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Abstract

Prenatal exposures such as polycyclic aromatic hydrocarbons (PAH) and early postnatal
environmental exposures are of particular concern because of the heightened susceptibility of the
fetus and infant to diverse environmental pollutants. Marked inter-individual variation in response
to the same level of exposure was observed in both mothers and their newborns, indicating
susceptibility might be due to genetic factors. With the mother-child pair design, existing methods
developed for parent-child trio data or random sample data are either not applicable or not
designed to optimally use the information. To take full advantage of this unique design which
provides partial information on genetic transmission and has both maternal and newborn outcome
status collected, we developed a likelihood-based method that uses both the maternal and the
newborn information together and jointly models gene-environment interactions on maternal and
newborn outcomes. Through intensive simulation studies, the proposed method has demonstrated
much improved power in detecting gene-environment interactions. The application on a real
mother-child pair data from a study conducted in Krakow, Poland suggested four significant gene-
environment interactions after multiple comparisons adjustment.
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Introduction

The impact of environmental exposures on childhood health is a crucial and understudied
area of research. There has been growing evidence showing marked inter-individual
variation in response to the same level of prenatal or postnatal environmental exposures in
mothers and their newborns, which indicates susceptibility due to genetic factors. Complex
childhood disorders including physical development problems, neurodevelopment disorders
and childhood asthma are believed to result from interactions between multiple genetic
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factors and environmental factors. To better understand the causes of childhood disorders in
children and the impact of early-life exposures from common urban pollutants on childhood
disorders, the mother-child design has been applied [Wang et al., 2008]. Conventionally,
association designs such as case-control designs, case-parents designs or case-only designs
are utilized to detect gene-environment interactions [Schaid 1999; Umbach and Weinberg
2000; Khoury and Flander 1996; Albert et al., 2001]. There has been much methodological
research conducted on detecting gene-environment interactions under these designs [Yang
and Khoury 1997; Thomas 2004; Dempfle 2008]. The population-based case-control design
has gained its popularity due to its cost-efficiency and feasibility for late-onset diseases but
has been criticized for possibly inducing spurious association due to population stratification
[Risch 2000]. The case-parents design, as a family-base design, controls well against
population stratification. The case-only design was proposed to avoid possible bias due to
inappropriate definitions of “control” but relies heavily on the assumption that the gene and
the environmental exposure are independent in the population [Khoury and Flanders 1996;
Albert et al., 2001]. However, with mother-child pair data when paternal information is
completely missing, existing methods developed for case-control, case-parents and case-
only designs are either not applicable or not designed to optimally use information from
such studies. The current genetic analysis of the mother-child pair data has mainly used
standard linear regression or logistic regression approaches that ignore the interrelationship
between mothers and their newborns, which is not the most efficient use of information
[Wang et al., 2008]. Most recently, researchers have worked on methodology development
with case-mother/control-mother designs [Shi et al., 2008; Chen et al., 2009; Chen et al.,
2009]. However, no work has been done on prospective cohort designs with mother-child
pairs. Therefore, to take full advantage of this unique design with mother-child pairs that
provides partial information on genetic transmission and has both maternal and newborn
outcome status collected, we developed a likelihood-based method that uses both the
maternal and the newborn information together and jointly models gene-environment
interactions on maternal and newborn outcomes. The proposed method is able to take into
account the dependence between maternal and newborn genotypes as well as the
dependence between their phenotypes. Through extensive simulation studies and an
application to the Krakow mother-child pair data, we demonstrated that the proposed
method outperformed a naive method that ignored the interrelationship between mothers and
newborns in detecting gene-environment interactions.

The development of this likelihood-based method for the mother-child pair design was
motivated by two parallel ongoing studies being conducted in NYC and Krakow, Poland
with a mother-child pair design, in which pregnant women were recruited and monitored
with personal air samples and their newborns were followed. In both studies, pregnant
women were eligible if they were not currently smoking, registered at prenatal health care
clinics, had lived at the present address for at least a year before the initial interview, were >
18 years of age, had no history of illicit drug use, pregnancy-related diabetes, or
hypertension, and had a valid estimate of gestational age [Anderson et al., 2000; Perera et
al., 2004]. During the 2"d or 3™ trimesters pregnancy, the women carried a backpack
containing a portable personal exposure air monitor during the day and kept it near the bed
at night during a consecutive 48-hour period for PAH measurements, a widespread class of
pollutants commonly found in air, food, and drinking water [International Agency for
Research on Cancer 1983]. PAHSs bind covalently to DNA to form PAH-DNA adducts, an
indicator of DNA damage. Carcinogen- DNA adducts represent a critical step in the
carcinogenic pathways and thus can be considered an informative biomarker of cancer risk
[Bulay and Wattenberg 1971; Rice and Ward 1982; Vesselinovitch et al., 1975]. We applied
the proposed method to detect gene-environment interactions on PAH-DNA adduct
detectable/non-detectable from the Krakow study. The binary outcome under investigation
was the presence of detectable PAH-DNA adducts. Four significant gene-environment
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interactions were identified after adjusting for multiple comparisons. The proposed method
is readily applicable to detect gene-environment interactions on other childhood disorder
outcomes once the data collection is finished.

Material and Methods

Assume a bi-allelic marker with a high-risk allele A and a low-risk allele a, which have
frequencies p and 1 — p, respectively. Here the high-risk allele is the minor allele (defined as
the less common allele in the cohort). For a prospective design with sample units being
mother-child pairs, we have both genetic information and outcome status collected for
mothers and their children. PAHs inhaled by the pregnant women can be transferred to the
fetus. Therefore, prenatal maternal monitoring provides an estimate of fetal exposure. The
likelihood of observing a set of n independent mother-child pairs with prospective outcome
status from a prospective cohort study is:

n
l_[pr(Gc,s Gm,’ E[, D(‘,s Dm;)-, i:l’ ceesn,

i=1

where Gp, and G stand for the maternal and newborn genotypes; E stands for the
environmental exposure of both mother and newborn; and Dy, and D stand for the outcome
status of mother and newborn, respectively. In deriving this likelihood, we assume that 1)
maternal genotypes are independent from their exposures to common urban pollutants; 2)
the child's outcome status is determined by his/her genotype, prenatal environmental
exposure and their interaction as well as the maternal outcome status; and 3) the maternal
outcome status is determined by maternal genotype, environmental exposure and their
interaction. Hardy-Weinberg equilibrium and random mating are also assumed. We could
write the log-likelihood as:

n
In L=} log (Pr(G,,,Gp;. Ei, Dc;, Dpy,))
“

i
n
= Z 10g (Pr(Dr,-th,-s Ei, Dm,-.) Pr(Dm;IGm,-s El) PI'(E,‘)PI'(G(‘., Gm;))
i=1
n
=3 10g | Pr(De,[Ge,. Er. D) Pr(Dyn |G EDPEE) 3, (Pr(GulGe G )PE(Grn,. G)
i=1 G €(Ge.Gmy)

where Gp, € (G, Gy) stands for paternal genotypes that are compatible to the maternal and
child genotypes observed. Logistic model is applied to model maternal penetrance Pr (D, =
1|Gm, E) and child penetrance Pr (D¢ = 1|G, E, D) with gene-environment interactions:

10g it (Pr(Dy;=11G ;s E)) =Bom+Be, G +By, Ei+Bey, Gms X Ei
log it (Pr(D,,=11Ge,, Ei, D)) =Boc+By, Ges By, Ei+By, s Gy X EitBy, Doy »

where Boc and fom are intercepts; fg,,, and S, are the regression coefficients representing
the main effects of the genetic polymorphism on the maternal and newborn outcomes,
respectively; fp,, is the regression coefficient representing the main effect of the maternal
outcome status on the newborn outcome status; Sg,,, and S, are the regression coefficients
representing the main effects of the environmental exposure on the maternal and newborn
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outcomes, respectively; and fg,e and S g are the regression coefficients representing the
gene-environment interaction effects on the maternal and newborn outcomes, respectively.
Here E is the binary indicator for the environmental exposure for both mother and newborn;
Gm and G are the maternal and newborn genotype codings which depend on the genetic
model studied. Under the dominant genetic model, Gy, or G = 1 for genotypes AA and Aa,
Gm or G¢ = 0 for genotypes aa. Under the recessive genetic model, G, or G = 1 for
genotypes AA, G, or G = 0 for genotypes Aa and aa. Under the additive model, G, or G,
= 2 for genotypes AA; G, or G = 1 for genotypes Aa, and G, or G = 0 for genotypes aa.

To test the null hypothesis of no interaction between genetic polymorphisms and
environmental exposures on the outcomes, we test the null hypothesis Ho : e = S = 0.
The corresponding alternative hypothesis is Hy : at least one of S g, S, is not 0. We use
the likelihood ratio test with 2 degrees of freedom (dfs) to test the null hypothesis.

Note that the two intercepts Sqc and Som are not free parameters. Instead, they are
determined by the population prevalences of the studied outcome in the maternal cohort,
pDp, and that in the newborn cohort, pD¢. This is comparable with the procedure used in our
previous work on gene-gene interactions in the association and linkage studies [Wang and
Zhao 2003; Wang and Zhao 2007]. We can obtain Sy and Sgm, by solving the following two
equations,

Pop prevalence of female adults in a certain age range=pD,,
=Pr(Dp=D= ) Pr(Dp=1|Gm, E)Pr(Gy, E),
Gm.E

Pop prevalence of children in a certain age range=pD.

=Pr(D.=1)= X Pr(D.=1|G.,E, Dp)Pr(Ge, E, D)
G..E.Dy,

= 2 (Pr(DL:lIG(-, E,D,) Y Pr(Gy, G E, Dm))

G..ED, G
= X (Pr(D(:lIG(-, E,Dy) 3. (Pr(Dp|Gp, E, )Pr(Gp, G(-)Pr(E))) .
G.E.D,, G

The same logistic model is used to model maternal and newborn penetrances Pr (D, = 1|Gp,
E) and Pr (D = 1|G, E, D). Note that Sgp, is determined first by the first equation and is
then plugged in the second equation to solve for fyc.

Simulation Studies: Type | Error and Power

In this section, using simulations under a variety of models, the performance of the proposed
method is compared to that of a naive method [Wang et al., 2008]. The naive method
ignores the interrelationship between mothers and their newborns but treats the maternal
outcome status and the newborn outcome status as independent outcomes. The naive method
simply applies three separate logistic regression models, and therefore is termed the“3-logit
naive method” for the rest of this paper:
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log it (Pr(D,,,=1|G,;, Ei)) =B10+B11Gpy +B12Ei+B13G m; X Ei,
log it (Pr(D.,=1|G,, Ei)) =B20+B21G ; +BnEi+f23G., X Ei,
log it (PI.(DC,-:l]Gm,-v El)) :ﬁ3o+ﬁ3lGmi+ﬁ32Ei+ﬁ33Gmi X Ei~

The first logistic regression models maternal outcomes over G, x E interaction; the second
models newborn outcomes over G x E interaction; and the third models newborn outcomes
over G, x E interaction with the reasoning that maternal genotypes modulate effects of
PAHSs on fetus growth. Note that this reasoning is not directly used in the proposed method,
but is indirectly incorporated by assuming maternal outcome influences child's outcome. If
any one of the three gene-environment interactions is significant using the Wald test to test
if the regression coefficient of the interaction term to be 0 with 1 df at the Bonferroni
corrected significance level (to adjust for the fact that three tests are conducted), we
conclude that the genetic polymorphism significantly interacts with the environmental
exposure on the outcomes.

Simulation Parameters

In the simulation studies to evaluate power and Type | error rate, the total sample size was
fixed at N = 500 mother-child pairs. To mimic the NYC and Krakow studies on the outcome
of PAH-DNA adduct detectable/non-detectable, we considered population prevalences in
mother and newborn cohorts are both 30% and 60% (the PAH-DNA adduct detectable rate
was about 60% in both mother and newborn cohorts in the Krakow study), the probability of
environmental exposure is Ppay = 0.3, and 0.5, and different minor allele frequency (MAF)
isp=0.1, 0.2, and 0.3. Simulation scenarios when pDy, was not equal to pD, were also
considered. The main effects of the maternal and newborn genetic polymorphism on the
maternal and newborn outcomes, the main effect of environmental exposure on both
maternal and newborn outcomes, and the main effect of the maternal outcome status on the
newborn outcome status were fixed at ORg,, = 1.5, ORg, = 1.5, ORg = 1.5, and ORp, =
1.5. Therefore, the corresponding regression coefficients in the logistic models for
penetrances are all log(1.5). Different levels of the maternal and/or newborn gene-
environment interaction effects on the maternal and newborn outcomes were considered
ranging from low to high, ORgxge = 1.0, 1.5, 2.0, 3.0, 4.0, and ORgxg = 1.0, 1.5, 2.0, 3.0,
4.0. Scenarios where either only maternal genotype interacts with the environment or only
newborn genotype interacts with the environment were also considered.

Simulation Setup

Each simulated study included N mother-child pairs. We simulated N maternal genotypes
and N paternal genotypes based on the population allele frequencies and the assumptions of
Hardy-Weinberg equilibrium and random mating. Newborn genotypes were generated based
on Mendelian transmission and generated parental genotypes. However, paternal genotypes
were discarded. Environmental exposures of mothers and newborns were generated based
on a binomial distribution with pre-specified proportion of exposure. Under selected
parameter settings, for a mother-child pair, with simulated genotypes and environmental
exposure, their outcome statuses were generated based on the maternal and newborn
penetrances Pr (D, = 1|Gp, E) and Pr (D¢ = 1|Gg, E, Dyy,). The tests of interest (the proposed
method and the 3-logit naive method) were performed using the simulated data and the
procedures were repeated 10,000 times to evaluate the Type | error rates and 1,000 times to
evaluate powers.
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In order to evaluate the Type | error rate for the proposed test, simulation was used to
generate data under the null hypothesis of no interaction between genetic polymorphisms
and environmental exposure, Hg : f.E = fe,e = 0, i.€.,, Hp : ORg.e = ORgg = 1. The
simulation procedure was repeated 10,000 times. Type | error rates of the proposed method
and the 3-logit naive method were then estimated by the proportions of times that the null
hypothesis of no interaction between genetic polymorphisms and the environmental
exposure was rejected by these two methods. The Bonferroni correction was applied in the
3-logit naive method to declare significance. Table 1 displays the Type | error rates to detect
gene-environment interactions with the proposed method and the 3-logit naive method under
the dominant genetic model when different MAF and population prevalence were assumed.
Table 3 displays the results under the additive genetic model. In both cases, the nominal
Type | error rate 0.05 was well controlled for both the proposed method and the 3-logit
naive method. The closeness of the estimated values of 0.05 indicates a better performance.

Table 2 displays powers to detect gene-environment interactions with the proposed method
and the 3-logit naive method under the dominant genetic model and simulation parameters
specified previously. The same power results under the scenarios where the effects of gene-
environment interactions on maternal and newborn outcomes were the same were also
plotted in Figure 1. Power was assessed with 1,000 simulations. It is clear that the proposed
method consistently shows higher powers on all scenarios considered. Especially when the
MAF is low and the maternal and newborn population prevalences were high. When pDp,
and pD. were both set at 60% to mimic the PAH-DNA adduct detectable rate in Krakow,
Poland and when the MAF was set at 0.1, the 3-logit naive method barely has any power
even with the large effect size of the gene-environment interaction on both maternal and
newborn outcomes, while the proposed method can achieve 70% power when the effect size
is large. We observed a power increase of more than three-fold with the proposed method
when the population prevalence was 60% and the genetic variant was rare with MAF equal
to 0.1. When the genetic variant is common and population prevalence is 60%, the proposed
method has a power gain ranging from a little less than 20% when the interaction effect was
large to about 50% when the interaction effect was modest. Similarly, when the maternal
and newborn population prevalences were both set at 30%, the proposed method has a
power gain ranging from less than 5% when the interaction effect was big to almost 40%
when the interaction effect was modest across all three levels of MAF considered (Table 2).
That is, the power gain of the proposed method is greater when the effect size of gene-
environment interaction is relatively modest. For the scenarios where there is gene-
environment interaction on either maternal outcome or newborn outcome but not both, the
proposed method also has consistently higher power than the 3-logit naive method.
Moreover, we notice that the power for both methods increases as MAF increases from rare
to common as expected yet the proposed method enjoys a greater gain in power.

Similar patterns were observed when assuming an additive genetic model and different
levels of the maternal and newborn population prevalences. As displayed in Table 3, the
proposed method consistently demonstrates higher power than the 3-logit naive method
when PAH exposure was 30%. Similar power increases were also observed when PAH
exposure was 50% (data not shown).

Real Data Application

The proposed method was applied to detect gene-environment interactions on PAH-DNA
adduct detectable/non-detectable using the mother-child pair data from the Krakow study.
Seventeen common genetic polymorphisms in candidate genes that play important roles in
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the metabolic activation of PAHs and PAH detoxification were selected (Table 4). The data
set was previously analyzed on the continuous PAH-DNA adduct levels using a similar
naive method with three linear regression models [Wang et al., 2008]. Some significant
gene-environment interactions were observed but none remains significant at the 0.05
significance level after multiple comparisons adjustment. Also note that the method of
Alexandrov et al. [1992], which uses the HPLC—fluorescence method to detect B[a]P-DNA
adducts (a proxy for PAH-DNA adducts [Lederman et al., 2004]) in maternal blood
collected within 1 day postpartum, and umbilical cord blood collected at delivery [Perera et
al., 2004] has a coefficient of variation of 12% and a lower limit of detection of 0.25 adducts
per 108 nucleotides. Samples below the limit of detection were assigned a value midway
between the limit of detection and zero (0.125 adducts per 108 nucleotides) in previous
analyses. We reanalyzed the data with the proposed method on the binary outcome PAH-
DNA adduct detectable/non-detectable.

The data set consists of 307 mother-child pairs that have complete phenotype and
environmental exposure information. Different cut points for the PAH summary measures
were applied to obtain a binary PAH exposure, defined as PAH high or PAH low, in order to
optimize the results. The PAH-DNA adduct detectable rate in both mothers and newborns in
the Polish data is around 60%. To adjust for multiple comparisons, the g-value procedure
based on the false discovery rate (FDR) was applied [Storey and Tibshirani 2003]. Based on
our understanding of the biological basis of PAH-DNA adduct detectable/non-detectable, we
considered that a dominant model might be the most appropriate.

Table 5 presents the g-values and estimates of the gene-environment interactions of 17
markers using both the proposed method and the 3-logit naive method. For each marker, the
most significant g-value among the three from the three logit models was displayed together
with the regression coefficient estimate of the gene-environment interaction term in the
corresponding model. We observed the same pattern in g-values using the two methods, but
the proposed method outperformed the 3-logit naive method in general for this data set. Note
that the 40% PAH cut point gave the most optimal results (that is, 40% PAH high vs. 60%
PAH low) although all the PAH cut points tried suggested the better performance of the
proposed method. Therefore, Table 5 displays results with environmental exposure defined
as 40% PAH high vs. 60% PAH low. Four markers, CYP1A1-109, CYP1A1-06, CYP1Al-14,
and GSTT2-03 significantly interact with the environmental exposure at the 0.05 FDR level
after multiple comparisons adjustment with the proposed method while no significance was
observed at the 0.05 FDR level after multiple comparisons adjustment with the 3-logit naive
method. The same marker, CYP1A1-14, was previous observed to interact with the
environmental exposure on the continuous PAH-DAN adduct measures at the 0.05
significance level before multiple comparisons adjustment, but did not remain significant
after multiple comparisons adjustment. We observed the same pattern in the estimates of the
gene-environment interactions using the two methods as well. For example, at the marker
CYP1A1-109 that remained significant after multiple comparisons adjustment, one of the
three models from the 3-logit naive method that models maternal outcome over G, x E
interaction showed the most significant result among the three, while the proposed method
also had bigger estimated effect of maternal genotype by environment interaction on the
maternal outcomes than the estimated effect of newborn genotype by environment
interaction on the newborn outcome, i.e., ﬂGmE > BGCE. Similar patterns were observed on
the other three markers that significantly interact with the environmental exposure at the
0.05 FDR level.

The proposed method is readily applicable to other outcomes such as mental development

problems or asthma from both the NYC study and the Krakow study once the data collection
is finished. We expect the proposed method to have even greater power than the 3-logit
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naive method for the complex outcomes mentioned above as the effect sizes for the complex
outcomes are usually small to modest.

Discussion

In this study, we proposed a likelihood-based method to detect gene-environment
interactions with the mother-child pair design. The development of this method was
motivated by the two parallel ongoing studies being conducted in NYC and Krakow, Poland
where the purpose of the studies is to understand the impact of environmental exposures on
childhood health. Pregnant women were recruited and their newborns were followed up.
Marked inter-individual variation in response to the same level of exposure was observed,
indicating susceptibility might be due to genetic factors, i.e., the existence of gene-
environment interactions. Therefore, we focused our study on modeling gene-environment
interactions. As existing methods are either not applicable or not designed to optimally use
the information from such mother-child pair designs, we developed a likelihood-based
method that uses both the maternal and the newborn information together and jointly models
gene-environment interactions on maternal and newborn outcomes. Under this likelihood
framework, one can also model data combined from parent-child trios and mother-child
pairs using the proposed method. The proposed method imposes an underlying assumption
that gene and environment are independent. Although we believe this assumption to be
appropriate for the proposed model which is for prospective cohort studies, we need to be
cautious with such an assumption for case-control studies. In this prospective cohort study,
eligible pregnant women living in the targeted geographic areas were recruited. If this is a
case-control study and subjects were recruited based on some disease status, and the disease
status is related to the genetics and environment, the assumption of gene and environment
being independent might be violated, which can lead to biased parameter estimates of gene-
environment interactions [Mukherjee and Chatterjee, 2008].

The simulation results illustrated the feasibility and power of the proposed method. The
proposed method that jointly models gene-environment interactions on maternal and
newborn outcomes has higher power to detect gene-environment interactions than the 3-logit
naive method that models gene-environment interactions on maternal and newborn
outcomes separately. In the application to the real data on PAH-DNA adduct detectable/non-
detectable from the Krakow study, although similar patterns were observed using both the
proposed and the 3-logit naive methods, the proposed method suggested four significant
interactions at the 0.05 FDR level after adjusting for multiple comparisons while the 3-logit
naive method suggested no significant interaction after adjusting for multiple comparisons at
the 0.05 FDR level. As data on early postnatal exposures are also being collected in both the
NYC and the Krakow studies, the proposed method (here used prenatal exposures involving
maternal-fetal transfer) can be easily adapted to model the postnatal exposure where
different environment exposure measures for mother and newborn will be entered in the
model.

We concentrated only on the mother-child pairs with complete phenotype and environmental
exposure information. Note that there is missingness in phenotypes, prenatal environmental
exposure measures, and genotypes. Methods that could impute missing genotypes and
phenotypes may be applied [Scheet and Stephens 2006; Marchini et al., 2007; Browning and
Browning 2007]. In addition, measurement errors may exist in PAH measures and PAH-
DNA adduct measures. An extension of the currently proposed method to detect gene-
environment interactions with measurement error incorporated and with the missing data
problem considered will be our future study. Moreover, we did not consider dependence
among markers but treated them as independent markers, which has been previously found
in simulation studies to produce reasonable results and may lead to conservative estimation
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of the FDR [Storey and Tibshirani 2003; Fernando et al., 2004]. We have implemented the
proposed method in R, and the R program is available upon request from the first author.
We are preparing to extend the current method which focuses only on the interactions
between a single marker and an environmental exposure to a method that models the
interactions between environment and multiple markers, especially multiple markers from
one candidate gene.

Acknowledgments

Support by the National Institute of Environmental Health Sciences (grants P01 009600, R01 ES08977, RO1
ES111158, RO1 ES012468 and ES09089); the U.S. Environmental Protection Agency (grants R827027 and
R8260901); the Herbert Irving Cancer Center; Core grant 5P30 CA 13696-23; the New York Community Trust, the
Gladys & Roland Harriman Foundation, and Trustees of the Blanchette Hooker Rockefeller Fund is gratefully
acknowledged. All authors declare no conflict of interest on this work.

References

Albert PS, Ratnasinghe D, Tangrea J, Wacholder S. Limitations of the case-only design for identifying
gene-environment interactions. Am J Epidemiol. 2001; 154:687-693. [PubMed: 11590080]

Alexandrov K, Rojas M, Geneste O, Castegnaro M, Camus AM, Petruzzelli S, Giuntini C, Bartsch H.
An improved fluorometric assay for dosimetry of benzo(a)pyrene diol-epoxide-DNA adducts in
smokers' lung: comparisons with total bulky adducts and aryl hydrocarbon hydroxylase activity.
Cancer Res. 1992; 52:6248-6253. [PubMed: 1423269]

Anderson LM, Diwan BA, Fear NT, Roman E. Critical windows of exposure for children's health:
cancer in human epidemiological studies and neoplasms in experimental animal models. Environ
Health Perspect. 2000; 108:573-594. [PubMed: 10852857]

Browning SR, Browning BL. Rapid and accurate haplotype phasing and missing-data inference for
whole-genome association studies by use of localized haplotype clustering. Am J Hum Genet. 2007;
81:1084-1097. [PubMed: 17924348]

Bulay OM, Wattenberg LW. Carcinogenic effects of polycyclic hydrocarbocarcinogens administrated
to mice during pregnancy on the progeny. J Natl Cancer Inst. 1971; 46:397-402. [PubMed:
5115907]

Chen JB, Zheng HT, Wilson ML. Likelihood Ratio Tests for Maternal and Fetal Genetic Effects on
Obstetric Complications. Genet Epidemiol. 2009 in press.

Chen JB, Zheng HT, Wilson ML, Kraft P. Testing Hardy-Weinberg Equilibrium Using Mother-Child
Case-Control Samples. Genet Epidemiol. 2009 in press.

Dempfle A, Scherag A, Hein R, Beckmann L, Chang-Claude J, Schafer H. Gene-environment
interactions for complex traits: definitions, methodological requirements and challenges. Eur J Hum
Genet. 2008; 16:1164-1172. [PubMed: 18523454]

Fernando RL, Nettleton D, Southey BR, Dekkers JC, Rothschild MF, Soller M. Controlling the
proportion of false positive in multiple dependent tests. Genetics. 2004; 166:611-619. [PubMed:
15020448]

International Agency for Research on Cancer. IARC monographs on the evaluation of the carcinogenic
risk of chemicals to humans. Lyon, France: International Agency for Research on Cancer; 1983.
Polynuclear aromatic compounds. Part I. Chemical, environmental, and experimental data; p. I-453

Khoury MJ, Flanders WD. Nontraditional Epidemiologic Approach in the Analysis of Gene
Environment Interaction: Case-Control Studies with No Controls! Am J Epidemiol. 1996;
144:207-213. [PubMed: 8686689]

Lederman SA, Rauh V, Weiss L, Stein JL, Hoepner LA, Perera FP. The effects of the World Trade
Center event on birth outcomes among term deliveries at three lower Manhattan hospitals. Environ
Health Perspect. 2004; 112:1772-1778. [PubMed: 15579426]

Marchini J, Howie B, Myers S, McVean G, Donnelly P. A new multipoint method for genome-wide
association studies by imputation of genotypes. Nat Genet. 2007; 39:906-913. [PubMed:
17572673]

Genet Epidemiol. Author manuscript; available in PMC 2011 February 1.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Wang et al.

Page 10

Mukherjee B, Chatterjee N. Exploiting Gene-Environment Independence for Analysis of Case—Control
Studies: An Empirical Bayes-Type Shrinkage Estimator to Trade-Off between Bias and
Efficiency. Biometrics. 2008; 64:685-694. [PubMed: 18162111]

Perera FP, Tang D, Tu YT, Cruz LA, Borjas M, Bernert T, Whyatt RM. Biomarkers in Maternal and
Newborn Blood Indicate Heightened Fetal Susceptibility to Procarcinogenic DNA Damage.
Environ Health Perspect. 2004; 112:1133-1136. [PubMed: 15238289]

Rice JM, Ward JM. Age dependence of susceptibility to carcinogenesis in the nervous system. Ann
NY Acad Sci. 1982; 381:274-289. [PubMed: 6953795]

Risch N. Searching for genetic determinants in the new millennium. Nature. 2000; 405:847-856.
[PubMed: 10866211]

Schaid DJ. Case-parents design for gene-environment interaction. Genet Epidemiol. 1999; 16:261—
273. [PubMed: 10096689]

Scheet P, Stephens M. A fast and flexible statistical model for large-scale population genotype data:
applications to inferring missing genotypes and haplotypic phase. Am J Hum Genet. 2006;
78:629-644. [PubMed: 16532393]

Shi M, Umbach DM, Vermeulen SH, Weinberg CR. Making the Most of Case-Mother/Control-Mother
Studies. Am J Epidemiol. 2008; 168:541-547. [PubMed: 18650222]

Storey JD, Tibshirani R. Statistical significance for genome-wide studies. Proc Natl Acad Sci. 2003;
100:9440-9445. [PubMed: 12883005]

Thomas, DC. Statistical Methods in Genetic Epidemiology. New York: Oxford University Press; 2004.
p. 320-326.

Umbach DM, Weinberg CR. The use of case-parent triads to study joint effects of genotype and
exposure. Am J Hum Genet. 2000; 66:251-261. [PubMed: 10631155]

Vesselinovitch SC, Kyriazis AP, Mihailovich N, Rao KV. Conditions modifying development of
tumors in mice at various sites by benzo(a)pyrene. Cancer Res. 1975; 35:2948-2953. [PubMed:
1182688]

Wang S, Zhao HY. Sample Size Needed to Detect Gene-Gene Interactions Using Association Designs.
Am J Epidemiol. 2003; 158:899-914. [PubMed: 14585768]

Wang S, Zhao HY. Sample Size Needed to Detect Gene-Gene Interactions using Linkage Analysis.
Annals of Human Genetics. 2007; 71:828-842. [PubMed: 17521308]

Wang S, Chanock S, Tang D, Li ZG, Jedrychowski W, Perera FP. An assessment of interactions
between PAH exposure and genetic polymorphisms on PAH-DNA adducts in African American,
Dominican, and Caucasian Mothers and Newborns. Cancer Epidemiol Biomarkers Prev. 2008;
17:405-13. [PubMed: 18268125]

Yang Q, Khoury MJ. Evolving Methods in Genetic Epidemiology. 1. Gene-Environment Interaction
in Epidemiologic Research. Epidemiol Rev. 1997; 19:33-43. [PubMed: 9360900]

Genet Epidemiol. Author manuscript; available in PMC 2011 February 1.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Wang et al.

Page 11

Figure 1.

Power to detect gene-environment interactions for the proposed method and the 3-logit
naive method under the dominant genetic model when MAF was set at 0.1, 0.2, and 0.3,
population prevalence was set at pDpy, = pD¢ = 30% and pDy, = pD. = 60%, environmental
exposure was set at 30%, and the effects of gene-environment interactions on maternal and
newborn outcomes were set the same ranging from odds ratio of 1.0 (for Type I error) to 4.0.
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Table 1

Type | error rates to detect gene-environment interactions at the 0.05 significance level for the proposed
method and the 3-logit naive method under the dominant genetic model when MAF was set at 0.1, 0.2, and
0.3, population prevalence was set at pDpy, = pD¢ = 0.3 and pDy,, = pD. = 0.6, and environment exposure was
set at 30%. The total sample size was fixed at N = 500 mother-child pairs. The simulation procedure was
repeated 10,000 times.

Pop Prev | MAE™ | Proposed Method | 3-logit Naive Method
pD,=0.3 0.1 0.046 0.043
pD.=0.3

0.2 0.042 0.043

0.3 0.042 0.042
pD, =0.6 0.1 0.046 0.043
pD.=0.6

0.2 0.051 0.043

0.3 0.046 0.042

*
Minor Allele Frequency
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