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Segregation Analysis of Phenotypic Components of Learning
Disabilities. I. Nonword Memory and Digit Span
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Dyslexia is a common and complex disorder with evidence for a genetic component. Multiple loci (i.e., quantitative-
trait loci [QTLs]) are likely to be involved, but the number is unknown. Diagnosis is complicated by the lack of
a standard protocol, and many diagnostic measures have been proposed as understanding of the component processes
has evolved. One or more genes may, in turn, influence these measures. To date, little work has been done to
evaluate the mode of inheritance of individual component—as opposed to composite—phenotypes, beyond family
or twin correlation studies that initially demonstrate evidence for a genetic basis of such components. Here we use
two approaches to segregation analysis in 102 nuclear families to estimate genetic models for component phenotypes
associated with dyslexia: digit span and a nonword-repetition task. Both measures are related to phonological skills,
one of the key component processes in dyslexia. We use oligogenic-trait segregation analysis to estimate the number
of QTLs contributing to each phenotype, and we use complex segregation analysis to identify the most parsimonious
inheritance models. We provide evidence in support of both a major-gene mode of inheritance for the nonword-
repetition task, with ∼2.4 contributing QTLs, and for a genetic basis of digit span, with ∼1.9 contributing QTLs.
Results obtained by reciprocal adjustment of measures suggest that genes contributing to digit span may contribute
to the nonword-repetition score but that there are additional QTLs involved in nonword repetition. Our study
adds to existing studies of the genetic basis of composite phenotypes related to dyslexia, by providing evidence for
major-gene modes of inheritance of these single-measure component phenotypes.

Introduction

Dyslexia, or specific reading disability, is a common and
complex disorder. As one of several learning disabilities
it is characterized by difficulties in single-word decoding,
resulting in failure to acquire reading proficiency. Al-
though initial manifestation and diagnosis usually occurs
during childhood, with 5%–10% of school-age children
affected (Shaywitz et al. 1990), dyslexia may have long-
term educational, economic, and social repercussions.
Diagnosis is complicated by the educational experience
and the lack of a standard protocol regarding which
measures should be used for diagnosis (Berninger 1994).
Many measures have been proposed, as understanding
of the component processes has evolved. Two of the
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component processes increasingly recognized as being
important to making the diagnosis include (1) ortho-
graphic coding—that is, ability to code written words
into short-term memory and to represent them in long-
term memory, and (2) phonological coding—that is, the
ability to code spoken words into short-term memory,
manipulate component sounds, and reproduce words,
without the aid of meaning cues (Berninger et al., in
press). Finally, dyslexia is believed to be a language-
based disorder (Vellutino 1979; Decker and DeFries
1981; Liberman and Karlin 1984; Pennington et al.
1990), rather than a visual or perceptual disorder; how-
ever, this language-based disorder may also involve def-
icits in physiological mechanisms of the visual system
(e.g., see Eden et al. 1996).

A genetic basis of dyslexia has long been suspected.
Although the earliest evidence was observational (Fisher
1905; Hinshelwood 1907; Stephenson 1907), evidence
for a genetic basis has since been obtained by more-
systematic twin and family studies. Increased concor-
dance rates in MZ versus DZ twin pairs, for a diagnosis
of dyslexia (Stevenson et al. 1987); stronger correlations
for MZ than for DZ pairs, for continuous-trait mea-
sures (Olson et al. 1994; Bishop et al. 1996); and more
regression to the mean for DZ than for MZ pairs, for
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continuous-trait measures (DeFries et al. 1987), all pro-
vide evidence for a genetic basis of both a dichotomous
diagnosis and associated continuous traits. Family stud-
ies provide further support for this conclusion: the risk
of reading impairment in first-degree relatives of pro-
bands exceeds that in the general population (Hallgren
1950; Pennington et al. 1991); phenotypes of probands
are predictive of those of siblings (Decker and DeFries
1981); the risk and severity of the disorder increase with
the number of affected parents (Wolff and Melngailis
1994); and correlations among first-degree relatives are
significantly greater than 0, for some continuous-com-
ponent measures (Raskind et al., in press). Finally, re-
sults of two complex segregation analyses (CSAs) pro-
vide evidence not only for positive correlations among
relatives but also for a pattern of inheritance consistent
with a Mendelian mode of inheritance, for both a di-
chotomous definition of dyslexia (Pennington et al.
1991) and a phenotype based on factor scores from
multiple continuous measures (Gilger et al. 1994). A
third, older segregation analysis (Lewitter et al. 1980)
gave equivocal results, but it was based on a small sam-
ple size and predated development of CSA methods;
thus these results may have suffered from lack of power
and from inability to accommodate a more complex
model.

There is also consensus, from a number of observa-
tions, that there is familial and etiological heterogeneity
in dyslexia. First, heterogeneity is typical of complex
traits: among the complex traits for which genes have
been identified, there are, as yet, no exceptions to this
finding. It is worth noting that accompanying this het-
erogeneity are sometimes subtle phenotypic differences
associated with the different genetic forms of the dis-
eases—such as differences in age at onset or presence/
absence of other disease phenotypes, as is observed in
Alzheimer disease and breast cancer (Hall et al. 1990;
Schellenberg et al. 1994a; Schellenberg et al. 1994b;
Wooster et al. 1994; Levy-Lahad et al. 1998). Second,
for dyslexia there have now been a number of reports
of positive evidence for linkage to different genomic
regions (Smith et al. 1983; Cardon et al. 1994; Gri-
gorenko et al. 1997; Fagerheim et al. 1999; Fisher et
al. 1999; Gayan et al. 1999; Petryshen et al. 1999).
Several of these studies have provided moderately strong
evidence for linkage to the same genomic region on
chromosome 6p, with similar phenotypic measures pro-
viding, in more than one study, evidence for linkage;
however, the significance levels are sometimes sensitive
to the method of analysis used (Grigorenko et al. 1997,
2000) and remain low for a complex trait (Lander and
Kruglyak 1995), and there are also some reports of fail-
ure to confirm results (Bisgaard et al. 1987; Field and
Kaplan 1998; Petryshen et al. 2000), as well as an earlier
report (Cardon et al. 1995) of one correction that weak-

ened the significance level. In addition, highly correlated
phenotypes do not necessarily provide similar support
for linkage to the same region (Grigorenko et al. 2000).
Third, even in regions for which more than one group
has reported evidence for linkage, in some cases the
evidence for linkage is found only in a specific subset
of phenotypically defined families. Finally, the diagnosis
of dyslexia and the interpretation of results among stud-
ies is complicated by use of variable measures and pro-
cedures both among different research groups and
among the same and different research groups over
time. These differences in how the phenotype has been
measured may account for some of the observed het-
erogeneity in results reported by mapping studies. The
resultant diagnostic heterogeneity is likely to be one of
the most serious obstacles in mapping—and eventually
cloning—relevant genes contributing to dyslexia.

One approach to reduction of this heterogeneity for
subsequent mapping studies is to perform a detailed
evaluation of the genetic basis of phenotypic compo-
nents of dyslexia. This can lead both to increased un-
derstanding of the heterogeneity and to the possibility
of identification, on the basis of phenotypic criteria, of
pedigree subgroups that are genetically more homoge-
neous. This strategy of careful phenotypic analysis may
lead to improved prognoses for linkage detection, as
well as to more-accurate fine-scale mapping of genes
contributing to this complex trait (Wijsman and Amos
1997). The phenotypes associated with dyslexia are
multivariate—several correlated language measures are
predictive of affected status and/or are used for diag-
nosis (Berninger et al., in press). However, there are
technical difficulties in the use of multivariate distri-
butions in the full range of analyses that are involved
in genetic studies. Consequently, one approach that may
be an efficient way of eventually identifying the genes
contributing to complex traits is to focus on individual
univariate components of the phenotype and to adjust
for correlated measures as covariate effects (Goddard
et al. 1995; Wijsman and Amos 1997; Hokanson et al.
1999). For example, a focus on single-component phe-
notypes permits use of CSA (Morton and MacLean
1974) for construction of genetic models for the phe-
notypes. With a genetic model, it is then possible to use
model-based gene-mapping methods, which not only
are more powerful than model-free methods when the
trait model is reasonably well estimated (Vieland et al.
1992; Greenberg et al. 1996; Wijsman and Amos 1997)
but also provide a framework in which to estimate and
refine gene location once evidence for linkage is found.
This general approach to covariate adjustment followed
by genetic modeling and linkage analysis was recently
shown to be one of the most successful approaches in
the analysis of simulated complex traits (Wijsman and
Amos 1997) and recently has proved to be helpful in
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real studies of component phenotypes related to some
other complex continuous-trait phenotypes in which
strong evidence for linkage was eventually found (Hok-
anson et al. 1999; Knoblauch et al. 2000). Therefore,
it seems likely that it could also prove to be a useful
approach for the study of the genetic basis of dyslexia.

Phonological skills appear to play a major role in the
development of reading skills and thus, in the study of
the genetic basis of dyslexia, are candidates for com-
ponent phenotypes. Several studies have reported that
most individuals with dyslexia exhibit impairments in
phonological skills, including phonological coding and
phonological awareness (Pennington et al. 1987; Olson
et al. 1989; Field and Kaplan 1998; Berninger et al., in
press). Previous twin and family studies also provide
strong evidence that phonological awareness (Olson et
al. 1994) and phonological coding (Olson et al. 1991,
1994; Raskind et al., in press) are correlated among
family members of dyslexic probands, as would be pre-
dicted if there is a genetic basis to these phenotypes. In
addition, recent studies have shown that phonological
short-term memory, as assessed by verbal repetition of
nonwords (Wagner and Torgesen 1999), and verbal
short-term memory, as assessed by digit span, both show
strong correlations with each other (correlation coeffi-
cient [r] .45) and with other measures used to diagnose
dyslexia ( , depending on the measure);r p .27–.47
these correlations are found both in probands and in
family members of dyslexic probands (Berninger et al.,
in press; Raskind et al., in press). Additional interest in
phonological short-term memory as a candidate for a
genetically influenced trait also comes from three ob-
servations: (1) measures of phonological short-term
memory and verbal short-term memory show evidence
for a role in specific language impairment (Gathercole
and Baddeley 1990) as well as in reading disabilities
(Kamhi and Catts 1986); (2) there is evidence for a
genetic basis of performance on phonological short-
term–memory tasks, from twin studies in families as-
certained through a child with a language impairment
(Bishop et al. 1996); and (3) there is a recent report of
successful gene localization for an autosomal dominant
form of language impairment in which a phonologi-
cal short-term–memory measure discriminates between
normal and affected individuals (Fisher et al. 1998).
Although specific language impairment and dyslexia are
different disorders, the observation that phonological
short-term memory may have a genetically influenced
contribution for both disorders suggests that, even if the
underlying mechanisms prove to be different, the phe-
notype may be of interest for an understanding of sev-
eral language-based disorders.

These observations suggest that a deeper evaluation
of the genetic basis of phonological short-term mem-
ory may be useful in the study of dyslexia. Therefore,

here we present the results of segregation analyses for
(1) an operational measure of phonological short-
term memory defined by a nonword-repetition task
and (2) an operational measure of verbal short-term
memory—that is, digit span—that, elsewhere, we have
shown to be correlated with, although not identical to,
this nonword-repetition task (Raskind et al., in press).
Our working hypothesis in considering these two phe-
notypes together is that both measures are related to
phonological skills—digit span through ability to recall
a series of highly familiar names for numbers, thus rep-
resenting a measure of verbal short-term memory, and
the nonword-repetition task through ability to recall a
novel made-up word, thus combining short-term mem-
ory with ability to precisely represent, in phonological
short-term memory, all the phonemes in such a non-
word. Evidence for shared genetic effects could suggest
common pathways to phonological short-term memory,
whereas unique genetic effects may reflect differences in
stimulus properties of these two measures. Elsewhere,
we have shown that both measures demonstrate an ag-
gregation pattern in families that is consistent with an
inherited basis (Raskind et al., in press), but our pre-
vious study did not further examine possible modes of
inheritance. Our goals in the present study were, first,
to estimate the number of genes that play a role in each
phenotype; second, to determine whether a major-gene
model is compatible with inheritance of each phenotype
in pedigrees ascertained through a dyslexic proband and
to obtain estimates for the parameters of the most par-
simonious genetic model(s); and, third, to obtain in-
sights into the relationship between the effects that ge-
netic factors have on each of these two correlated
phenotypes. We provide evidence in support of a major-
gene mode of inheritance for scores on the nonword-
repetition task, with a small number of contributing
loci. There is also evidence for a genetic basis of digit
span, with somewhat fewer contributing loci than for
the nonword-repetition task. The results also suggest
that genes contributing to digit span may contribute also
to the nonword-repetition task but that, beyond those
that influence digit span, there are additional genetic
factors involved in nonword repetition.

Subjects and Methods

Subjects

A sample of 102 nuclear families consisting of a total
of 409 individuals were used in the analyses. Because
we have elsewhere given extensive descriptions of the
sample and its ascertainment (Berninger et al., in press;
Raskind et al., in press), only a brief description will be
supplied here. Potential probands who struggled in
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learning to read were identified through referral by par-
ents, school psychologists, or special educators, without
regard to family size or family history of difficulty in
learning to read. Subsequent eligibility for proband
status required meeting the researcher-defined criteria for
learning disabilities, as based on test scores on a battery
of measures administered by the research team. Proband
exclusion criteria consisted of developmental history or
diagnosis of mental retardation, developmental delay,
primary language disorder, neurological disorder such as
traumatic brain injury or seizure disorder, or psychiatric
disorder including attention-deficit–hyperactivity disor-
der (ADHD) without a reading problem. Subjects qual-
ified as probands if their reading level was below the
age-specific population mean, their prorated verbal IQ
was �90, and there was �1 SD discrepancy between
verbal IQ and outcome on at least 1 of 10 reading or
writing measures, with a score, on the measure, that was
below the population mean (Berninger et al., in press;
Raskind et al., in press).

The average proband met this inclusion criterion on
7.5 measures, and 25 of the 102 probands met inclusion
criteria on all 10 measures. All of the measures used are
conventional measures used in schools and research: the
Woodcock Reading Mastery Test–Revised, for word
identification or word attack (Woodcock 1987); the
prepublication version of the real and pseudoword sub-
tests of the Test of Word Reading Efficiency (Torgesen
et al. 1999), for real-word or pseudoword reading ef-
ficiency; Gray Oral Reading Test–Third Edition, for
rate or accuracy; the Wechsler Individual Achievement
Test (Wechsler 1992); the Wide Range Achievement
Test–Third Edition (Wilkinson 1993); The Woodcock-
Johnson Psychoeducational Battery–Revised (Wood-
cock and Johnson 1990), for writing-fluency subtest; and
an alphabet task (Berninger and Rutberg 1992). Most
of the probands were severely impaired on most of
the measures given, with an average discrepancy of
1.47–2.14 SD below the verbal IQ on the different di-
agnostic measures. Use of IQ-discrepancy measures to
diagnose dyslexia has been shown to result in higher
estimates of heritabilities than does use of IQ-nondis-
crepancy measures (Olson et al. 1999) and, therefore, is
likely to result in a sample that, for genetic studies, is
more useful than alternative diagnostic schemes. All first-
degree relatives of all probands were subsequently in-
vited to participate in the study if they were age 16.5
years. All participating family members were given the
same test battery as was the proband, with the exception
that family members age �17 years were administered
an adult version rather than a juvenile version of the
verbal IQ test (see below). The ethnic background of the
102 probands was 89 white, 5 Native American, 3 His-
panic, 2 Asian, 2 African American, and 1 East Indian.
The study was approved by the University of Washing-

ton institutional review board, and informed consent
was obtained from participants.

Measures

The present study used a subset of the 24 psychomet-
ric measures collected on the sample (Berninger et al.,
in press; Raskind et al., in press). Two of the continuous
measures that previously had been shown to correlate
significantly among relatives were used in the segre-
gation analysis described here: the nonword-memory
task of the prepublication version of the Comprehensive
Test of Phonological Awareness (Wagner and Torgesen
1999), hereafter referred to as “nonword memory,” and
the digit span subtest of the Wechsler Adult Intelligence
Scale–Revised (Wechsler 1981) and the Wechsler Intel-
ligence Scale for children–Third Edition (Wechsler
1992), hereafter referred to as “digit span.” These two
measures also had been shown to be strongly positively
correlated both within the probands and within their
first-degree relatives (Raskind et al., in press). Nonword
memory was scored on a unit-normal scale; digit span
was scored on a scale with mean 10 and SD 3. In ad-
dition to these measures, the remainder of the verbal
scale of the Wechsler Intelligence Scale was administered
to each subject (with the exception of the Arithmetic
subtest), with the WISC-III (Wechsler 1992) used for
children age !17 years and the WAIS-R (Wechsler 1992)
used for individuals age �17 years. Verbal IQ was scored
with a mean of 100 and SD 15. Note that digit span
contributes to verbal IQ in adults but not to that in
children.

Statistical Analyses

The primary goal of the analyses was to determine
whether there is evidence for the existence of a major-
gene pattern of inheritance for each of the two contin-
uous measures—nonword memory and digit span. Seg-
regation analysis was used to evaluate evidence for such
a possible genetic basis, with or without the influence
of additional genes. In all cases, the continuous-trait level
obtained from an individual item from the test battery
was used as the phenotype, rather than as a dichotomous
affected/unaffected diagnosis. This should increase
power to detect major-gene effects, compared with use
of the qualitative diagnosis, because use of a continuous
trait substantially increases the available information
with which to estimate genetic-model parameters and to
discriminate among models (Goddard et al. 1995; Wijs-
man and Amos 1997).

Two types of segregation analysis were carried out.
The first was based on an oligogenic segregation-analysis
approach that is implemented via a Bayesian Monte
Carlo Markov-chain (MCMC) method, as described
elsewhere (Heath 1997; Daw et al. 1999) and imple-
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mented in the Loki computer program. The second ap-
proach was a CSA (Morton and MacLean 1974), as
parameterized by the class D model of the logistic-re-
gression approach (Bonney 1986) and implemented in
the REGC program in the S.A.G.E. (1997) package. The
two approaches differ in how multiple trait loci are con-
sidered. CSA consolidates the effects of loci beyond the
single, modeled, Mendelian locus, into the polygenic
component of the mixed model. Parameters of the model
are estimated by maximum likelihood, and the param-
eter space in any one analysis run is fixed. Different
models are fitted to the data, and, ideally, a single, most
parsimonious model can be obtained by choosing among
models, with likelihood-ratio tests being used to com-
pare nested models. It is also possible to correct for
ascertainment, when ascertainment is through a single
proband within each family without regard to family
history. In contrast, the MCMC approach is an oligo-
genic approach, which models several loci, simulta-
neously, as Mendelian loci, but which does not include
a polygenic component. The number of parameters de-
scribing the mode of inheritance, including the number
of loci in the model, is allowed to vary, but estimation
involves a stochastic element associated with use of
Monte Carlo methods. No single model is identified to
the exclusion of others, but a series of models with as-
sociated posterior probabilities can be obtained. Cur-
rently, it is not possible to apply ascertainment correc-
tions within the MCMC analyses. The MCMC analyses
were used primarily to estimate the number of loci con-
tributing to each trait, whereas the CSAs were used to
identify the most parsimonious model(s) and to estimate
parameters for such models.

MCMC segregation analyses.—A complete description
of the Bayesian MCMC method of analysis used here is
beyond the scope of the current paper. Descriptions of
the underlying method, with some guidelines for use,
can be found elsewhere (Heath 1997; Daw et al. 1999,
2000). However, a brief description of the MCMC ap-
proach is as follows. We assume a model that relates the
phenotype vector, y, to an additive function of covariate
and genotype effects: . Inky p m � Xb � S Q a � eip0 i i

this model, m is an overall population “baseline” phe-
notype level, X is a matrix containing the values for all
covariates in all individuals, b is the vector of covariate
effects, Qi is a matrix indicating the genotypes in all
individuals for quantitative-trait locus (QTL) i, ai is the
vector of effects for QTL i, e is a normally distributed
residual effect, and k is the number of QTLs currently
considered in the model. With the exception of the el-
ements of y and X, which are observed, all of these
parameters, including the value of k in a particular it-
eration of the Monte Carlo sampler, are estimated via
the MCMC process, as detailed elsewhere (Heath 1997).
In brief, this MCMC process uses importance sampling

(Hammersley and Handscomb 1964) in which values
for model parameters are selected at random and then
either accepted or not, according to a Metropolis-Has-
tings acceptance ratio (Metropolis et al. 1953; Hastings
1970). After many iterations, the sampled model con-
figurations provide an estimate of the posterior proba-
bility distribution over the space of possible parameter
configurations, including the number of QTLs in the
model. In the analyses presented here, this process was
run for 100,000 iterations, with every iteration used to
estimate the posterior distributions.

In the absence of linked markers, it is not generally
useful to try to obtain, from the MCMC segregation
analyses, parameter values for specific QTLs: the birth-
death process by which the sampler changes the number
of parameters of the model space means that individual
QTLs among iterations of the MCMC process cannot
be individually related to each other. However, it is pos-
sible to obtain composite estimates of certain parameters
of interest, including the number of QTLs, total genetic-
variance contribution, and covariate effects.

The MCMC analyses require specification of prior
distributions for unknown model parameters. The num-
ber of QTLs in the model was assumed to be drawn
from either a uniform distribution on 0–16 or a Poisson
distribution with mean 2. The results were unaffected
by this choice of prior distribution, so only the results
from the Poisson distribution will be shown. The vari-
ance contribution for each QTL was assumed to be dis-
tributed as N(0,tbVe), where Ve is the residual variance,
and the value for tb was chosen by successively doubling
and halving an initial value based on the total variance,
until estimates for the overall mean in the model sta-
bilized. The frequencies for the two alleles for each QTL
were drawn from a uniform distribution on 0–1.

CSAs.—The basic model for a CSA can be written as
, where y is the phenotype, m is any p m � g � a � e

overall mean, g is the major-gene effect (the modeled
Mendelian locus), a is the effect of other familial com-
ponents (other genes and shared environment), and e is
a random environmental effect. Up to four classes of
models were considered in each segregation analysis: the
environmental model assumed that there were no fa-
milial correlations and, therefore, that ; they p m � e
Mendelian models assumed that the familial correlation
could be explained by a single, Mendelian locus, so that

; the polygenic models assumed that therey p m � g � e
were familial correlations but that these could be mod-
eled by a polygenic component, so that ;y p m � a � e
and the mixed models assumed that all components were
needed to explain the observed pattern of phenotypic
data on the pedigrees, so that .y p m � g � a � e

All genetic models fitted to the data included one Men-
delian submodel and/or one polygenic submodel. The
mixed model included one submodel from both the
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Table 1

Mendelian Submodels

MODEL

PARAMETERa

pA gAA gAB gBB

MD � � (gAA) �
MA � � ( )g � g /2AA BB �

MG � � � �

a A plus sign (�) denotes that the parameter is
estimated in model; parentheses indicate that the
value is constrained by other parameters.

Table 2

Polygenic Submodels

MODEL

SYMBOL

PARAMETER

rFM rPO rMO rFO rSS

P1 (0) (rSS) � � �
P2 (0) � � � �
P3 � � � � �
P4 (0) � � � �
P5 � � � � �

NOTE.—Data are as defined in the footnote to
table 1.

Mendelian and polygenic classes of submodels, whereas
the Mendelian and polygenic models included only one
submodel. Within each class of models that included a
Mendelian component, three submodels were considered
(table 1). Each assumed a diallelic Mendelian locus with
alleles A and B and with allele frequencies pA and

. The genotype effects for the three geno-p p 1 � pB A

types AA, AB, and BB are gAA, gAB, and gBB. For the
dominant/recessive submodel, MD, . (Theg p gAB AA

dominant and recessive models are symmetric and equiv-
alent for a continuous trait, so that, henceforth, we will
refer only to the dominant model.) For the additive sub-
model, MA, . For the general sub-g p (g � g )/2AB AA BB

model, MG, all three mean genotype effects (gAA, gAB, and
gBB) were estimated: no constraints were placed on the
position of the heterozygote relative to the homozygotes.
By reparameterizing the model, the difference between
homozygous means can be described as d, d p (g �AA

), and the dominance, d, can be described asg d pBB

. The dominant and additive models there-(g � g )/dAB BB

fore require estimation of three parameters—pA, gAA, and
gBB—whereas the general model requires, in addition,
the estimation of a fourth parameter, gAB. Up to five
submodels (table 2) were considered within each class
of models that included a polygenic component. A sixth
model, the environmental model, in which no family
correlations were estimated, also was considered. For
this model, only the residual variance was estimated. The
polygenic models included up to three types of familial
correlations: sibling correlations, rSS; parent-offspring
correlations, rPO; and spouse correlations, rFM. In ad-
dition, for some models, the possibility of different
mother-offspring correlations, rMO, and different father-
offspring correlations, rPO, was considered.

For most analyses with a Mendelian submodel, the
transmission probabilities were fixed at Mendelian pro-
portions. In such analyses, the probabilities of trans-
mitting an A allele from genotypes AA, AB, or BB were
assumed to be the Mendelian probabilities of ,t p 1AA

, or , respectively. For model validation,1t p t p 0AB BB2

when the most parsimonious model included a Men-
delian component, tAB was no longer fixed at but was1

2

estimated along with the parameters of the most par-
simonious model.

CSA models were fitted both with and without a cor-
rection for ascertainment of the proband. Because the
proband was ascertained through a complex phenotype
rather than through the value on a single phenotypic
measure, an optimally efficient ascertainment correction
based on a threshold value of a single test value for the
proband was not possible. Because of both the complex
phenotype used for proband ascertainment and the lim-
itations in the analysis package for the choice of ascer-
tainment correction, the most appropriate ascertainment
correction that was available as part of the analysis pack-
age was that which was based on the trait value of the
proband.

Likelihood-ratio tests were used to compare and
choose among nested models. For two models, 1 and
2, with likelihoods L1 and L2, respectively, where model
1 is nested within model 2, �2 ln (L1/L2) is asymptot-
ically distributed as a x2 distribution with f degrees of
freedom, where f is the difference, in number of esti-
mated parameters, between the two models. The en-
vironmental model plus all single submodels in tables
1 and 2 were fitted, plus all models consisting of one
submodel from table 1 and one submodel from table
2. To thoroughly explore the likelihood surface, mul-
tiple starting configurations spanning the full range of
legal parameter values were always tried. Only when
each local maximum was identified more than once was
it assumed that the likelihood surface had been ade-
quately explored. Where no clear discrimination be-
tween models could be made, the Akaike information
criterion (AIC), AIC p �2ln(likelihood) � 2(parame-
ters fit) (Akaike 1974), was used to compare nonnested
models. A smaller AIC indicates better fit.

Estimates of heritability.—For the major-gene com-
ponents in models fitted to the data, heritability was
computed as the ratio of the additive genetic variance,

, to total variance, , or . For the CSAs,2 2 2 2 2j j h p j /ja t a t

since there was only one major gene in the model, this
required computation of only from the major-2ja
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Figure 1 Estimated number of underlying QTLs contributing to
nonword memory, adjusted for age, sex, and verbal IQ, (gray-shaded
bars, above the baseline) or for age, sex, verbal IQ, and digit span (black
bars, below the baseline).

Figure 2 Estimated number of underlying QTLs contributing to
digit span, adjusted for age, sex, and verbal IQ (gray-shaded bars, above
the baseline) and for age, sex, verbal IQ, and nonword memory (black
bars, below the baseline).

gene–model parameters. For the MCMC analyses, her-
itability was averaged over all iterations, with the ad-
ditive genetic variance, , in an iteration with k loci,2j (k)a

computed as , where is the contri-2 k 2 2j (k) p � j ja ip1 ai ai

bution to the additive genetic variance of QTL i.
Covariate adjustments.—A number of covariates were

included in all analyses. We have noted elsewhere the
effects of age, sex, and verbal IQ on many of the studied
measures (Raskind et al., in press). Therefore, in all anal-
yses, these three variables were included as covariates.
Digit span also was included as a covariate in some
analyses of nonword memory. The rationale for this was
that (1) the two variables were correlated in both pro-
bands and family members (Raskind et al., in press), and
(2) preliminary aggregation analyses suggested that there
were shared genetic components to these two traits, by
showing that correlations among family members were
reduced when each variable was used as a covariate in
the aggregation analysis of the other variate (results not
shown).

Results

Number of Contributing Genes

There is evidence that least one gene contributes to
phenotypic variance, for both nonword memory and
digit span. Figures 1 and 2 give estimates obtained from
the MCMC segregation analyses of the posterior prob-
ability that different numbers of QTLs contribute to each
of the phenotypes analyzed. The number of QTLs af-
fecting nonword memory is estimated as a mean of 2.36,
with a posterior probability of .99 that at least one gene
contributes to nonword memory, adjusted for age, sex,
and verbal IQ (fig. 1). The posterior probability of at

least two genes contributing to the nonword-memory
phenotype is .77. The number of QTLs estimated to
affect digit span is estimated as a mean of 1.93, with a
posterior probability of .90 that at least one gene con-
tributes to digit span, adjusted for age, sex, and verbal
IQ (fig. 2). The posterior probability of at least two genes
contributing to digit span is .61.

Estimates for the number of genes contributing to non-
word memory and to digit span decrease when each
phenotype is used as a covariate in the analysis of the
other phenotype. When nonword memory is adjusted
for digit span, the number of genes estimated to affect
the nonword phenotype drops to a mean of 1.93, and
the posterior probabilities of at least one and at least
two genes falls to .93 and .62, respectively (fig. 1). When
digit span is adjusted for the effects of nonword memory,
the estimate of the number of contributing QTLs for
digit span drops to 1.37, and the estimated posterior
probabilities of at least one and at least two contributing
QTLs fall to .81 and .40, respectively (fig. 2).

Mixed-Model Segregation Analyses

Nonword memory.—Segregation analysis of nonword
memory, adjusted for the basic covariates only, suggested
that the most parsimonious model is a general Mende-
lian model with an intermediate heterozygous phenotype
with dominance of ∼.8 but with no residual polygenic
background. The parameter values and likelihoods for
a subset of the models considered in CSA of nonword
memory are given in table 3.

Initial comparisons among models suggested that a
transmissible component is necessary to explain the in-
heritance pattern of nonword memory, adjusted for the
basic covariates. Comparison between the environmen-
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Table 3

Model Parameter Estimates Obtained from CSA of Nonword Memory, Adjusted For Age, Sex, and
Verbal IQ

MODEL

PARAMETERa

Ve pA tAB d d rFM rPO rMO rFO rSS �2lnL

Environmental .65 … … … … … … … … … 741.30
MG .42 .84 (.5) 2.45 .8 … … … … … 710.84
MD .49 .84 (.5) 2.17 (1) … … … … … 718.15
MA .49 .92 (.5) 1.70 (.5) … … … … … 726.11
P1 .64 … … … … (0) (rSS) … … .13 730.26
P5 .64 … … … … �.14 … .07 .11 .18 727.61
MG�P1 .48 .86 (.5) 2.5 .89 (0) (rSS) … … .11 708.59
MG�P5 .48 .86 (.5) 2.54 .9 �.27 … .01 .17 .13 703.14
MG�t .42 .85 .38 2.42 .79 … … … … … 709.20

a Parentheses indicate that the value is constrained by other parameters.

tal model and the simplest polygenic model (P1) gave
strong evidence that the polygenic model provided a bet-
ter fit to the data than did the environmental model
( , 1 df, ). A comparison of the en-2x p 11.04 P ! .001
vironmental model and the general Mendelian model,
MG, also provided strong evidence that the Mendelian
model provided the better fit ( , 4 df,2x p 30.46 P !

), as did both more-restricted Mendelian models.001
compared with the environmental model ( ,2x p 23.00
3 df, for the Mendelian dominant model, MD, vs. the
environmental model, ; , 3 df, for2P ! .001 x p 15.19
the Mendelian additive model, MA, vs. the environmen-
tal model, ).P ! .005

A Mendelian component appeared to be important.
A mixed model containing both a polygenic component
and a major-gene component (MG�P1) fitted the data
significantly better than did the submodel model con-
taining only P1 ( , 4 df, ). Compari-2x p 21.67 P ! .001
son among Mendelian models suggested that the general
major-gene model, MG, was superior to both the additive
major-gene model, MA, ( , 1 df, ),2x p 15.27 P ! .001
and to the dominant major-gene model, MD, ( 2x p

, 1 df, ). Within the class of models con-7.31 P ! .01
taining only a polygenic component, the most parsi-
monious model, P1, had equal sibling and parent-off-
spring correlations. This model was not significantly
worse than the next most complicated polygenic model,
P2 ( , 1 df), which allowed the sibling corre-2x p 1.34
lation to differ from parent-offspring correlation.

A mixed model was not significantly better than a
major-gene model without a polygenic component.
When MG was present, the polygenic component, P1, of
the mixed model was unnecessary, compared with a
model that contained only MG ( , 1 df). Mixed2x p 2.25
models with more structure also did not significantly
improve the fit: the mixed model with separate sibling
and parent correlations was not significantly better than
the simplest mixed model with shared correlations
(MG�P2 vs. MG�P1; , 1 df); a model with a2x p 0.06

nonzero spouse correlation was not significantly better
than one without a spouse correlation (MG�P3 vs.
MG�P2; , 1 df); and a model with different2x p 1.19
father-offspring and mother-offspring correlations was
not better than one with a shared parent-offspring cor-
relation (MG�P5 vs. MG�P3; , 1 df). Finally,2x p 0.12
there was no evidence for non-Mendelian transmission:
estimation of the heterozygous transmission rate, tAB,
rather than restriction to .5, did not significantly improve
the fit of the major-gene model, MG ( , 1 df).2x p 1.64

Nonword memory adjusted for digit span.—Seg-
regation analysis of nonword memory, adjusted for digit
span in addition to the basic covariates, suggested that,
for this phenotype, the best model among those consid-
ered is a dominant Mendelian model with no residual
polygenic background. However, it is also possible that
a mixed model with separate mother-offspring and fa-
ther-offspring correlations should be considered also.
The parameter values and likelihoods for a subset of the
models considered in CSA are given in table 4.

Initial comparisons suggested that a transmissible
component was necessary, when digit span was included
as a covariate in the segregation analysis of nonword
memory. Comparison between the environmental model
and P1 gave strong evidence that the polygenic model
provided a better fit to the data than did the environ-
mental model ( , 1 df, ). A comparison2x p 4.78 P ! .05
of the environmental model and MG also provided strong
evidence that the Mendelian model provided the better
fit ( , 4 df, ), as did both more-re-2x p 29.65 P ! .001
stricted Mendelian models compared with the environ-
mental model ( , 3 df, for MD vs. environ-2x p 27.15
mental model, ; , 3 df, for MA vs.2P ! .001 x p 12.6
environmental model, ).P ! .01

As for the previous analysis of nonword memory, the
Mendelian component appeared to be important when
digit span was included as a covariate. A mixed model
containing both a polygenic component and a major-
gene component (i.e., MD�P1) fitted the data signifi-
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Table 4

Model Parameter Estimates Obtained from CSA of Nonword Memory, Adjusted for Age, Sex, Verbal IQ,
and Digit Span

MODEL

PARAMETERa

Ve pA tAB d d rFM rPO rMO rFO rSS �2lnL

Environmental .57 … … … … … … … … … 691.62
MG .41 .87 (.5) 2.57 .84 … … … … … 661.97
MD .44 .87 (.5) 2.46 (1) … … … … … 664.47
MA .45 .96 (.5) 2.11 (.5) … … … … … 679.02
P1 .56 … … … … (0) (rSS) … … .09 686.84
P2 .56 … … … … (0) .07 … … .11 686.53
P3 .56 … … … … �.12 .07 … … .11 685.56
P4 .56 … … … … (0) … .01 .14 .11 684.73
P5 .56 … … … … �.12 … .0 .14 .11 683.81
MD�P1 .44 .88 (.5) 2.48 (1) (0) (rSS) … … .07 661.87
MD�P2 .44 .88 (.5) 2.49 (1) (0) .05 … … .09 661.59
MD�P3 .44 .87 (.5) 2.48 (1) �.18 .05 … … .10 659.30
MD�P4 .43 .87 (.5) 2.46 (1) (0) … �.08 .17 .09 655.01
MD�P5 .44 .87 (.5) 2.45 (1) �.17 … �.10 .18 .09 652.99
MD�t .44 .88 .41 2.44 (1) … … … … … 664.01
MD�P4�t .43 .87 .41 2.43 (1) (0) … �.08 .18 .09 654.48

a Parentheses indicate that the value is constrained by other parameters.

cantly better than did the submodel model containing
only P1 ( , 3 df, ). Comparison2x p 24.97 P ! .001
among Mendelian models suggested that MG was su-
perior to MA ( , 1 df, ) but not to2x p 17.05 P ! .001
MD( , 1 df). Within the class of models con-2x p 2.5
taining only a polygenic component, the most parsi-
monious model, P1, was also the simplest. This model
was not significantly worse than any of the other poly-
genic models (i.e., P2–P5) considered.

A mixed model with a simple residual correlation
structure was not significantly better than a major-gene
model without the polygenic component, although, with
a more complex correlation structure, there was some
evidence for a better fit. When the major-gene compo-
nent of the model MD was present, the polygenic com-
ponent of the mixed model was unnecessary (MD�P1 vs.
MD, , 1 df; MD�P3 vs. MD, , 3 df).2 2x p 2.6 x p 5.17
However, when a more complicated mixed model with
separate mother-offspring and father-offspring residual
correlations (i.e., MD�P4) was compared with the dom-
inant Mendelian model, there was evidence for shared,
familial effects ( , 3 df, ), although the2x p 9.46 P ! .025
evidence for a nonzero spouse correlation was insignif-
icant (MD�P4 vs. MD � P5, , 1 df). Finally,2x p 2.02
within the dominant Mendelian and mixed Mendelian
models (i.e., MD, and MD�P4, respectively) there was no
evidence for non-Mendelian transmission: estimation of
the heterozygous transmission rate, tAB, did not signifi-
cantly improve the model over restriction of tAB to .5,
(MD�P4 vs. MD�P4�t, , 1 df; MD vs. MD�t,2x p 0.53

, 1 df).2x p 0.46
Digit span.—Segregation analysis of digit span adjusted

for age, verbal IQ, and sex suggested that the most par-

simonious model among those considered is a Mendelian
dominant model, with no residual polygenic background.
The parameter values and likelihoods for a subset of the
models considered in CSA are given in table 5.

Initial comparisons suggested that a transmissible
component was necessary to explain the inheritance pat-
tern of digit span. Comparison between the environ-
mental model and P1 gave strong evidence that the poly-
genic model provided a better fit to the data than did
the environmental model ( , 1 df, ). A2x p 8.31 P ! .005
comparison of the environmental model and MG also
provided strong evidence that the Mendelian model pro-
vided the better fit ( , 4 df, ), as did2x p 14.27 P ! .01
MD compared with the environmental model ( 2x p

, 3 df, ). However, MA did not provide a13.29 P ! .005
significantly better fit than did the environmental model
( , 3 df).2x p 0.98

Comparison among Mendelian, mixed, and polygenic
models suggested that MD is the most parsimonious
model. MG is only marginally superior to MA ( 2x p

, 1 df, ), but is not significantly better than3.67 P ! .1
MD ( , 1 df). In addition, MG was an overdom-2x p 0.98
inant model, suggestive of problems with the model.
Among the Mendelian models, therefore, a Mendelian
dominant model is most reasonable. Within the class of
models containing only a polygenic component, P1 was
the most parsimonious model: P1 was not significantly
worse than either P2 ( , 1 df) or than P3

2x p 0.74
( , 2 df). When MD and P1 were combined in2x p 1.17
a mixed model, the parameters converged to the bound-
ary of the parameter space at MD, so that it was not
possible to formally compare this mixed model with P1.
When a mixed model consisting of MD and P2 was fitted,
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Table 5

Model Parameter Estimates Obtained from CSA of Digit Span Adjusted for Age, Sex, and Verbal IQ

MODEL

PARAMETERa

Ve pA tAB d d rFM rPO rMO rFO rSS �2lnL

Environmental 5.33 … … … … … … … … … 1,376.00
MG 3.29 .21 (.5) 1.21 2.68 … … … … … 1,361.73
MD 3.51 .22 (.5) 2.95 (1) … … … … … 1,362.71
MA 3.80 .23 (.5) 4.55 (.5) … … … … … 1,365.40
P1 5.33 … … … … (0) (rSS) … … .13 1,367.69
P2 5.34 … … … … (0) .12 … … .20 1,366.95
MD�P1 3.51 .22 (.5) 2.95 (1) (0) (rSS) … … 0 1,362.71
MD�t 3.30 .25 .36 3.04 (1) … … … … … 1,361.96

a Parentheses indicate that the value is constrained by other parameters.

this slightly more complex mixed model was not sig-
nificantly better than either MD ( , 2 df) or P2

2x p 1.82
( , 3 df). Finally, there was no evidence for non-2x p 6.06
Mendelian transmission: estimating the heterozygous
transmission rate, tAB, rather than restricting it to .5,
did not significantly improve the fit of MD ( ,2x p 0.75
1 df). Thus it was not possible, with likelihood-ratio
tests, to exclude either a Mendelian dominant or a poly-
genic model as being the model of inheritance. However,
when the AIC is used, the Mendelian dominant model
provides better fit (AIC p 1,370.71, for MD, vs. AIC p
1,371.69, for model P1).

Digit span adjusted for nonword memory.—Segregation
analysis of digit span adjusted for nonword memory in
addition to the basic covariates did not provide evidence
for an inherited basis of the adjusted phenotype. The pa-
rameter values and likelihoods for a subset of the models
considered in the CSA are given in table 6. Comparison
between the environmental model and P1 gave little evi-
dence that the polygenic model provided a better fit to
the data than did the environmental model ( ,2x p 1.85
1 df). A comparison of the environmental model and
MG also provided little evidence that the Mendelian model
provided the better fit ( , 4 df), nor did either2x p 7.07
MD compared with the environmental model ( 2x p

, 3 df) or MA compared with the environmental5.98
model ( , 3 df). Comparison of more-complex2x p 5.01
mixed models with either the simpler Mendelian or poly-
genic models or with the simplest environmental model
also failed to provide significant evidence that a model
that included transmitted components fitted the data bet-
ter than did an environmental model (results not shown).

Heritability and Covariate Effects

The combined fraction of the total phenotypic var-
iance explained by the modeled Mendelian loci is
21%–35% of the total phenotypic variance (table 7),
depending on the phenotype, model, and ascertainment
criterion used for estimation. In general, the estimates
obtained with the MCMC method were similar to those

obtained with CSA, although some differences are also
apparent. Estimates of heritability from the two meth-
ods of analysis tended to be more similar for the gen-
eral major-gene model than for the dominant major-gene
model; for example, for nonword memory adjusted for
digit span, the dominant-locus heritability from CSA
was only .21, whereas that for the general major-
gene–model can be computed as .28, which is closer to
the .30 estimated by the MCMC methods. Adjustments
for the phenotypic measures resulted in an increase in
the estimated heritabilities from the MCMC analyses,
an effect not observed in CSA.

Covariate effects estimated with the two segregation-
analysis approaches also tend to be similar for most
variables (table 7). The one apparent exception is the
sex effect estimated for digit span; however, the differ-
ence seen in table 7 appears to reflect the difference in
the way in which the two analysis approaches can (or
cannot) take proband ascertainment into account. In ta-
ble 7, the CSA results are those obtained with use of an
ascertainment correction for the proband, whereas, for
the MCMC results, no ascertainment correction was
possible. In contrast, when CSA of digit span (without
adjustment for nonword memory) was performed with-
out an ascertainment correction, the estimated covariate
effects were much closer to those obtained with the
MCMC methods, with an estimated age effect of .038
and an estimated sex effect of �.42, for a major-gene
dominant model, estimates that were very close to the
MCMC estimates of .032 and �.43, respectively, in ta-
ble 7.

Each of the covariates identified in previous aggre-
gation analyses showed some evidence for significant
covariate effects in the current segregation analyses.
Even though the measures are corrected for age, there
appear to be small, residual age effects. Verbal IQ was
positively correlated with all the phenotypic measures,
with a stronger effect for digit span than for nonword
memory. The strong correlation between nonword mem-
ory and digit span is apparent in the estimated covariate
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Table 6

Model Parameter Estimates Obtained for a Subset of Models from CSA of Digit Span for Age, Sex, Verbal
IQ, and Nonword Memory

MODEL

PARAMETERa

Ve pA tAB d d rFM rPO rMO rFO rSS �2lnL

Environmental 4.82 … … … … … … … … … 1,345.43
MG 3.2 .82 (.5) .52 6.75 … … … … … 1,338.36
MD 3.49 .5 (.5) 2.83 (1) … … … … … 1,339.45
MA 3.93 .11 (.5) 4.86 (.5) … … … … … 1,340.42
P1 4.83 … … … … (0) (rSS) … … .06 1,343.58
P2 4.83 … … … … (0) .07 … … .05 1,343.55
MD�P1 3.49 .5 (.5) 2.83 (1) (0) (rSS) … … 0 1,339.45

a Parentheses indicate that the value is constrained by other parameters.

effects when each measure is used as a covariate in the
analysis of the other measure: for nonword memory, the
difference between the likelihoods for the two models
that was obtained with or without adjustment for digit
span was highly significant ( , 1 df,2x p 48.87 P !

, for the general major-gene model with vs. without.001
adjustment for digit span), and a similar effect was ob-
tained for digit span with vs. without adjustment for
nonword memory ( , 1 df, ).2x p 23.26 P ! .001

Discussion

We have provided evidence for a genetic basis for per-
formance on each of two short-term–memory tasks re-
lated to dyslexia: the nonword-memory task of the
prepublication version of the Comprehensive Test of
Phonological Processing (Wagner and Torgesen 1999),
which is regarded as an operational measure of pho-
nological short-term memory, and digit span, which is
an operational measure of verbal short-term memory
(Bishop et al. 1996). Estimation of the number of loci
involved in each of these traits suggests that 1.4–2.4
underlying loci contribute to each of the two phenotypes,
with somewhat stronger evidence for multiple genes con-
tributing to nonword memory than to digit span. CSA
suggests that a Mendelian model with an intermediate
heterozygous phenotype best explains the inheritance
pattern of nonword memory and that a major-gene dom-
inant model best explains the inheritance pattern for
digit span. The results of CSA also suggest that the ev-
idence for a genetic basis of nonword memory is stronger
than the evidence for a genetic basis of digit span. This
latter conclusion is underscored by comparison of the
difference between Mendelian-locus homozygous mean
effects relative to the residual variance: for nonword
memory, the difference between the homozygous means
is ∼3.7 SDs, whereas that for digit span (unadjusted for
nonword memory) it is only ∼1.6 SDs. Finally, the results
also suggest that there may be genetic components

shared by the two phenotypes, with additional genes
contributing to nonword memory that do not influence
digit span.

It may appear as if the number of genes estimated to
contribute to each of the phenotypes evaluated here is
lower than might be expected for a complex trait such
as dyslexia. However, there are a number of issues to
consider in interpreting the results. First, the phenotypes
under investigation are component phenotypes, not dys-
lexia itself. As for other complex traits, the number of
genes involved in any one component may be consid-
erably lower than the total involved in all components
related to the final phenotype. Second, CSA involves
fitting an inherently single-Mendelian-locus, or major-
locus, model with possibly a polygenic component, to
absorb the remaining familial effects. Power to detect
the polygenic component, especially in nuclear families,
is not high (MacLean et al. 1975). No tools exist for
easy estimation of power in this context, so it is not
possible to state exactly what this would be in the cur-
rent data set; however, the observation that we could
discriminate among several possible genetic models, es-
pecially for nonword memory, means that there was
considerable information in the data set. Third, the
MCMC approach indicates that at least a small number
of genes is involved, but, in terms of strength of evidence
favoring specific numbers of loci, this approach is still
limited by the sample. Again, there is currently no way
to evaluate the power of a data set to detect loci with
small contributions to the trait. Finally, although dif-
ferent estimates of the number of genes obtain from
CSA and the MCMC analyses, it is important to re-
member that this is the direct consequence of the dif-
ferences between the underlying models used in the two
approaches.

The two segregation-analysis approaches used here
are based on different underlying models and estimation
procedures, yet they result in very similar overall con-
clusions. Both methods suggest that there is stronger
evidence for a genetic basis of nonword memory than
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Table 7

Estimates of Major-Gene Heritabilities and Covariate Effects of the Most Parsimonious Models

MEAN (SD) FOR

Nonword Memory
Nonword Memory
with Digit Span Digit Span

Digit Span with
Nonword Memory

MCMC CSA-MG MCMC CSA-MD MCMC CSA-MD MCMC CSA-MD

Heritabilitya .28 .30 .30 .21 .24 .33 .35 .097
Age .077 .012 (.003) .015 .01 (.00) .032 .013 (.008) .016 .004 (.008)
Sexb �.21 �.20 (.08) �.16 �.15 (.08) �.43 �.003 (.26) �.25 .06 (.26)
Verbal IQ .031 .027 (.003) .02 .02 (.00) .084 .087 (.011) .057 .06 (.01)
Digit span … … .11 .11 (.02) … … … …
Nonword memory … … … … … … .84 .81 (.16)

a For MCMC analyses, the results are the total averaged over all loci in the model; for CSA, the results are the total for
the single major-gene component of the model.

b Sex effect is that of female relative to male.

of digit span. This greater evidence for genetic factors
contributing to nonword memory compared with digit
span is unlikely to be an artifact of the reliability of the
two measures: nonword memory is slightly less reliable
(.8) (Berninger et al., in press) than digit span (.85)
(Wechsler 1981) and, all else being equal, therefore
could be expected to show less, rather than more, evi-
dence for a genetic basis than does digit span. For CSA,
the evidence for a genetic basis is suggested by the ev-
idence for one class of genetic model identified with
likelihood-ratio tests, for nonword memory, compared
with the inability to clearly differentiate between the
mixed versus Mendelian and polygenic models, for digit
span. The MCMC methods’ stronger evidence for an
inherited basis of nonword memory is obtained from
the posterior probability that no genes contribute to
each phenotype: this probability is much smaller for
nonword memory than for digit span. Where the results
from the two methods differ is in the evidence (or lack
thereof) for more than one contributing gene. In the
CSA, there was no evidence for residual family corre-
lations in addition to major-gene effects, with the pos-
sible exception of nonword memory with digit span as
a covariate. In contrast, the MCMC analyses gave fairly
strong evidence for more than one contributing locus,
especially in the case of nonword memory; however, the
evidence for a second locus was not overwhelming, leav-
ing open the possible interpretation that this estimate
of the posterior probability of two (or more) genes sim-
ply reflects the MCMC sampling process, which, by
necessity, will spend some time in improbable parts of
the sample space. The relatively modest estimates of
heritability obtained in this study are consistent with
this weak evidence for multiple genes. One other study,
of twins, reported higher estimates for heritability
(.64–1.00) of a similar nonword-repetition task (Bishop
et al. 1996), but it did not adjust for ascertainment and
did not use the identical test.

Both nonword memory and digit span have been
shown to tap phonological deficits in individuals with
reading disabilities (Wagner and Torgesen 1987). In our
sample, both of these tasks are correlated with some
measures used in the diagnosis of dyslexia, with partic-
ularly strong correlations, both within probands and
within relatives, for measures of real-word reading and
spelling and for pseudoword reading (Raskind et al., in
press). Other studies also have reported correlations, in
unrelated individuals, between digit span and measures
of dyslexia, including spelling (Newman et al. 1993;
Shaywitz et al. 1999). Evidence for a genetic basis of
phonological deficits in reading disabilities has been re-
ported elsewhere (Olson et al. 1994). Our results pro-
vide the first evidence that at least part of the genetic
basis of the phonological core deficit in dyslexia may
be related to phonological short-term memory rather
than to phoneme deletion (also see Raskind et al., in
press). The observation that a recent intervention study
to improve phonological short-term memory resulted in
both improved reading skill and changes in brain lactate
activation during phonological processing (Richards et
al. 2000) suggests that phonological short-term memory
may be fundamental. However, the results in the present
study do not imply that other measures are unimpor-
tant, nor do they provide estimates of the relative con-
tribution of each of the components to the phonological
core deficit. Segregation analyses that include reciprocal
adjustments for these additional measures and that be-
gin to address the interrelationships of the latter will be
undertaken in future studies. The finding that the evi-
dence for a genetic basis was somewhat stronger for
nonword memory than for digit span may reflect the
fact that reading requires manipulation of verbal—
rather than numeric—information in phonological
short-term memory and that ascertainment of the fam-
ilies was through probands with dyslexia, which would
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tend to select for variation in related language processes
in these families.

The measures investigated here relate most strong-
ly to phonological skills. Both tasks are purely oral.
Whereas the nonword-memory task requires the abil-
ity to perceive, remember, and reproduce successively
more-difficult nonsense words, the digit-span tasks re-
quire the ability to perceive, remember, and reproduce
increasingly longer strings of familiar names of numbers
(both forward and backward). Because holding either
the novel series of phonemes or the names of the num-
bers in short-term memory is necessary for successful
execution of the tasks, it is not surprising that the two
measures are correlated and that both measures there-
fore show evidence for a genetic basis if at least one
measure shows such evidence.

The results of our analyses suggest that there are genes
contributing jointly to variation both in nonword mem-
ory and in digit span and that there are other genes that
contribute to variation only in nonword memory. Three
observations lead to this conclusion—and to the con-
sequent implications for models of the underlying ge-
netic structure that can be proposed. The first obser-
vation is the relative magnitude of covariate effects
estimated for digit span versus nonword memory. The
estimated covariate effect for nonword memory in the
analysis of digit span was considerably larger than the
reverse effect. Although the scale of measurement of the
two variables also was different, the difference in scale
is insufficient to explain the difference of the covariate
effects: rescaling the measures to the same measurement
scale gives a ratio of ∼2.5:1 for the effect estimated for
nonword memory as a covariate in the analysis of digit
span, relative to that estimated for digit span in the
analysis of nonword memory. The second observation
is that the evidence for a genetic basis of digit span
declined dramatically when nonword memory was used
as a covariate in the analysis. This was apparent in both
the reduced estimate of the number of contributing
QTLs and in the loss, compared with use of the un-
adjusted phenotype, of statistically significant evidence
for an inherited basis in CSA. The third observation is
that, whereas inclusion of digit span as a covariate in
the analysis of nonword memory resulted in a reduction
of the estimated number of genes involved in nonword
memory, it had little effect on the overall evidence for
a genetic basis of nonword memory. Together, these ob-
servations suggest that there may be some genetic fac-
tors that contribute to nonword memory but not to digit
span, whereas there may be no factors that contribute
substantially to digit span but not to nonword memory.
We speculate that the component that appears to be
unique to nonword memory represents the ability to
recognize and/or represent phonemes, rather than the
ability to remember them. Of course, it is not possible

to discount entirely the possibility that there still may
be genes of smaller effect that contribute to digit span
but not to nonword memory but that power to detect
their existence in a segregation analysis is insufficient
in this data set.

Successful dissection of the genetic components of
dyslexia will require careful consideration of evidence
for underlying heterogeneity of the phenotype. The
approach taken here is a first step in this direction, iden-
tifying evidence for a genetic basis of two short-
term–memory phenotypes that previously have been im-
plicated in dyslexia. The families used here were selected
through a dyslexic proband, so they may be segregating
component phenotypes that are specifically related to
verbal skills. In this context, nonword memory may
provide stronger evidence for a genetic basis than does
digit span, because nonword memory employs more
verbal-stimulus elements that may be expected to be
deficient in the probands. Alternatively, the genetic basis
of digit span may be more elusive because it is a complex
measure tapping both short-term memory (Digits For-
ward) and working memory (Digits Backwards),
thereby representing a more heterogeneous phenotype
whose genetic basis is harder to elucidate than that for
nonword memory. The results suggesting that, for non-
word memory, there may be an inherited component
that is not shared by digit span is particularly tantalizing
and suggests that pursuit of genes contributing to dys-
lexia may be more successful if this latter, unshared
component is tackled first. Further research is needed
to determine the genetic basis of nonword memory and
digit span—and their relationship to dyslexia. However,
the results presented here suggest that, for both of these
phenotypes, a small number of genes are involved, with
consequent implication for mapping and identification
of these genes contributing to these component
phenotypes.
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