration, likely due to its high polygenicity.

Next, we aggregated the chromosomal estimates to obtain genome-wide number of population
specific and shared causal variants. The complex traits we analyzed displayed a wide range
of degrees of polygenicity, with number of causal variants ranging from 877 (S.E. 8) and
1,228 (S.E. 11) in EAS and EUR for rheumatoid arthritis (RA), to 25,296 (S.E. 85) and
26,206 (S.E. 66) in EAS and EUR for BMI (see Table 5.2). Notably, we highlight that our
estimated proportion of causal variants for BMI in EUR, 10.1%, was consistent with an

estimate obtained by a recent method using individual-level data [175].

As expected, in all analyzed traits, a large fraction of causal variants in each population
were shared with the other population (see Table 5.2), consistent with similar conclusions
reached a by previous study [100]. For example, we estimated that among the 25,296 (S.E.
85) and 26,206 (S.E. 66) (EUR) causal variants for BMI in EAS and EUR, 22,664 (S.E. 141)
were shared by both populations, comprising 90% and 86% of the total causal variants of
BMI in each population, respectively. However, for some complex traits, each population
also possessed a substantial proportion of population-specific causal variants. For example,
out of the estimated total of 6,356 (S.E. 19) and 5,892 (S.E. 27) causal variants for total
cholesterol (TC) in East Asians and Europeans, 2,467 (S.E. 22) and 2,003 (S.E. 16) were
specific to each population, comprising 39% and 34% of the estimated total number of causal

variants in each population, respectively (see Table 5.2).

5.3.3 Causal variants of complex traits are spread across the entire genome

We divided the estimated number of population-specific / shared causal variants by the total
number of SNPs in each GWAS study to obtain proportion estimates, and used them as prior
probabilities in an empirical Bayes framework to evaluate posterior probability of each SNP
to be population-specific / shared (see Figure 5.7). We aggregated the posterior probabilities

of SNPs in each defined approximately LD-independent regions to obtain expected number
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of population-specific / shared causal variants at each region. For most analyzed traits,
both population-specific and shared causal variants were widely spread across the entire
genome (see Figure 5.8). As an example, mean corpuscular hemoglobin (MCH) harbored
0.68 (S.D. 0.42) EAS-specific, 0.53 (S.D. 0.40) EUR-specific, and 2.19 (S.D. 1.46) shared
causal variants, per LD-independent region (see Figure 5.8). Interestingly, we found that for
rheumatoid arthritis (RA), nearly all the population-specific causal variants concentrated in
the MHC (chr6:25M-35M) region. Indeed, selection at MCH region may give rise to different
causal variants in each population [105], although we caution that complex LD structures
around the MHC region might introduced bias our estimates. Next, we aggregated the
posterior probabilities by chromosome to obtain the expected number of population-specific
/ shared causal variants on each chromosome. The expected number of both population-
specific and shared causal variants was highly proportional to the size of the chromosome,

recapitulating similar findings using local SNP-heritability [91, 140].

5.3.4 GWAS risk regions contain multiple causal variants in both populations

We investigated whether genomic regions harboring significant associations (GWAS risk re-
gions) in only one population contained causal variants that are shared by both populations.
We quantified the expected number of shared as well as population-specific causal variants in
regions that contained GWAS-significant associations in only the East Asian (EAS) GWAS
or European (EUR) GWAS. First, regions with GWAS-significant associations in both EAS
and EUR GWAS harbored multiple causal variants that were shared across the two popu-
lations (see Figure 5.9), recapitulating previous findings on allelic heterogeneity of complex
traits [65, 140, 54]. Second, regions with GWAS-significant associations only in EAS or EUR
GWAS contained causal variants shared by both populations (see Figure 5.9). For exam-
ple, regions with GWAS-significant associations for mean corpuscular volume (MCV) only
in the EAS / EUR GWAS harbored 3.0 (S.D. 1.7) / 3.3 (S.D. 1.5) shared causal variants
on average, respectively (see Figure 5.9), consistent with previous study suggesting that

the lack of shared GWAS associations in two continental populations is likely in part due

106



to heterogeneity in LD structures of the two populations [100]. In addition, we didn’t ob-
serve a noticeable difference in the expected number of EAS-specific and EUR-specific causal
variants at regions harboring GWAS-significant associations only in East Asian / European
GWAS (see Figure 5.9). Finally, regions that contained no GWAS-significant association in
either population also harbored multiple causal variants shared (see Figure 5.9), suggesting

that a large fraction of causal variants of complex traits resided in sub-GWAS regions.

5.3.5 Enrichment analysis of population-specific and shared causal variants

Recent work has found enrichment of SNP-heritability in regions of specifically expressed
genes (SEG) in trait-relevant tissues and cell types [43, 44]. Here, we investigated whether
genetic architectures of complex traits were consistent in SEG in trait-relevant tissues across
East Asians (EAS) and Europeans (EUR). First, we estimated enrichments of population-
specific and shared causal variants for each analyzed trait in SEG across 53 GTEx tissues
using SNP annotations described in [43], and tested for significance with a stringent Bon-
ferroni corrected threshold of 0.05/53 (see Figure 5.10). All analyzed traits except major
depressive disorder (MDD) exhibited significant enrichment of shared causal variants in at
least one SEG in a trait-relevant tissue (see Figure 5.10), suggesting that in regions of genes
that are expressed in trait-relevant tissues, there were more shared causal variants across

EAS and EUR than the rest of the genome.

Next, we investigated whether there was heterogeneity in genetic architectures in SEG across
EAS and EUR. Out of the 9 analyzed traits, 7 traits showed significant enrichment of
population-specific causal variants in at least one SEG (see Figure 5.10). We highlight the
two hematological traits, mean corpuscular hemoglobin (MCH) and mean corpuscular vol-
ume (MCV), which displayed significant enrichments of both population-specific and shared
causal variants in SEG in multiple tissues (see Figure 5.10). For example, MCV showed a
1.3x (S.E. 0.0041, p=>5.3 x 10—14) enrichment of shared causal variants in SEG in blood,
and also a 1.1x (S.E. 0.0031, p=2.0 x 107*) and 1.3x (S.E. 0.0062, p=3.6 x 107%) enrichment

of EAS-specific and EUR-specific causal variants in SEG in whole blood (see Figure 5.11),
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respectively, suggesting that regions of genes that are expressed in whole blood harbor both
more population-specific and shared causal variants across EAS and EUR than the rest of

the genome.

5.4 Discussion

We have presented POSC, a method to dissect population-specific and shared causal vari-
ants of complex traits across two continental populations from GWAS summary association
statistics data. POSC employs a Bayesian approach to explicitly model polygenicity of a
trait and LD structures in both populations. In extensive simulations using either in-sample
or external reference LD, POSC yielded accurate and robust estimates of proportion of
population-specific / shared causal variants and well-calibrated statistics for testing enrich-
ment in functional annotations. We applied POSC on 18 summary association statistics
data of 9 complex traits obtained from samples of East Asian (EAS) and European (EUR)
descent to glean insights into the underlying genetic architectures of complex traits in both

populations.

First, we showed that while East Asian and European populations shared a large proportion
of causal variants for multiple complex traits, each population also possessed a substantial
proportion of population-specific causal variants. Second, our results suggested that regions
that harbor GWAS risk variants for one population was enriched for causal variants in the
other population, indicating that the lack of GWAS signal was likely attributable to differ-
ences in LD structure and power of GWAS. Third, our analysis of enrichment of population-
specific / shared causal variants in SEG annotations [43] demonstrated that regions of genes
expressed in trait-relevant tissues harbored an excess of both shared and population-specific
causal variants for multiple complex traits. Overall, our analysis provides valuable insights
into the underlying genetic architectures of complex traits in different populations, and high-

lights the importance of performing GWAS in non-European populations.

We conclude by highlighting caveats and limitations of our analysis. First, we note that the
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estimates of proportion of population-specific and shared causal variants can be influenced
by gene-environment interactions, and that one should exercise caution when interpreting
these results. For example, if a SNP has effect on a trait only under the East Asian envi-
ronment, then POSC will interpret that SNP as an EAS-specific causal variant, even though
the SNP may still be biologically causal in Europeans. Second, our analysis only included
genetic variants with minor allele frequency (MAF) greater than 1% in both populations for
the sake of numerical stability. Therefore, our estimates of proportion of population-specific
and shared causal variants will be an underestimate if there is a substantial proportion of
rare variants contributing to the trait. We note however that a large fraction of trait vari-
ance can be attributable to common variants [168, 100]. Third, POSC relies on LD blocks
that are approximately independent in both populations for computational efficiency, and
will result in biased estimates in case of LD leakage. Thus, we recommend that LD blocks
are specifically defined for each pair of population one analyzes. Fourth, we observed that
performance of POSC decreases as the product between trait SNP-heritability and GWAS
sample size decreases. Therefore, we recommend that POSC is applied only on highly herita-
ble traits and (or) GWAS with large sample size. In light of the global efforts on developing
biobanks [151, 111], we anticipate that future GWASs will have sufficient power to study
traits with wide range of heritability. Fifth, POSC doesn’t explicitly model correlation of
the effect sizes of shared causal variants across two populations for computational efficiency.
And we conjecture that explicitly modeling correlation of the trans-ethnic SNP effect sizes

can further improve accuracy of POSC.
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5.5 Tables

Trait name Population SNP-heritability (S.E.) % Sample size | Reference
Body Mass Index (BMI EUR 206 (091) wos | ]
Mean Corpuscular Hemoglobin (MCH) }]EESE{ ;gg g;; 122:23; [[761]]
Mean Corpuscular Volume (MCV) }]SSIS% 2215.06 ((23113)) 123:3% [[761]]
High Density Lipoprotein (HDL) }li?éli 21061(?2023)) ;8:2?1 [[1?11]
Low Density Lipoprotein (LDL) }]338181 132 832’,) ;gfig(l) [[175141]
ot G 10 310 s
Triglyceride (TG) EII}PS{ 1312 83; 18065,550927 [[17511}
Major Depressive Disorder (MDD) géli ?gg E?g; 12:?;8 [[1261(%
Rheumatoid Arthritis (RA) g{?}s{ 222 889:)3) g;:géi E}jﬂ

Table 5.1: A list of GWAS summary statistics data set analyzed. We obtain genome-
wide SNP-heritability estimates of these traits using LD score regression [19], with intercept
term constrained to 1.
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Trait name Total no. Estimated Estimated Estimated Estimated Estimated
of SNPs no. of no. of no. of shared total no. of total no. of
EAS-specific EUR-specific causal SNPs causal SNPs causal SNPs
causal SNPs causal SNPs (S.E.) in EAS in EUR
(S.E.) (S.E.) (S.E.) (S.E.)
BMI 258,536 2,632 (58) 3,542 (79) 22,664 (141) 25,296 (85) 26,206 (66)
MCH 481,402 993 (13) 784 (11) 2,805 (14) 3,799 (22) 3,589 (12)
MCV 481,396 933 (10) 739 (5) 3,055 (14) 3,989 (16) 3,795 (16)
HDL 268,673 4,016 (19) 1,309 (39) 4,099 (16) 8,115 (14) 5,408 (30)
LDL 268,676 1,434 (19) 927 (23) 2,681 (22) 4,116 (23) 3,608 (13)
TC 268,672 2,467 (22) 2,003 (16) 3,889 (36) 6,356 (19) 5,892 (27)
TG 268,673 2,689 (10) 756 (12) 3,193 (11) 5,882 (12) 3,949 (12)
MDD 96,863 324 (15) 4,897 (24) 5,519 (51) 5,844 (41) 10,417 (53)
RA 529,404 187 (3) 539 (8) 689 (7) 877 (8) 1,228 (11)

Table 5.2: Total number of SNPs, estimated number of population-specific and
shared causal variants for BMI, MCH, and MCV. We estimated the standard errors
of the numbers of population-specific and shared causal variants using the last 25 iterations
of the EM-MCMC algorithm for estimating the prior proportion of population-specific and
shared causal variants.
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5.6 Figures

€ East Asian GWAS
. b

(O SNP not causal in
0 either East Asians
O or Europeans

€ East Asian LD

0.8 “
@ SNP causal
in East Asians
0.4 O only
O () O [ ) O East Asian causal status vector
0.0 a
O O [ ) [ O European causal status vector
-0.4 .
in Europeans
‘ [ J only
fl-os
‘ d European LD
‘ @ SNP causal
0 in both East Asians
4 [ J and Europeans
2
o
2 4
g
T € e f European GWAS
8
[ J [ J

10

Figure 5.1: Example of how differences in genetic architectures and LD pattern
between East Asians and Europeans affect observed GWAS associations. a) We
use filled and unfilled circles to represent SNPs causal and not causal in each ancestral
population. b) Four possible causal statuses of a SNP in the two ancestral populations.
Namely, the SNP is not causal in either ancestral populations; the SNP is only causal in
East Asians; the SNP is only causal in Europeans; the SNP is causal in both ancestral
populations. c¢) and d) LD pattern in East Asian and European population, respectively.
e) and f) Manhattan plots of GWASs in East Asians and Europeans, respectively. SNPs
passing the significance threshold are marked in black.
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Figure 5.2: Estimated number of population-specific and shared causal variants
across iterations of the EM algorithm. We randomly selected 60 causal SNPs (out of
8,599) in both populations, and set the product between SNP-heritability and GWAS sample
size in both populations to 500. Each curve represents the average across 25 simulations.
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Figure 5.3: Average run time for estimating the prior (MVB parameters) and
evaluating per-SNP posterior probability to be population-specific and shared.
Each dot represents the average run time across all simulations with total causal variants in
each population specified on the x-axis. Error bars represent 1.96 times the standard error

on each side.
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Figure 5.4: Performance of POSC in simulations. POSC yielded approximately unbi-
ased estimates of the number of population-specific and shared causal variants in simulations
when in-sample LD was used (top panel), and slightly upwardly biased estimates when ex-
ternal reference LD was used (bottom panel). We set the product of SNP-heritability of the
trait and sample size of the GWAS to 500 in both populations. Mean and standard error

were obtained across 25 simulations. Error bars represent 1.96 times the standard error on

each side.
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Figure 5.5: Performance of POSC in simulations. We simulated 20 to 100 causal vari-
ants for each population, where 75% of these causal variants were shared by both populations.
We set the product between SNP-heritability of the trait and sample size of the GWAS to
500 (left column), 375 (middle column), and 250 (right column). Each dot represents the
mean across 25 simulations, and errorbars represent 1.96 times the standard error on each
side.
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Figure 5.6: Q-Q plot for p-values testing enrichment of population-specific and
shared causal variants in SEG annotations [43]. We obtained of p-values for SEG
annotations across 53 GTEx tissues from 25 null simulation, where we drew 25 EAS-specific,
25 EUR-specific, and 75 shared causal variants at random. In all simulations, we set the
product of SNP-heritability of the trait and sample size of the GWAS to 500 in both pop-
ulations. The top and bottom three figures represent results obtained using in-sample and
1000 Genomes Project reference LD matrix, respectively.
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Figure 5.8: Distribution of number of population-specific and shared causal vari-
ants per region. Each violin plot shows the distribution of population-specific and shared
causal variants across the genome, where the dark line represents the mean of the distribu-
tion. We sort the traits based on the average regional number of shared causal variants.
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Figure 5.10: Enrichment of population-specific and shared causal variants for BMI,
MCH, and MCYV in specifically expressed genes (SEG) annotations across 53
GTEx tissues. We used a consistent significance threshold of 0.05 / 53 (—log,, P = —3.03)
as represented by the dotted line to test for enrichment across all traits.
annotations passing the significance threshold using larger dots.
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