
PROCEEDINGS Open Access

Comparing the power of family-based association
tests for sequence data with applications in the
GAW18 simulated data
Jing Huang1, Yong Chen1*, Michael D Swartz1, Iuliana Ionita-Laza2

From Genetic Analysis Workshop 18
Stevenson, WA, USA. 13-17 October 2012

Abstract

We apply a family-based extension of the sequence kernel association test (SKAT) to 93 trios extracted from the 20
pedigrees in the Genetic Analysis Workshop 18 simulated data. Each extracted trio includes a unique set of parents
to ensure conditionally independent trios are sampled. We compare the empirical type I error and power between
the family-based SKAT and the burden test under varying percentages of causal single-nucleotide polymorphisms
included in the analysis. Our investigation using simulated data suggests that, under the setting used for Genetic
Analysis Workshop 18 data, both the family-based SKAT and the burden test have limited power, and that there is
no substantial impact of percentage of signal on the power of either test. The low power is partially a result of the
small sample size. However, we find that both the family-based SKAT and the burden test are more powerful when
we use only rare variants, rather than common variants, to test the association.

Background
Genome-wide association studies (GWAS) have proven
to be a powerful approach to identify novel common sin-
gle-nucleotide polymorphisms (SNPs) contributing to the
etiology of complex traits [1]. However, identifying rare
genetic variants with minor allele frequency (MAF) <5%
that are associated with complex diseases remains chal-
lenging. Standard statistical tests for common variants
(MAF >5%) are underpowered for rare variants because
of their low frequencies and moderate effect sizes. Even
with appropriate methods, larger sample sizes are
required to have variation in the rare variants [2,3].
A major limitation of population-based association

analyses is the potential for unrecognized population het-
erogeneity as a result of population stratification. This
problem, however, can be well addressed through the use
of family-based studies, which use related individuals in
association studies. Family-based controls eliminate the
need to adjust for population structure [4,5]. Another

advantage of using family-based controls is the ability to
identify and correct technological artifacts in the data,
investigations of questions such as parent-of-origin
effects and other applications that are imperfectly or not
readily addressed in case-control association studies [4,5].
The data set for the Genetic Analysis Workshop 18

(GAW18) consists of whole genome sequence data from
a pedigree-based sample. These pedigrees are drawn
from the Type 2 Diabetes Genetic Exploration by Next-
generation sequencing in Ethnic Sample Project 2
(T2D-GENES Project 2). The T2D-GENES Project 2 is
designed to identify low-frequency or rare variants influ-
encing susceptibility to type 2 diabetes using information
from whole genome sequencing of 1043 individuals from
20 Mexican American pedigrees enriched for type 2 dia-
betes from San Antonio, Texas. The pedigree data are
drawn from 2 San Antonio-based family studies: the San
Antonio Family Heart Study (SAFHS) and the San Anto-
nio Family Diabetes/Gallbladder study (SAFDGS).
A variance component test, known as a sequence kernel

association test (SKAT), is proposed for testing associa-
tions of rare variants in population-based designs [2,6].
SKAT is shown to be powerful when rare variants have

* Correspondence: Yong.Chen@uth.tmc.edu
1Division of Biostatistics, University of Texas School of Public Health,
Houston, TX 77030, USA
Full list of author information is available at the end of the article

Huang et al. BMC Proceedings 2014, 8(Suppl 1):S27
http://www.biomedcentral.com/1753-6561/8/S1/S27

© 2014 Huang et al.; licensee BioMed Central Ltd. This is an Open Access article distributed under the terms of the Creative Commons
Attribution License (http://creativecommons.org/licenses/by/2.0), which permits unrestricted use, distribution, and reproduction in
any medium, provided the original work is properly cited. The Creative Commons Public Domain Dedication waiver (http://
creativecommons.org/publicdomain/zero/1.0/) applies to the data made available in this article, unless otherwise stated.

mailto:Yong.Chen@uth.tmc.edu
http://creativecommons.org/licenses/by/2.0
http://creativecommons.org/publicdomain/zero/1.0/
http://creativecommons.org/publicdomain/zero/1.0/


effects in different directions, and it is computationally
efficient because of the simple limiting distribution of the
test statistic. However, SKAT is designed for testing asso-
ciations in unrelated subjects and cannot be directly
applied to family-based designs. Some investigators have
proposed an extension of SKAT to family-based designs
[7], hereafter referred to as family-based SKAT. In this
report, we apply it to the GAW18 simulated data and
explore more features of the test statistics.

Methods
The data set for GAW18 includes 959 individuals out of
1043 individuals from 20 Mexican American pedigrees of
the T2D-GENES Project 2. We conducted our analysis
using the simulated phenotypes, baseline systolic blood
pressure (SBP) and diastolic blood pressure (DBP), and
the whole genome sequenced and imputed genotypes of
the 959 correlated individuals. To keep the notation sim-
ple and make our discussion transparent, we considered
trio designs, acknowledging the fact that the method is
applicable to more general family structures.

Trio selection
Conditionally independent trios were extracted from the
20 extended pedigrees. Each extracted trio included a
unique set of parents. For nuclear families with more than
1 offspring, we randomly selected 1 offspring and formed
a trio with the parents. Specifically, the individuals were
grouped into families by the parents’ identifications, and 1
offspring was selected with equal probability to form a
trio. We only selected trios that had complete genotype
data for all 3 family members. Finally, 93 conditionally
independent trios were extracted from the GAW18 data.

SKAT and burden test for family-based design
The family-based SKAT proposed recently [7] can be
described as follows. For the ith trio, denote the speci-
fic region of the genome by G, the offspring trait by Yi

and the offspring genotype at the jth variant in G by
Xij (1 ≤ j ≤m), where m is the number of variants in
the region G. We assume a generalized linear mixed
effects model (GLMM) as follows: h [μi] = Ciα + Xiβ,
where μi = E (Yi), h(.) is a known link function, α is the
regression coefficients for the potential confounders Ci,
and β is the vectors of regression coefficients for the
m variants Xi , respectively. It is further assumed that
the coefficients, βjs, are independent random variables and
follow an unspecified distribution with mean 0 and var-
iance w2

j τ. Here wj can be considered as a weight that can
be a function of the data (such as genotype frequencies
estimated from the parents) or externally defined (such as
a functional prediction score). Under the GLMM assump-
tion, testing the null hypothesis of no genetic effect, that

is, all βs equal to 0, is equivalent to testing H0 : τ = 0, that
is, nonexistence of the variance component in the GLMM.
Similar to SKAT, the score test for a family-based design

is QS =
(
Y − μ̂0

)T
K̃(Y − μ̂0), where μ̂0 = Cα̂ for continu-

ous traits, μ̂0 = logit−1(Cα̂) for dichotomous traits, and

K̃ =
[
X − E(X|Xp)

]
WW

[
X − E

(
X—Xp

)]T is a weighted

linear kernel. For the kernel, X represents the offspring
genotype matrix, Xp represents the parental genotype
matrix, and W = diag(w1, . . . , wm) represents variant
weights based on parental genotypes. In this study, we
define wj = Beta(f̂j; a, b), where f̂j is is the estimated variant
frequency based on parental genotypes. Under the null
hypothesis, E(X|Xp) can be calculated using the laws of
mendelian transmission. For the linear kernel, QS has a
simple expression: QS =

∑m
j=1 w2

j [
∑N

i=1

(
Yi − μ̂i,0

)
(Xij − E

(
Xij—XP

ij

)
)]2,

where XP
ij is the parental genotype data for family i at var-

iant j. It can be shown that the test statistic QS has a limit-
ing distribution of a mixture of chi-square distributions.
Specifically, QS converges weakly to

∑m
j=1 λjχ

2
1,j, where

(λ1, . . . , λm) are the eigenvalues of matrix A1/2LTWWLA1/2,
with LALT = Cov((X − E

(
X—Xp

)
)T(Y − Xα̂)|Xp, Y).

Originally, the family-based SKAT assumes that all
b coefficients are independently distributed. To allow
for possible correlation of effects among different
variants, a family kernel was proposed [2]:

K̃ =
[
X − E(X|Xp)

]
WRρW

[
X − E

(
X—Xp

)]T, where

Rρ = (1 − ρ) I + ρ11T specifies an exchangeable correla-

tion matrix. The test statistic is Qρ =
(
Y − μ̂0

)T
K̃ρ(Y − μ̂0).

When r = 0, Qρ equals Qs, where all b coefficients are
assumed independent. When r = 1, the test statistic

becomes Qρ = [
∑m

j=1 w2
j

∑N
i=1

(
Yi − μ̂i,0

)
(Xij − E

(
Xij—XP

ij

)
)]2,

which is equivalent to the test statistics in the family-based
association test (FBAT) [8]. The p value was calculated
using the moment matching approach [9] or inverting the
characteristic function [10], as considered by Lee et al [11].

Analysis strategy
The goal of our analysis was to assess the power of
detecting association between the simulated quantitative
phenotypes (baseline SBP and DBP) and the causal
genes (from the simulation answer sheet) on chromo-
some 3 by the family-based SKAT and the burden test,
whether or not adjusting for different proportions of
causal variants. To ensure a fair comparison of power,
the empirical type I error rates of all tests were evalu-
ated by using the variable Q1 (a quantitative trait in the
simulation data set, simulated to be not associated with
any of the SNPs). To evaluate the power of tests, we
conducted the family-based SKAT and the burden test
for each causal gene using, respectively, baseline SBP
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and DBP as the response trait. Each of the 2 tests was
conducted separately by including rare variants only,
common variants only, and all variants of each gene.
Therefore, 12 tests were conducted at each gene. Table 1
describes the scenarios of the tests. The proportion of
causal variants among all variants in each gene (referred
to as strength of signal) may have impact on the power of
tests. To adjust for that proportion, we conducted an
analysis similar to the analysis in the unadjusted model
under varying proportions of the causal SNPs (10%, 25%,
and 50%). Then we performed another 36 analyses to
compare the power of tests. Considering that the effect
size of causal SNPs differs across SNPs, we fixed the cau-
sal SNPs included in all the scenarios, but diluted the
strength of signal by including differing numbers of non-
causal SNPs that are randomly chosen from each gene to
construct the proportion. For consistency and to prevent
a proportion of 0 signal, we included only causal genes
with at least 1 causal rare variant and at least 1 causal
common variant. Each analysis was conducted using all
200 simulated data sets.

Power comparisons
For the analysis without adjusting for proportion of cau-
sal variants in the gene, we used the generalized esti-
mating equation (GEE) [12] method to test for the
differences in power between scenarios, accounting for
the correlations induced by analyzing the same gene 12
times. Specifically, of the 200 simulations, let Yij denote
the number of successful rejection of the null hypothesis
for the jth test of the i>th gene, and pij the estimated
power for each test, i = 1,2,...31, j = 1,2,...12. We treated
the Yijs as correlated measures for the ith gene, and
then we constructed a binomial regression model using
GEE method to compare the power for each test:

yij ∼ Binomial(200, pij)

logit
(
pij

)
= β0 + β1I(SBPij) + β2I(commonij) + β3I(common and rareij)

+ β4I(SKATij)

where β1 represents the difference in power for using
SBP rather than DBP as the outcome, β2 represents the
difference in power for using common variants instead
of rare variants, β3 represents the difference in power
for jointly using common and rare variants compared
with using rare variants only, and β4 represents the dif-
ference in power for using the family-based SKAT
rather than the family-based burden test. Here I(A)
denotes the indicator function, which equals 1 when A
is true and 0 otherwise. Additionally, these effects are
evaluated in similar model adjusting for the proportion
of causal variants in the gene where j = 1,2,...,36.

Results
Trio and causal SNPs
Using the approach stated in the methods section, we
extracted a total of 93 trios from the GAW18 data. Our
analysis focuses on chromosome 3 only. With knowl-
edge of the simulating model, the 31 causal genes were
available for the family-based SKAT and the burden test
of all SNPs. When examining different power to detect
the association under different proportions of causal
SNPs, only the 16 causal genes that contain at least 1
causal rare variant and at least 1 causal common variant
were included.

Gene-based test of all SNPs
We applied the family-based versions of the burden and
SKAT tests on the 93 trios for the gene-based associa-
tion test of the 31 causal genes, using the 200 simulated

Table 1 Scenarios of the 12 tests performed in comparing family-based SKAT and burden test using different types of
variants (i.e., common vs. rare) and different types of outcome (i.e., DBP vs. SBP)

Outcome Approach Variants included

DBP SBP Family SKAT Family burden Rare variants Common variants

Test 1 √ √ √

Test 2 √ √ √

Test 3 √ √ √ √

Test 4 √ √ √

Test 5 √ √ √

Test 6 √ √ √ √

Test 7 √ √ √

Test 8 √ √ √

Test 9 √ √ √ √

Test 10 √ √ √

Test 11 √ √ √

Test 12 √ √ √ √
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data sets. Variable Q1 (a quantitative trait in the simula-
tion data set that is not associated with any of the
SNPs) was used to test for type I error and the empirical
type I error rates are close to the nominal level of 0.05
with a range of (0.043 to 0.059), which is within the
95% confidence interval of the nominal level, that is,
(0.035, 0.065). An earlier study [7] also reported that
false-positive rates of the methods we applied were well
controlled using large simulations with considerable
sample size. Consequently, we used 0.05 as the critical
value when calculating power.
Figure 1 shows the power of correctly identifying cau-

sal genes at the a = 0.05 level. Plots in the left-side
panels show similar patterns to those in the right-side
panels, which is not surprising considering that SBP and
DBP are highly correlated phenotypes. According to the

simulating model, gene MAP4 has a strong signal. Our
results show both the family-based SKAT and the bur-
den test are able to detect MAP4.
In Figure 1C to F, we observed 2 peaks in the plots,

which are the results of genes PROK2 and SERP1. For
both genes, the peaks were observed only when com-
mon variants were included in the test. This finding is
consistent with the underlying simulating model, in
which almost all the causal SNPs in these 2 genes are
common variants. However, the family-based SKAT did
not show any power beyond type I error to identify
these two genes.

Testing under different proportions of causal SNPs
We conducted both the family-based SKAT and the
burden test in scenarios containing different proportions

Figure 1 Power of tests using all available SNPs in the data (a = 0.05). Plots in the left panels use SBP as a continuous outcome. Plots in
the right panels use DBP as a continuous outcome. All 6 plots use the same legend. Plots in the first row use SNPs with MAF ≤0.05. Plots in the
second row use SNPs with MAF >0.05. Plots in the third row use both.
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(ie, 10%, 25%, 50%) of causal SNPs in the analysis.
Figure 2 shows the results.
We did not observe a substantial impact of percentage

of causal SNPs on the power of both tests from the
plot, whether or not the analysis included rare variants.
The power of both the family-based SKAT and the

burden test is comparable across most genes. Two pro-
minent exceptions are the genes MAP4 and MLH1. In
Figure 2A, the family-based SKAT has much higher
power than the burden test when using rare variants
only in gene MAP4. The possible explanation is that the
causal rare variants in MAP4 affect SBP in different

Figure 2 Power of tests under different proportions of causal SNPs (a = 0.05). Plots in the left panels use SBP as a continuous outcome.
Plots in the right panels use DBP as a continuous outcome. All 6 plots use the same legend. Plots in the first row use SNPs with MAF ≤0.05.
Plots in the second row use SNPs with MAF >0.05. Plots in the third row use both.
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directions (also confirmed by the simulating model),
thus the burden tests lose considerable power because
causal variants b coefficients are in mixed directions.
When we included common variants in the analysis, the
power of the family-based SKAT decreased. This is a
result of very few common SNPs being causal in MAP4;
therefore, adding common variants increases the num-
ber of noncausal SNPs and dilutes the causal signals.
The burden test, however, had a slightly higher power
than the family-based SKAT in gene MLH1. Examina-
tion of the simulating model suggests that almost all
variants in MLH1 affect DBP and SBP in the same
direction, so it is not surprising that the burden tests
had comparable or better performance than the family-
based SKAT for testing the variants in MLH1.
Another interesting peak was observed at gene PTPLB1

(Figure 2E and 2F) when using 50% causal SNPs and
both common and rare variants. Both the family-based
SKAT and the burden test showed higher power than
other scenarios. The power is lower for testing either rare
variants only or common variants only, which suggests
that combining rare variants and common variants
together may increase the power of both tests.

Power comparisons
In addition to visually comparing power as presented in
Figures 1 and 2, we used GEE methods to more rigor-
ously compare the power under different scenarios. Spe-
cifically, we did not detect significant differences
(p value >0.3) in power between the family-based SKAT
and the burden test across all scenarios, whether we
adjusted for the proportion of causal variants or not.
However, after adjusting for proportions of causal var-
iants, we found that on average, the tests using common
variants only had less power compared to those using
rare variants only, followed by the tests using both com-
mon and rare variants. The test for overall difference in
power yields a p value of 0.04.

Discussion
Our analysis using the GAW18 simulated baseline pheno-
types and sequence genotypes with sample size of 93 con-
ditionally independent trios shows limited power of both
the family-based SKAT and the burden test. The low
power is most likely the result of using a small number of
trios and the weak signals in the simulating model. How-
ever, we found that both models adequately controlled the
type I error rates with only 93 trios. This agrees with the
results of simulation studies in [7], where a large number
of trios are considered (n = 500). Furthermore, after
adjusting for proportion of causal variants, we found sig-
nificant differences in power between tests using common
variants only versus tests using rare variants only or both

common and rare variants. Larger number of trios are
needed to confirm this finding as suggested by [13,14].
Recently, 2 methods using SKAT for family data have

been proposed [15,16]. Both of these methods take into
account the whole family structure by using a marginal
model with correlation structure specified by kinship
matrix. However, there is a subtle difference between
these 2 methods and our method. These 2 methods are
comparing allele frequencies as a population-based test
using the mixed-modeling framework to take into
account the correlation among the individuals within a
family, whereas our method is a transmission disequili-
brium type (TDT) test, which is conditioned on parental
genotypes and compares allelic transmissions. In the
absence of population structure, the population-based
association tests using the whole family are expected to
be more powerful than our method. However, in the
presence of population structure, the former tests may
lead to inflated type I errors whereas our method is
robust to population structure. Hispanic populations,
such as the one used in this study, are likely to be
admixed [17] and, therefore, the TDT-based method
remains robust to potential population structure.

Competing interests
The authors declare that they have no competing interests.

Authors’ contributions
Jing Huang and Yong Chen drafted the manuscript. Jing Huang conducted
statistical analyses. All authors revised, read, and approved the final
manuscript.

Acknowledgements
Jing Huang and Yong Chen would like to thank Peng Wei at the University
of Texas School of Public Health, who kindly introduced the GAW18 data.
Yong Chen’s research is partially supported by a startup fund and the PRIME
award at the University of Texas School of Public Health. Michael Swartz’s
research is sponsored in part by NCI grant R03CA131998. The GAW18 whole
genome sequence data were provided by the T2D-GENES Consortium,
which is supported by NIH grants U01 DK085524, U01 DK085584, U01
DK085501, U01 DK085526, and U01 DK085545. The other genetic and
phenotypic data for GAW18 were provided by the San Antonio Family Heart
Study and San Antonio Family Diabetes/Gallbladder Study, which are
supported by NIH grants P01 HL045222, R01 DK047482, and R01 DK053889.
The Genetic Analysis Workshop is supported by NIH grant R01 GM031575.
This article has been published as part of BMC Proceedings Volume 8
Supplement 1, 2014: Genetic Analysis Workshop 18. The full contents of the
supplement are available online at http://www.biomedcentral.com/bmcproc/
supplements/8/S1. Publication charges for this supplement were funded by
the Texas Biomedical Research Institute.

Authors’ details
1Division of Biostatistics, University of Texas School of Public Health,
Houston, TX 77030, USA. 2Department of Biostatistics, Columbia University,
Mailman School of Public Health, New York City, NY 10032, USA.

Published: 17 June 2014

References
1. Balding DJ: A tutorial on statistical methods for population association

studies. Nat Rev Genet 2006, 7:781-791.

Huang et al. BMC Proceedings 2014, 8(Suppl 1):S27
http://www.biomedcentral.com/1753-6561/8/S1/S27

Page 6 of 7

http://www.biomedcentral.com/bmcproc/supplements/8/S1
http://www.biomedcentral.com/bmcproc/supplements/8/S1
http://www.ncbi.nlm.nih.gov/pubmed/16983374?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16983374?dopt=Abstract


2. Wu MC, Lee S, Cai T, Li Y, Boehnke M, Lin X: Rare-variant association
testing for sequencing data with the sequence kernel association test.
Am J Hum Genet 2011, 89:82-93.

3. Basu S, Pan W: Comparison of statistical tests for disease association with
rare variants. Genet Epidemiol 2011, 35:606-619.

4. Ott J, Kamatan Y, Lathrop M: Family-based designs for genome-wide
association studies. Nat Rev Genet 2011, 12:465-474.

5. Laird NM, Lange C: Family-based designs in the age of large-scale gene
association studies. Nat Rev Genet 2006, 7:385-394.

6. Zhang D, Lin X: Hypothesis testing in semiparametric additive mixed
models. Biostatistics 2003, 4:57-74.

7. Ionita-Laza I, Lee S, Makarov V, Buxbaum DJ, Lin X: General class of family-
based association tests for sequence data, and comparisons with
population-based association tests. Eur J Hum Genet 2013, 21:1158-1162.

8. De G, Yip WK, Ionita-Laza I, Laird N: Rare variant analysis for family-based
design. PLoS One 2013, 8:e48495.

9. Liu H, Tang Y, Zhang HH: A new chi-square approximation to the
distribution of non-negative definite quadratic forms in non-central
normal variables. Comput Stat Data Anal 2009, 53:853-856.

10. Davies RB: Algorithm AS 155: The distribution of a linear combination of
2 random variables. Appl Stat 1980, 29:323-333.

11. Lee S, Wu MC, Lin X: Optimal tests for rare variant effects in sequencing
association studies. Biostatistics 2012, 13:762-775.

12. Liang KY, Zeger SL: Longitudinal data analysis using generalized linear
models. Biometrika 1986, 73:13-22.

13. Gibson G: Rare and common variants: twenty arguments. Nat Rev Genet
2012, 13:135-145.

14. Schork NJ, Murray SS, Frazer KA, Topol EJ: Common vs. rare allele
hypotheses for complex diseases. Curr Opin Genet Dev 2009, 19:212-219.

15. Schifano ED, Epstein MP, Bielak LF, Jhun MA, Kardia SLR, Peyser PA, Lin X:
SNP set association analysis for familial data. Genet Epidemiol 2012,
36:797-810.

16. Chen H, Meigs JB, Dupuis J: sequence kernel association test for
quantitative traits in family samples. Genet Epidemiol 2013, 37:196-204.

17. Bryc K, Velez C, Karafet T, Moreno-Estrada A, Reynolds A, Auton A,
Hammer M, Bustamante DC, Ostrer H: Colloquium paper: genome-wide
patterns of population structure and admixture among Hispanic/Latino
populations. Proc Natl Acad Sci USA 2010, 107(Suppl 2):8954-8961.

doi:10.1186/1753-6561-8-S1-S27
Cite this article as: Huang et al.: Comparing the power of family-based
association tests for sequence data with applications in the GAW18
simulated data. BMC Proceedings 2014 8(Suppl 1):S27.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Huang et al. BMC Proceedings 2014, 8(Suppl 1):S27
http://www.biomedcentral.com/1753-6561/8/S1/S27

Page 7 of 7

http://www.ncbi.nlm.nih.gov/pubmed/21737059?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21737059?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21769936?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21769936?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21629274?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/21629274?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16619052?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16619052?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12925330?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12925330?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23386037?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23386037?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23386037?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23341868?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23341868?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22699862?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22699862?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/22251874?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19481926?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19481926?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23280576?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/23280576?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20445096?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20445096?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/20445096?dopt=Abstract

	Abstract
	Background
	Methods
	Trio selection
	SKAT and burden test for family-based design
	Analysis strategy
	Power comparisons

	Results
	Trio and causal SNPs
	Gene-based test of all SNPs
	Testing under different proportions of causal SNPs
	Power comparisons

	Discussion
	Competing interests
	Authors’ contributions
	Acknowledgements
	Authors’ details
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 500
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 500
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents suitable for reliable viewing and printing of business documents.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


