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Abstract

We analyze some aspects of Scan statistics, which have been proposed to help detect
weak signals in linkage analysis. For dense markers we derive approximations for the
thresholds to control the genome wide false positive rate and for the power of a test
based on moving averages of the identity-by-descent (IBD) allele sharing proportions for
pairs of relatives at several contiguous markers. We use these results, which we confirm
by simulation, to show that when there is a single trait gene on a chromosome this scan
statistic is generally slightly less powerful than the customary allele sharing statistic, but
if two genes having a moderate affect on the same trait lie close to each other on the same
chromosome, this test can be more powerful than that based on the original statistic.

1. INTRODUCTION. Motivated by Terwilliger et. al. (1997), who claimed that “true
peaks” in the sample paths of allele sharing statistics were wider than “false peaks,” and
that this information might be used profitably in linkage analysis, Hoh and Ott (2000)
suggest that the power to detect genetic linkage could be improved by combining the
information on several contiguous markers. In particular they propose to use a moving
sum (or equivalently a moving average) of the values at several consecutive markers of a
statistic instead of the statistic itself. Such a statistic might be, for example, the propor-
tion of alleles shared identical-by- descent (IBD) for pairs of relatives or the logarithm of
odds (LOD) score in pedigrees. Hoh and Ott call these moving averages scan statistics,
and compute the corresponding p-values by Monte Carlo permutation tests. Although
they do not make a systematic study of these statistics, in an application to autism
families they find a region that was missed with the standard approach. The value of
this approach has been disputed by Lander and Kruglyak (1995) and Siegmund (2001),
although neither of these papers contains a sytematic analysis.

The purpose of this paper is twofold: (i) for dense markers we derive approximations
for the significance level and power of tests based on scan statistics for IBD proportions
of affected relative pairs and use these results to show that in the situation envisaged by
Hoh and Ott (2001) the scan statistics do not have increased power, and (ii) we study an
alternative situation, where two trait loci are closely linked, where one would expect to
find a “wide peak.”

In human genetics the possibility of more than one trait locus on the same chromosome
has received relatively little attention. An exception can be found in Farrall (1997).
However, some multigene families, presumably derived from one original gene via various
mutations during the course of evolution suggest that genes affecting the same trait may
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be located near each other (cf. Strachan and Read (1996)). Our results suggest that
using the scan statistic may help to detect linkage in these cases, although the increase
in power is modest.

In order to get to what we think is the essence of the problem we assume data from
a dense set of completely informative markers and samples that are large enough that
normal approximations are valid. We discuss later how the results change for a discrete
set of markers and for markers that are only partially informative. To simplify our
exposition of the genetics background, we discuss primarily the simple case of independent
half-sibling pairs, and discuss later how the minor changes that occur for other types of
relatives.

Our analysis in this paper is confined to a simple genome scan designed to detect
relatively weak linkage signals. A complementary conditional approach would be useful
in situations where there is an easily detected trait locus with a large effect and another
tightly linked trait locus with a minor effect, which may be masked by the major gene.
We will discuss this topic in a future paper.

2. MoDELS. For a pair of half siblings, and a locus situated on chromosome c at
position ¢, we define the variable D.; as

(1)

)

D _ 1 if the half-sibling pair is i.b.d. at locus ¢,
“t 71 0 otherwise.

The location ¢ indicates genetic distance in centimorgans (cM) from a fixed end of the
chromosome. Let L. denote the genetic length of chromosome ¢. For a randomly chosen
pair of half-siblings, Mendel’s laws imply that

P[Dctzl]:P[Dct:O]:f (2>

for all ¢ in [0, L.], and that for chromosomes ¢ # ¢/, the variables D.; and D, s are
independent for all ¢ in [0, L.] and s in [0, L/]. If we use the Haldane mapping function,
which specifies that the number of crossovers during meiosis follows a Poisson process,
then for loci located at position ¢ and s in the same chromosome,

1 4 e Plt=sl

PD.s=1D,y =1 =P[D;s =0|D.y =0] = 5 ,

®3)
where 8 = 0.04 for half sibling pairs if the units of genetic distance are centimorgans.

Let us suppose now that our pair is chosen among the population of pairs of half
siblings that are both affected by a particular trait of interest. We will consider three
possible situations:

(A) If there is no locus in the genome predisposing for the trait, or if all trait loci
have very weak effects that cannot cannot be detected without an unacceptable
level of false positive errors, then (2) will be approximately valid for all loci and
chromosomes.

(B) If at chromosome c¢q there is a locus 7 which predisposes for inheritance of the
trait and there is no other trait-locus on the same chromosome, then

l1+ao 1

PD.r=1]= 5 > 7 (4)

The parameter o > 0 measures the increase of likelihood of sharing an allele identical
by descent at the trait locus for pairs of half siblings who share the trait of interest.



A description of « in terms of allele frequencies and penetrances of the trait has
been give by a number of authors, e.g., Risch (1990a, 1990b), Feingold et al. (1993),
Dupuis et al. (1995). Under the Haldane mapping function, for a locus at position
t on the same chromosome as T,

14+ aePlm—tl
PIDg =1 = 25—
while (2) continues to hold for loci located in chromosomes that do not contain any

trait loci.

(C) If chromosome ¢q contains two trait loci that do not interact, located at positions

71 and 7o, then the probability of identity by descent at a locus t € ¢y can be

expressed as

1+ag e Plm—t 4 gy e Alm—tl
- , 5)

with a1, az > 0 (see Dupuis et al., 1995) and (2) is again valid for ¢ in chromosomes

without trait-loci.

P[Deyy =1] =

€0,

The main goal is to determine whether the trait is of a genetic nature or not, that is to
discriminate between cases (B) or (C) versus case (A). If a genetic nature is established
for the trait it would also be of interest to clarify whether there is only one trait-locus in
chromosome ¢y —case (B)— or whether there are several linked trait-loci —case (C)— and
to find the approximate location of the trait-locus or loci.

A similar approach can be applied to other kinds of pairs of relatives. Depending on
the type of kinship, different modifications are required. The most important case is pairs
of siblings, for which 5 = 0.04 and the essential ingredient of a commonly used statistic
is M.+, which denotes the number of allels, 0,1,or 2, shared IBD by a sib pair on the cth
chromosome at the locus t. Note that this statistic can be expressed as the sum of two
terms of the form of D.4, if we think of each pair of siblings as two pairs of half siblings,
one related through their maternally and the other through their paternally inherited
alleles. On unlinked chromosomes these half sib pairs are independent, and on linked
chromsomes they behave conditionally independently given the IBD counts at trait loci.
As a consequence the asymptotic results given below for the significance level and power
do not change, although the representation of the over all noncentrality parameter of the
test statistic in terms of a genetically interpretable parameter—which we denoted « in
(4)—does change. See, for example, Risch (1990a,b).

3. METHODS. Here we discuss the single locus search approach, i.e., we restrict our
attention to methods based on the model with a unique trait-locus described in (B) of
the previous section. Such methods can also be useful to detect the presence of several
trait loci (cf. Section 6). We assume that we observe identity by descent data from N
independent pairs of affected half-siblings and introduce the new parameter ¢ = v/ Na.
For the model defined in (B) to test for genetic linkage means to test the null hypothesis
of non-existence of a trait-locus, Hy : & = 0, versus the alternative of genetic linkage,
Hy : £ > 0, at some trait-locus 7. The score statistic (see for instance Cox and Hinkley,
1974) for testing the hypothesis of no trait-locus at a putative trait locus ¢ on chromosome
cis

N
Voo =N"V23 (200, 1), (6)
j=1

where Dgyt denotes the IBD indicator at locus ¢ on chromosome ¢ for the pair j; the
hypothesis of no trait-locus at such a position is rejected when V. ; is large. Since the po-
sition of the possible trait-locus is unknown the test for linkage is based on the maximum



of V. + over the entire genome, and Hj is rejected if we observe large enough values of

max V., = max max V.,
genome 1<e<C 0<t<L.
where C' denotes the number of pairs of chromosomes.
Alternatively we can follow the proposal of Hoh and Ott (2000) and use the scan
statistic based on V. ; to test whether there exists a trait-locus or not. For dense markers
the scan of bandwidth e > 0 is defined as

1 t+€
S;t = % . ch’s dS7 (7)
which after standardizing to have unit variance under the null hypothesis becomes (see
Appendix I)

t+e
Qo=r0 [ Viuds, (8)
t—e

where ¢ = [2(28e — 1 4 e~27¢)]~1/2. This statistic is a smoothed version of V. ; which
combines the information coming from several contiguous markers. Note that, for a
chromosome of genetic length L., Q¢ , is only defined at positions ¢ € [e, L. —€]. A test
based on this scan statistic should reject the hypothesis of no linkage when

max @i, = max  max

€
genome 1<e<C e<t<L.—e¢ &t

is sufficiently large.
We want to compare the power of the tests based on Qg ;, and on V., to detect linkage
under situations (B) and (C).

4. SIGNIFICANCE LEVELS AND POWER. The first step is to determine which values
of the maximum of each statistic are big enough to state evidence for genetic linkage,
which implies that the genome-wide false-positive error rates

Po[max Ve >0 and  Py[ max Qg , > b],
genome genome

have to be evaluated, where the subscript 0 indicates that the probabilities are computed
under £ = 0. Because of the independent assortment of the chromosomes during meiosis,

c
Py[max V., >b =1- HPO[OE}E%)E Ve <],
c=1 ==

genome

and similarly

c

Pol max Q5 >t =1- H1 Pol_max Q¢ <Y,
=

Hence it is sufficient to look at the false-positive error rate of individual chromosomes.

In what follows we will omit the index ¢ in Ve, S¢,, QF 4, and L., and write Vi, S, Qf,

and L respectively when we consider only one chromosome.

Let us assume that data are available from a dense set of fully informative markers.
Under this assumption, Feingold et al. (1993) suggest the following approximation to the
probability that the maximum of V; over a chromosome of length L exceeds a threshold
b when there is no trait-locus

Py [O@&XL v, > b} ~ 11— ®(b) + BLbp(b), (9)
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where ¢ and ¢ denote the standard normal density and distribution function, respectively.

We show in Appendix II that as a consequence of Rice’s formula for the expected
number of upcrossings of a level by a smooth random process the false-positive rate of
the test based on the smoothed statistic @5 is approximately given by

[1— e—2Be
Py L<rtn<aLX_6 Q5 > b} ~1—®(b) + kB(L — 2€)p(b) — (10)

Formulae (9) and (10) are Gaussian approximations based on the central limit theorem,
and hence they are valid only for large sample sizes.

As a numerical illustration we consider a genome consisting of 23 pairs of chromosomes
of average length 140 cM. In order to obtain the conventional genome-wide significance
level of 0.05 we need a significance level of about 0.0022 for each chromosome. For the non-
smoothed statistic V; according to formula (9) this corresponds to the threshold b = 4.08.
By using formula (10) we find that the thresholds corresponding to the smoothed statistic
Qf with € = 5,10, 15,20, 25,30, 35, and 40 are b = 3.68, 3.56, 3.48, 3.14, 3.36, 3.30, 3.25,
and 3.20, respectively. Note that as € increases the appropriate threshold to provide the
same false-positive error rate becomes smaller. This is in part a consequence of the range
of values of ¢ over which we take maxima becoming narrower, but also of the larger degree
of smoothness.

POWER WHEN THERE IS ONE TRAIT-LOCUS. Suppose that the model with a unique
trait-locus described in case (B) is valid for some locus position 7 and some & > 0.
The approximation to the power of the test based on the score statistic V; suggested by
Feingold et al. (1993) for large b, £, and N is

2 1
P&[O?%XLW>b]—1*‘1>(b*§)+¢’(b*§) (5()4—5) (11)
In Appendix III we obtain the following asymptotic approximation to the power to detect
linkage of the test based on the scan statistic

P [ max @ >b (12)

e<t<L—e :|

~ 1—-®(b—mg)+ .

¢(b—mg) \/1 + mg(b —mg) (1 + efe)
b —mg

1
2¢2 ’

where mg = 26k (1 — e779) is the expected value of the scan statistic at the trait-locus.
The first term on the right-hand side of (11) and of (12) equal the probability that the scan
statistic exceeds b at the trait-locus, while the last term approximates the probability of
being below the threshold b at ¢t = 7 but above b at some other locus ¢ close to 7.
Simulations show that this approximation is quite good for large sample sizes, although
the second term should be divided by 2 if 7 is close to either end of the chromosome.

To obtain some insight into how the power changes as the bandwidth € increases we
have numerically evaluated the case £ = N'/2q = 5 for the genome described above and
for an overall significance level of 0.05. Table 1 displays the approximated values of the
power of the tests based on Qf for e = 0, 5, 10, 15, 20, 25, 30, 35 and 40. Note that the case
€ = 0 corresponds to the non-smoothed statistic V; and its approximated power has been
calculated using (11), while (12) has been used for the other cases. The table shows that
the power to detect linkage slowly decreases as € increases, but the loss in power when
using Q¢ with e € (0, 25] instead of V; is not large. Similar results were obtained for other
values of &.



Table 1. Approximations to the power for one trait-locus with effect £ = 5.

| bandwidth (e) [ statistic [[ threshold (b) [ power |

0 Vi 4.08 0.90
5 ? 3.68 0.90
10 ;0 3.56 0.89
15 s 3.48 0.88
20 20 3.41 0.86
25 > 3.36 0.85
30 30 3.30 0.82
35 50 3.25 0.81
40 0 3.20 0.79

POWER WHEN THERE ARE TWO LINKED TRAIT-LOCI. We now assume that chromo-
some ¢y contains two trait-loci at unknown positions 71 and 15 with additive effects aq
and s, as in the model described in case (C). We set & = N%/2q; for i = 1,2. In the
first subsection of Appendix IV we give an asymptotic approximation for the power of the
test based on the score statistic, P, ¢, r, 7 [maxo<i<r V2 > b]. The approximation has
a rather complicated expression and requires numerical computation of several integrals
(see Proposition 3).

In the second subsection of Appendix IV we obtain an explicit approximation for
the power of the scan statistic, P, ¢, r, 7 [Maxe<i<r—e Qf > b], whose expression varies
depending on the relation between all the parameters (see Proposition 4). This approx-
imation is quite accurate provided that € > €*, where €* is half the genetic distance
between the two trait-loci plus a term which depends on the ratio & /& —see (35) in
Appendix IV.

Table 2 displays the approximated power to detect linkage corresponding to the case
& = 3 and & = 2 for different distances between 71 and 75 and the same bandwidths € as
in Table 1. We have used the result in Proposition 3 to evaluate the power corresponding
to € = 0 and the formulae in Proposition 4 for the cases with € > €*. The numbers in
italics correspond to situations in which 0 < € < €*. Since our approximations do not
apply in such cases, these values have been computed by Monte Carlo simulations.

The table shows that in cases with two trait-loci on a chromosome the smoothed
statistic Qf provides a modest increase in power. The bandwidth e that gives the largest
power depends on the distance between the two trait loci. In all cases the maximum
power corresponds to the test based on the scan statistic with a bandwidth close to the
distance between the two trait-loci.

Table 2. Approximations to the power for two trait-loci with effects £, = 3 and &; = 2.

[ el b [Im—mnl=10]]rn—m]=20]|rn—7[=30][p—7|=40]
0 | 4.08 0.824 0.727 0.600 0.495
5 | 3.68 0.840 0.730 0.624 0.531
10 | 3.56 0.854 0.752 0.646 0.543
15 | 3.48 0.856 0.766 0.660 0.557
20 | 3.41 0.848 0.789 0.667 0.581
25 | 3.36 0.834 0.789 0.705 0.563
30 | 3.30 0.819 0.786 0.724 0.624
35 | 3.25 0.804 0.777 0.729 0.653
40 | 3.20 0.790 0.767 0.728 0.669




5. CORRECTIONS FOR DISCRETE SETS OF MARKERS. In previous sections we have
assumed that a completely dense set of markers is available, namely that it is possible to
look at the IBD status of a pair of relatives at every location along the genome. In practice
the information about the IBD status is limited to a discrete set of genetic markers.

Since the sample paths of the scan statistics are smooth, the differences between a
dense set of markers and discrete set of markers are much smaller for Qf than for the
non-smoothed score statistic, V;. Hence, for the tests based on the scan statistics @) it is
usually not necessary to apply corrections for discrete markers unless the markers are very
widely spaced. For example, for an intermarker distance of 5 ¢cM and € = 20, so the scan
statistic involves moving averages of 8 markers, simulations indicate that the threshold
and power when & = 5 are the same as the values given in Table 1, and there is almost
no difference in power whether the trait locus is at a marker or midway between markers.
For an intermarker distance of 10 cM and e = 25, so the scan statistic involves moving
averages of 5 markers, simulations indicate a threshold of 3.34, and power of 0.85 or 0.82
according as the trait locus is at or midway between two markers. Thus it appears that
scan statistics with a moderate to large window size have sufficiently smooth behavior
that corrections for discrete sampling are rarely required.

Since the sample paths of V; fluctuate much more rapidly, the formulae for the false-
positive error rate and the power of the test based on the non-smoothed score statistic
Vi need to be modified. Feingold et al. (1993) give the following approximation for the
false-positive error rate for equally spaced markers at intermarker distance A

~ 1/2
Py LSI?E)S(L Via > b] ~1—®(b) + LLb ¢(b) v[b(26A) / 1, (13)
where v(x) is the special function defined in Siegmund (1985) and in the range 0 < x < 2
is very well approximated by exp(—px) with ¢ ~ 0.583. For the genome of our example
and intermarker distances A = 0.1, 1, 5, and 10, the 0.05 false positive approximate
thresholds are b =4.03, 3.91, 3.73, and 3.60, respectively.

Siegmund (1998) derives the following approximate formula for the power of the test
based on V; for cases with one trait locus provided that the trait locus 7 is itself a marker
locus

2v v?

where v = v[b(28A)'/?], as above. For our example with £ = 5 and a genome-wide
significance level of 0.05, if 7 is one of the genetic markers, then the power corresponding
to equally spaced markers at intermarker distances A = 0.1, 1, 5, and 10 has approximate
values 0.90, 0.90, 0.92, and 0.93 respectively. A somewhat more complicated formula
applies when the trait locus is between markers. When it is exactly midway between
markers, the corresponding values of the power are approximately 0.89, 0.89, 0.87, and
0.82, respectively.

In Proposition 3* we give a modified version valid for discrete equally spaced markers
of the approximation in Proposition 3 for the power when the chromosome contains two
trait loci. We assume that both trait loci are located at the sites of markers. Table 3
shows the approximate power for discrete markers for A = 0.1, 1, 5, and 10 corresponding
to our example with & = 3 and & = 2 and a false positive error rate of 0.05, provided
that 71 and 72 are both marker loci.



Table 3. Approximations to the power of the test based on V;
for discrete equally spaced markers at intermarker distance A
when there are two trait loci with effects £ = 3 and &; = 2.

[AT b [[[rs—mn[=10 ] [r—ni[=20 ] [72 — 7a] =30 ]| [7» — 7a] =40 |

0 || 4.08 0.843 0.727 0.600 0.497
0.1 || 4.03 0.843 0.728 0.612 0.497
1 3.91 0.850 0.737 0.613 0.509

3.73 0.869 0.759 0.639 0.538
10 || 3.60 0.890 0.787 0.672 0.574

We see in the examples that the power increases slightly with A, but as in the case of
a single trait locus we expect it to decrease by roughly an equal amount when the trait
loci are between genetic markers.

6. DiscussioN. In this paper we have examined some aspects of scan statistics
(moving averages of the values at contiguous markers of an initial statistic). Assuming
that data about the identity by descent status of pairs of affected relatives are available,
we have compared the performance of the test based on the classical score statistic with
that of the scan statistic.

We have determined the thresholds to control the genome-wide false positive rate
of the tests based on scan statistics and have derived approximated formulae for the
power to detect linkage in situations with one trait-locus and with two trait-loci in a
chromosome. We have also presented approximations to the power of the test based on
the non-smoothed score statistic when there are several loci affecting the trait for both
dense and discrete markers.

A numerical evaluation of these formulas indicates that in the case of a single trait
locus, the smoothed statistic has slightly less power than the original. This contradicts the
suggestion (Hoh and Ott (2000) that power would increase because of the “true peaks are
wider than false peaks” argument of Terwilliger et al. (1996). In the case that there are
two trait loci in the same chromosomal region, the smoothed statistic provides a modest
increase in the power to detect linkage. Since computation of the scan statistics requires
very little extra effort, we can say that in order to increase the chances to detect linkage it
is worthwhile to consider the tests based on the scan statistic with different bandwidths.
Moreover, a comparison of the p-values from the test based on the non-smoothed score
statistic with those of the tests based on the scan statistic with a few bandwidths may be
useful to discriminate between cases with only one trait locus versus cases with several
trait loci on a given chromosome.

Although the moving averge statistic appears to lose a small amount of power in
comparison with the score statistic when there is only one linked gene, its power is not
as sensitive to the location of the gene with respect to flanking markers.

In cases with two linked trait loci the bandwidth that gives the largest power depends
on the distance between the loci. The numerical results indicate that the maximum
power corresponds to the test based in the scan statistic with a bandwidth close to the
distance between the two trait loci. This suggests (as do Hoh and Ott (2000)) that the
bandwidth € be selected adaptively. Siegmund and Worsley (1995) describe appropriate
modifications for the p-value. Since a higher threshold is required, and since even an
optimal choice of € produces only a modest increase in power, it is not clear how useful
this idea is, although it might also allow one to get some idea of the distance between
linked trait loci.



In this paper we have considered smoothing with the uniform kernel, so our results
could be directly compared with those of Hoh and Ott (2000). It is possible and perhaps
advantageous to consider smoothing with other kernels, e.g., a Gaussian kernel, which
would produce smoother sample paths and not lead to discontinuous behavior in the
approximation to the power function that occurs with the uniform kernel when € is half
the distance between the two trait loci.

We have assumed throughout that markers are completely informative. When markers
are less than fully informative, multi-point analysis to maximize information recovery is
itself a kind of smoothing, but it is nonlinear smoothing conducted at the level of the
pedigree, not at the level of the statistic. If one uses only single point analysis, i.e., IBD
status at any particular marker is inferred only from genotypes and allele frequencies
for that marker, then the linear smoothing discussed in this paper is a weak form of
multipoint analysis, which will improve power to detect genes located near markers with
low information content.

The method here described seems to be a useful tool in cases where the linked trait
loci have a rather modest effect and none of them can easily be detected by the standard
approach. A complementary situation happens when one of the two linked trait-loci has
an strong effect and is easy to detect, while the effect of the second one is relatively
small and is masked by the major gene. We will analyze how a conditional approach for
sequential detection of trait-loci performs in such situations in a future paper.

APPENDIX

(I) VARIANCE OF THE SCAN STATISTIC. Under the null hypothesis of no trait-loci,
the process D.; defined by (2) and (3) satisfies

o—Blt—s|

1
Eo [De] = 3 and Covg [Dey, De 5] = —

and consequently for the score statistic V. ; defined in (6), Eg [V, ¢] = 0 and Covg [Ve ¢, Ve s] =
e BIt=sl This implies that the variance of the scan statistic S¢ 4 defined in (7) is given by

1 € €
Varg [S¢,] = Eo {462 / / Vew Veu du dv]
1 € €
= E . EO [‘/c,v %’u] du d'U

1 € €
= 4—2/ / e Plu=l quy, du
€ —eJ —e€

_ 2Be—1+e720¢
B 2(3%¢2
= (2ek°8) 2. (15)
Hence the standardized version of the scan statistic is
€ SEJ € e
c,tzi:ﬁlﬂ ‘/C,Sdsv
Varg [Sg,t] t—e

as defined in (8).



(IT) FALSE POSITIVE ERROR RATES. It follows from the central limit theorem that,
under the hypothesis of absence of trait-loci, as N — oo the process V; defined in (6)
converges in distribution to a stationary Ornstein-Uhlenbeck process, Z;, with mean value
0 and covariance function

COV[Zt, Zt+5] = e_ﬁls‘. (16)

This implies that the standardized scan process Qf defined in (8) converges weakly to the

smoothed process
t+e

X; =kK0 Zsds.
t—e
X; is a stationary Gaussian process with mean value 0 and covariance function, R(s) =
Cov (X§, Xf,,), given by

€ s+e€
R(s) = (k)28 /_ / e dud (17)
(k°)? (

(k)2 (e=BUsI+29) 4 =Bsl=29) _ ge=Blsl) if || > 2e.

(e=BQelsl)  e=BQetlsl) — ge=lsl 4 2(2¢ — [s])B)  if |s| < 2,

The approximate formula (10) for false positive rate of the test based on Q¢ is an asymp-
totic approximation which comes from replacing the process Q§ by X; and applying the
following result.

PROPOSITION 1. Let X be a Gaussian process with mean 0 and covariance function
(17). For 0 < € < L/2 and large b,

€ 6 1 — e—28e
Py Lgltngaz},{_eXt > b] <1—®(b)+ &B(L—2€)p(b) ﬁ

PrROOF. The results in section 3 of Davies (1977), imply that

(L —2¢) /=R"(0) ¢(b)
Nor :

PO{ max Xf>b} <1-9()+

e<t<L—e
By taking second derivative of (17) at 0 we get,
—~R"(0) =2 (%) B* (1 — e~ 2)

from which the result follows.

(III) ONE TRAIT-LOCUS. Now we assume that the model with a unique locus trait
at chromosome ¢y described in case (B) is valid for some locus position 7 and « > 0.
Then, for t € ¢y, as N — oo and o — 0 in such as way that N'/2a — £, the scan process
V; converges to a Gaussian process, which we will denote again by Z;. It has covariance
function given by (16) and mean function

E[Z)] = ge P71, (18)

Approximation (11) for the power of the score statistic is based on the process Z; (see
Feingold et al., 1993 for details).
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The limit in distribution of the scan process )§ is the Gaussian process X; = 3 f:f: Zgds,

with covariance function (17) and expectation function
t+e
pi) = wpg [ eteas (19)
t—e
K€ (e PTmemt) — e=Blr+e=t)) ift <7 —e¢
= KEE (2 — e Alrtert) —e=Blttemm)) if r —e <t <7+,

KEE (e PltmemT) — e=BlttemT)) ift>71+e
This function reaches its maximum at 7 with maximum value
mg = pg(t) = 26°€ (1 — e F). (20)
For large N, the power of the test based on the scan statistic, P [maxe<i<r—c Qf > b,

will be close to P [max.<i<r—e Xf > b]. The next proposition gives an approximate
formula for this last probability, from which (12) follows.

PROPOSITION 2. Let Xf be a Gaussian process with covariance function (17) and
mean value (19). If ¢ < 7 < L — € then for 0 < ¢ < L/2 and large b and & the
approximation

¢(b—mg) \/1+m§(bmg)(1+eﬁf) B

€ ~1_ €
P LgrtngageXt > b} 1—®( mg) + - me 262 )

holds with mg defined by (20).
PRrROOF. The target probability can be written as

P [ max X; >b]

e<t<L—e¢
= P XS>b]+ P {Xﬁ < b, max X > b}
— 1-®(b—m) +/ P [m?fo >blXE=b— s} $(b—s—mgds. (21)
0

We approximate the integral by an approach similar to that in Section 5 of Siegmund and
Worsley (1995). They reason that, conditional on X¢ =b—s with s = 0, fort — 7~ 0
the process X satisfies

Xfmb—s+(t—71)X+

(t —27)2E [Xﬁ X S} 7 (22)

and a maximization of the right-hand side of (22) yields

&) -
2F [X; IXe=b— s}

m?XXf%b—s—

Let g° = —R"(0) = 2 (x%)° 8%(1—e~2%¢). For our process, E[X¢] = pe" (1) = =2k 5% P,
and Cov(X¢, X¢) = R"(0) = —g¢, and hence by joint normality

E [XT IXE=b— s} - E [XT] + Cov (X:,X;) (b—s—mg)
= - [2 ke F2e B¢ + ¢° (b—s—mg)]
~ - [2 ke F2e P + ¢° (b — mg)} . (24)

11



The last approximation comes from the fact that we are assuming that b is large and the
relevant values of s are close to 0. Let [f = 2 KEBF2e P + g¢(b — mg) and w§ = 2lg/g°.
Because of (23) we have
N2
(%:)

)
212

mtafof:bfer

and thus

.\ 2 2

‘<E> (Ke) ;

P:| max X;>b|Xi=b—s|~P ( > =P . >21£s :P[X2>w
Clectci—e Tt = T ¢ 28~ ¢ = 1=

If we neglect the term involving s? in ¢(b — s — mg), we get

/ Pg[ max X§2b|XTbs]¢(bsmg)ds
0

e<t<L—e

~ /OOP[X%>w§s}¢(b—s—m§)ds
0
~ o(b— mg)/o Pxi> wgs} exp ((b— mg)s) ds

( 1 1/2 /2 y/wg (( ) )
= ¢(b—mg / ——y eV / exp ((b—mg)s) ds | dy
5) 0 for 0 3
b —mg <1 wé +2(mé — b
(15( 66) </ y—1/2 exp (_y 3 ( f )) dy — 1)
bfm5 o V2w 2w,E

_ ¢(b —mg) wg .
b—mg wg + 2(mg —b) '

Combining this with (21) we obtain the proposition.

(IV) TWO TRAIT-LOCI ON THE SAME CHROMOSOME. Finally we will analyse the
model described in (C), where a chromosome ¢ of genetic length L contains two trait-loci
at positions 0 < 11 < 72 < L with additive effects ay, s > 0. Let d = |2 — 71| denote
the distance between the two trait-loci, p = e~?¢ the correlation between Z,, and Z,,
& = VN a; for i = 1,2, and h the density function of a bivariate normal distribution

12



with mean vector (&1 4+ p&a,p &1 + &), variances equal to 1, and correlation p, that is,

h(z,y) = 11_pz¢(w—§1 —p&2)o (y—p& _gi/zfi(;?_& —,062))7

We assume, without loss of generality, that & > &;.

[(IV) - 1] POWER OF THE TEST BASED ON THE SCORE STATISTIC. Under this model
V; converges in distribution to a Gaussian process, Z;, with covariance function given by
(16) and mean function

E[Z)] = §e P 4 gye A=, (25)

For large N the power to detect linkage to chromosome c¢j of the test based on the scan
statistic will be close to the probability that the maximum of the process Z; over the
interval [0, L] exceeds the threshold b.

PROPOSITION 3. Let Z; be a Gaussian process with covariance function (16) and
mean function (25). For L > 7, and large values of b, & and &5,

P§1»E2771,T2 |:Oglta<XL Zy > b]

(b= pb—1x) = &0 - p?)
&~ 1—/0 q;( P \/ﬁ P >¢(b—$—§1—/}§2)dm

0 0

where
a(a,y) = (77 + e =) (1= (@) + el y),
with
qe(7,y) = pe(x) + pe(y) — pe(®)pe(y),
and
=1 b(1—p)VBd — x b(1—p)VBd = o be(1=p)/(14+p)
i) =1 (U ) we (Mot - )

PRrROOF. The target probability can be written as
Pe, o miima {Orélta<XL Zy > b] (26)

X Zy>bmax{Z;,Z,} <b|.

= P£17§27Tl77'2 [maX{ZTUZTz} > b] + Pflvf?ﬂ'h"? |:021?<L

For the first term in the right-hand side of (26) we have the identities

P517§277'1,T2 [maX{ZTle‘Fz} > b]
= 1_P§1,§277‘177'2 [ZTl Sbasz Sb}

=1 _/ P€1752,7'1772 [ZTz < b‘ZTl = b—x}(b(b—x—fl —pfg)dl‘
0

1_/°°q)<b—P(b—w)_f2(l—Pz))¢(b_x_€1_p€2)dx. (27)
0

V1= p?

13



On the other hand, the second term in the right-hand side of (26) can be expressed as

P§17€2a7—177—2 |:Or£1ta<XL Zt > ba maX{Z7'17Z7'2 } S b:l (28)

B /0 /o Fevtomim [o@% Zi>b ’ Zn =b-w2Z;, =b— y] h(b—x,b—y)dz dy.

Since the events {max;<,, Z; > b}, {maxysr, Z; > b} and {max,,<t<r, Z¢ > b} are con-
ditionally independent given Z,, and Z,,, the conditional probability in the integral at
the right-hand side of (28) can be expressed, for each value of x and y, as

P§1’§2,717T2 [Oglta<XLZt >b ‘ Zrl =b- £E7Z7-2 =b— y:|

= (1—-q(z,9) (a(z,y) + an(z,y) — @@, y)an(z,y)) + qa(z,y), (29)
where
Ql($,y) = P€17€27T1,Tz [?i%}fzt > b‘ Zr = b— T, Ly, = b— y:| )
q’L<x’y) = P51,§2,7'177'2 |:£I;%_)2(Zt > b‘ ZTl =b—ux, Z7'2 =b- y:l )
and

qa(x,y) = Pey gy im0 Llrgtaé(‘rz Zy > b‘ Zry=b—u,Z;, =b— y} .

The conditional probability
Pe, g,m1 mp |mAX Zy > b|ZT1 =b—w 2, =b— y:l = Pe) e0,m1,m2 |:ma‘XZt >b | Zr, =b— 1‘:|
t<T1 t<T1
is negligible unless z is close to 0. For z ~ 0 and ¢t < 7y with (¢ — 1) = 0,
B[Z; — Zy |Zr, = b— ] = (1 - e_ﬂ(”_t)) (b— ) = —Bb(r —t),

and
Var [Z;|Z;, =b—x] =1—e 27D ~ 95(7 — ).

Hence, conditional on Z,, = b — = with = small, when ¢ is smaller than 7 and close to
it, the process Z; behaves like a Brownian motion, W;, with drift coefficient —3b and
diffusion coefficient 23. Consequently,

w(r,y) = Poomm {?éf’ffzt > b’ Ly =b—,27, =b— y}

= Poemm |:£2%_th >blZ;, =b— :E:|

12

P [max Wi > x}
t<0
= et (30)

A similar argument leads to the approximation

an(z,y) = Pe, ¢y.r1 7 [Er;ax Zy>b ‘ Zy =b—a,Z, =b—y| ~e b, (31)
T2

14



Furthermore, for 7 <t < 79,

EZi|Z:, =b—x,Z;, =b—y]

b (efﬁ(thl) + 676(7—270) e_ﬁ(t_Tl)(m _ py) + e_ﬁ(TQ_t) (y — px)

1+p 1—p2 ’

and
e28(t—71) 4 o=28(2—t) _ 202

1— p?
In order to compute gq(z,y) we will divide the interval (71, 72) into two halves. Let us
define

Var [Zy|Z,, =b—2,Z;, =b—y]=1-—

=P, P Zy>blZ,, =b—x,Z;, =b—
le(xay) £1,62,71,72 |:7_1<t<n(173§_7_2)/2 t ‘ 1 x 1 y:|

and

y) = Pe, ey r s Zi>blZ. =b—x,Z, =b—y| .
qd2<x y) €1,62,71,72 |:(7-1+7-£r)l?2x<t<7-2 t ’ 1 € 1 y:|

The events [maX(7—1<t<(7—1+7—2)/2 Zy > b] and [maX(Tl+T2)/2<t<m Zy > b] are asymptotically
conditionally independent given Z,, and Z.,, and thus

qa(7,y) ~ qa1(2,y) + qa2(z,y) — qar (v, y)qaz(w, y). (32)

We will restrict attention to the cases where x and y are close to 0, since the con-
ditional probability P, ¢, 7, r, (MaXr <t<r, Zt > b | Zy, =b—x,Z,, = b— y| is negligible
otherwise. If x ~ 0 and y ~ 0, then for ¢t > 7 and (¢ — 71) small,

L—p
EZ—ZT Zleb_ ,Z7—2:b— ~ —03b(t — ,
[Z 1 x Y] B8b( Tl)l-i-p
and
Var [Z; |Z;, =b—x] ~26(t — 7).
Hence we can use the approximation
=P By > x| = pe(), 33
o [I“/ t ] Pe() (33)

say, where B, denotes a Brownian motion with drift coefficient —@b(1 — p)/(1 + p) and
diffusion coefficient 23 (see for example (3.15) in Siegmund, 1985). By symmetry, for
t < 7o and (12 — t) & 0 the approximation

qa2(7,y) = pe(y) (34)

holds. The final approximate formula for the probability of exceeding b in the interval
[0, L] is obtained by substituting (33) and (34) in (32); (30), (31) and (32) in (29), and
(27) and (29) in (26). o

Suppose now that we look at the discrete set of random variables Z;a, for 0 < iA < L.
Proposition 3* gives an approximate formula for

Pei om0 {0512% Zy > b} .

15



PROPOSITION 3*. Let Z; be the Gaussian process defined in Proposition 3. If b — oo,
A — 0 in such a way that bv/A converges to a finite constant, then

L 0

0<iA< /1 p2

0 0

where
7> (z,y)
_ (e—b(ﬁg\/ﬁ) +e—b(y+g\/267) _e—b(gc+y+2m/267)) (1— 2 (@) + 0 (@,y),
with
a2 (z,y) = p2 () + 2 (y) — P2 (2) P2 (v),
and
) b1-p)VB |
P = - (Mt )

L (b(l —p)VBd  z+ 2Q\/25A> ¢t (teV/288)(1=p)/(14p)
21+ p) Vd
where g is the constant defined in (3.29) of Siegmund (1985).

PRrOOF. To derive this result we follow similar steps as in the proof of Proposition
3. The necessary changes are to enclose a factor exp(fbg\/QﬂA) in the approximate
expressions for ¢;(z,y) and ¢n(z,y) (see Appendix A of Feingold et al, 1993 for the
details), and to replace (3.15) of Siegmund (1985) by (3.28)-(3.29) of the same book in
the approximate computation of ¢q1(z,y) and ga2(z,y).

[(IV) - 2] POWER OF THE TEST BASED ON THE SCAN STATISTIC. The limit in

distribution of the scan statistic, X{ = x0 |, ttj: Zsds, is under this situation a Gaussian
process with covariance function given by (17) and its expectation function,

:ue(t) = B¢, 65,m1,m [Xte] )
depends on relationships between all parameters in a complicated way. For € > 15 — 71,
pe(t) =

K€ [51 6—6(7'1 —t—e) __ e—ﬁ(‘rl—t-‘re)) + 62 (6—5(7’2—1&—6) _ e—B(Tz—t+6))] ift < T — €,

=

‘&

(2 — e Aln—tte) _ 6’“”“71)) +& (675(72’“5) — efﬁ(ﬁft“))] ifr —e<t<m—e,
K [& (2 — e Bn—the) —e=Blthem)) 4 ¢, (2 — e Almtte) _e=Bltem))] if ry —e <t <1 +e
(

K€ [&1 (e PFlmemm) — e=Blthemm)) 4 ¢y (2 — e Alramthe) _ o= BltHe—a))] ifr+e<t<m+te,

KE [51 (e*/@(tfef‘rl) _ e*ﬁ(tJrEle)) + 52 (efﬁ(tfefrz) _ e*,@(tjtefm))] ift> 7+ €,

holds, and for e < 79 — 71

16



pe(t) =

K€ [51 (6 B(ri—t—e) _ e—ﬁ(‘rl t+e)) + 52 ( —B(ra—t—e) _ e—B(Tz—t+6))] ift < T — €,
KE [51 (gfe B(ri—t+e) _ o—=PB(t+e— n)) +£2( —B(ra—t—e€) _ ,—B(r2— t+e))] i —e<t<m +e,
KE [51 (e B(t—e—T1) _ o—B(t+e— 7'1)) +& ( —B(r2—t—e€) _ o—B(12— t+6))] ifr+e<t<m—e,
K€ [fl (e Bli—e=m1) _ g=P(tte= Tl)) +& (2 — e Blra—tte) _ e_ﬁ(“‘e_”))] ifrp—e<t<m+te,
K€ [51 (6 Blt—e—71) _ o—B(t+e— Tl)) + & ( —B(t—e—T12) __ e*ﬁ(t+€*T2)):| ift> 7+
Let
t = (5176277—177—2) = arg <I£ﬂ<a£( 6/1‘ ( )
me = m6(£17£277—177_2) r&aLX 6:“’ ( ) ue (te)ﬂ
" &1 +§2/P>
at = yEo, Ty, T log | =————
(€ aimim) = 5 tog (5521
1 &1
o= b — 1
(6155277-177-2) 25 og <£1+p£2(1_e256)> ’
and p ) ¢
* * ]-
€ =€ ) yT1,72) = 5 — 54 lo 35
(61,82, 71,72) 525 <§2) (35)

Note that a* does not depends on e. By using some rather elementary but tiresome
algebra we find

e | mt+a ifex>d-a”,
t _{7'1—|—b* ife<d—a* (36)
and
2k° (51 +&—e PN+ G+ 66+ 1/0)) ife>d—a",
m® = (37)

26 (&1 = NG+ p6a&a (1 - 7)) ife<d-a,

and that p€(¢) has no other local maximum provided that € > €*. The next result gives
an approximate formula for the probability that the maximum of X exceeds b for this
case.

PROPOSITION 4. Let Xf be a Gaussian process with covariance function (17) and
mean function pf(t). If e <1 < 19 < L — ¢, then for € > ¢* and large values of b, £ and

&2,

P§1»E27T1,T2|: max X >b:|

<t<L-—e

b me 1k€)2(b—me)(1—e—28¢ . *
1- q)(b - + ¢( (\/1 + X %K(E(gl—i-f)z()l—me ) — 1) lf € Z d —-a,

1— (b(b — me (b m* <\/1 + 2(56)2(§_m6)(1—e*2ﬂe) . 1) lf d—a* <e< 6*,

KE€€{1—me

with m* defined by (37).

17



PROOF.  Since p(t) has only one maximum when € > €*, an approach similar to
that on Proposition 2 can be used in such cases. If € > d — a*, then t* = 71 4+ a*,

me = 25 (gl +& — e—ﬂe\/gf% +E+ GG+ 1/p>> : (38)

and

B [Xe] =i (r + a%) = 26627/} + G + Q16alp + 1/p).

By following the same steps as in the proof of Proposition 2 we get

P517§2,T1’Tz|: max X;Zb:|

e<t<L-—e

= P51,52>7'177'2 [X'ze—l-i-a* > b] +P€1,$27T17T2 |:X:1+a* < b, mtaXX; > b}

12

o, Olb—mo) 2(k)” (b—me)(1 — e=2%)
L-®b-m)+ 5= %* ome (Gt ) —me )

with m® given by (38).
On the other hand, when ¢* < € < d — a*, p(t) attains its only maximum at ¢¢ =
71 4+ b*, and hence

e =2 (61— e e (1- 9 ) (39)

and

B[R] = (4 7) = —2n 5% fedotia (1 - e299)

which leads to the approximation

P§1,5277'177'2 |:€<ItI1<a[)I(€Xf > b}

PEl{z,Tl,Tz [X;hLb* > b] + Pfl7€2’71,7'2 {X;1+b* < b, m?XXte >b

1_(1)(b_me)+M \/14_2(,#)2 (b — me)(1 — e=26¢) »

1

)

b—ms¢ 2Kk€E1 — me
with m* defined by (39).

Remark. When € < ¢*, the expectation function p¢(t) reaches its maximum value at
t¢ = 71 + b*, but has a second local maximum at 75 — ¢*, where

*

c=c; = 1 log &2
freamime = 95 B\ Gl =) + )

In this case an approximation based on a unique maximum —as the one used in Proposition
4— is not appropriate.
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