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The pattern and nature of linkage disequilibrium in the human genome is being studied and catalogued as part of the
International HapMap Project [2003: Nature 426:789–796]. A key goal of the HapMap Project is to enable identification of tag
single nucleotide polymorphisms (SNPs) that capture a substantial portion of common human genetic variability while
requiring only a small fraction of SNPs to be genotyped [International HapMap Consortium, 2005: Nature 437:1299–1320].
In the current study, we examined the effectiveness of using the CEU HapMap database to select tag SNPs for a Finnish
sample. We selected SNPs in a 17.9-Mb region of chromosome 14 based on pairwise linkage disequilibrium (r2) estimates
from the HapMap CEU sample, and genotyped 956 of these SNPs in 1,425 Finnish individuals. An excess of SNPs showed
significantly different allele frequencies between the HapMap CEU and the Finnish samples, consistent with populationspecific differences. However, we observed strong correlations between the two samples for estimates of allele frequencies,
r2 values, and haplotype frequencies. Our results demonstrate that the HapMap CEU samples provide an adequate basis for
tag SNP selection in Finnish individuals, without the need to create a map specifically for the Finnish population, and
suggest that the four-population HapMap data will provide useful information for tag SNP selection beyond the specific
populations from which they were sampled. Genet. Epidemiol. 30:180–190, 2006. r 2005 Wiley-Liss, Inc.
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INTRODUCTION
Genome-wide association studies provide a
powerful means to detect genetic variants that
predispose to complex human diseases [Risch
and Merikangas, 1996]. Technologies that permit
extremely
high-throughput
genotyping
of
SNPs [Gunderson et al., 2005; Matsuzaki et al.,
2004] are now enabling such studies [Ozaki et al.,
2002; Klein et al., 2005]. Despite increasing
r 2005 Wiley-Liss, Inc.

genotyping efficiency, it still is not feasible to
type the millions of catalogued SNPs [Sherry et al.,
2001] in large enough samples to identify diseasepredisposing variants. Instead, genotyping a wellchosen subset of tag SNPs has the potential to
capture most of the common human genetic
variability [Carlson et al., 2004], since SNPs in
close physical proximity are often correlated
because of linkage disequilibrium (LD) [International HapMap Consortium, 2005].
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The International HapMap Consortium [2003] is
genotyping millions of SNPs to characterize
patterns of LD across the genome and to generate
haplotype maps in four reference populations:
CEPH (Centre d’etude du polymorphisme
humain) reference individuals from Utah, USA
(CEU), Yoruba individuals from Ibadan, Nigeria
(YRI), Japanese individuals from Tokyo (JPT), and
Han Chinese individuals from Beijing (CHB)
(www.hapmap.org). Patterns of LD are a result
of the age of the genetic variants, population
history, random genetic drift, recombination hotspots, and gene conversion [Tishkoff and Verrelli,
2003], and it is clear that patterns of LD differ
between European-derived, African and Asian
populations [Sawyer et al., 2005; International
HapMap Consortium, 2005]. Thus, a key question
is whether the resulting haplotype maps can be
used to select SNPs in a broader set of populations.
In the current study, we addressed this question
in a sample of 1,425 Finnish individuals in a 17.9Mb region showing evidence of linkage to type 2
diabetes (T2D) [Silander et al., 2004]. We found
strong correlations between the Finnish and
HapMap CEU samples for allele frequency,
haplotype frequency, and LD (r2) estimates. Our
results suggest that the HapMap CEU samples
provide an adequate basis for tag SNP selection in
Finnish individuals, and that the HapMap data
will provide useful information for the design of
association studies beyond the four populations
from which they were sampled.

METHODS
SAMPLES

The 1,425 genotyped Finnish individuals were
sampled as part of the Finland-United States
Investigation of NIDDM Genetics (FUSION) study
of T2D [Valle et al., 1998] or ascertained through
the population-based Finrisk 2002 study [Saaristo
et al., 2004]. They included 775 FUSION diabetic
cases and 650 non-diabetic controls. Cases met
WHO [1985] criteria for T2D and were selected
from families ascertained for T2D sibling pairs.
Controls included 187 normal glucose-tolerant
spouses of FUSION diabetic individuals, 222
unrelated FUSION individuals who were normal
glucose tolerant at ages 65 and 70 years, and 241
unrelated normal glucose-tolerant individuals
from the Finrisk 2002 study [Saaristo et al.,
2004]. Informed consent was obtained from all
subjects and the study protocol was approved by
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local Institutional Review Boards or ethics committees at each of the participating centers. We
obtained HapMap genotype data for 90 CEPH
reference individuals from Utah, USA (CEU), 90
Yoruba individuals from Ibadan, Nigeria (YRI), 44
Japanese individuals from Tokyo (JPT), and 45
Han Chinese individuals from Beijing (CHB) from
the HapMap database (www.hapmap.org). The
CEU and YRI samples are comprised of 30 fathermother-offspring trios; the JPT and CHB individuals are unrelated.

SNP SELECTION

We selected a 17.9-Mb region of chromosome 14
(positions 51.00 to 68.88 Mb from UCSC genome
build hg16, which is approximately equivalent to
NCBI build 34) for SNP genotyping based on
evidence for linkage in our Finnish T2D families
[Silander et al., 2004]. There were 3,481 SNPs
genotyped in this region in the HapMap CEU
samples in the May 2004 release. Of these, 2,276
had minor allele frequency (MAF) Z5%, Illumina
design score 40.4 (calculated in May 2004), and
could be mapped on hg16. We estimated r2, the
squared correlation coefficient, for all pairs of
these 2,276 SNPs, and selected 1,117 tag SNPs
(average density 15.7 kb) using a greedy algorithm
so that every unselected SNP had r2Z0.80 with
one or more selected tag SNPs [Carlson et al.,
2004]. Given a choice between multiple tag SNPs,
we preferentially selected, first, nonsynonymous
and splice site variants, and, second, SNPs with
highest Illumina design scores (as calculated in
May 2004). We added a second SNP from 14
regions with 410 SNPs in r2Z0.8. We also
selected SNPs to fill gaps in the HapMap, 63 of
which were genotyped by HapMap in the CEU
sample by the time this analysis was performed
(February 2005). We included an additional 10
nonsynonymous SNPs that had been validated by
more than one submitter (‘‘double-hit’’) that were
also subsequently genotyped by HapMap in the
CEU sample. A total of 1,204 SNPs were genotyped in the CEU sample (as of February 2005),
and had MAF Z5%. These 1,204 SNPs were
genotyped as part of a 1536-SNP Illumina panel,
which included SNPs in the region that were not
typed by HapMap as well as SNPs on other
chromosomes, which were not used for comparisons between Finnish and HapMap samples.
Quality assessment is provided for all 1,536 SNPs
genotyped.
Genet. Epidemiol. DOI 10.1002/gepi
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GENOTYPING

Genotyping was performed at the Center for
Inherited Disease Research (CIDR) on a BeadLab
1000 system using the Illumina Golden Gate assay.
Fan et al. [2003] and Gunderson et al. [2004]
provide a detailed description of the Illumina
genotyping platform and methods. Cluster definitions were determined for each locus using
lllumina GenCall software. Genotypes were released on 100% of 2,208 attempted study samples.
The sample consisted of affected sibling pair
families that were used for identification of
unlikely genotypes (see ‘‘Genotype Data’’ below)
and from this, we selected 1,425 unrelated
individuals for estimating allele frequencies, r2
and haplotype frequencies. Of 1,536 attempted
SNPs, 1,338 were released for a total of 2,954,304
study genotypes. The missing data rate for the
1,338 genotyped SNPs was 0.37%. In addition, we
included CEPH control samples on each 96-well
plate. The overall discrepancy rate for these
controls was 0.09% and the overall parent-child
discordance rate was 0.04%.
GENOTYPE DATA

Of the 1,204 chromosome 14 SNPs attempted at
CIDR that were also genotyped in the HapMap
CEU, 1,078 (89.5%) were successfully genotyped
and released by CIDR. Of the 1,078 SNPs, we
excluded 109 for poor clustering of genotypes.
Twelve more SNPs were excluded for strong
deviations from Hardy-Weinberg expectations
(po0.001), Z2 genotype discrepancies among 94
duplicate samples, or Z3 close double recombinants identified using Merlin [Abecasis et al.,
2002] in a sample of 615 sibling pairs in 270
families. Nine hundred fifty-seven SNPs (79.5%)
of 1,204 attempted SNPs passed all quality control
checks and were eligible for subsequent analysis.
All of these SNPs were matched for the reference
allele between the HapMap samples and our
Finnish sample. Of the 957 SNPs, 897 were
originally selected from HapMap information.
The remaining 60 SNPs were originally nonHapMap SNPs but were subsequently genotyped
by HapMap between May 2004 when SNP
selection occurred and February 2005 when the
analysis was performed. For these 897160 5 957
SNPs, the average genotype call rate was 99.7% in
the Finnish sample; the minimum call rate was
91.0%. Three SNPs had a call rate o95.0%.
We originally selected SNP rs8007267 for genotyping because it had no known tags in the
Genet. Epidemiol. DOI 10.1002/gepi

HapMap CEU sample. After genotyping this SNP,
however, it displayed the largest allele and
haplotype frequency differences between the
Finnish and CEU samples. The r2 estimate of
rs8007267 and its closest neighboring SNP
rs943912 (6.4 kb apart) was 0.954 in the Finnish
sample and 0.005 in the HapMap sample. We
tested the genotypes for CEU individuals at SNP
rs8007267 against all other SNPs on chromosome
14 (February 2005 release) and observed an r2
value of 0.73 with SNP rs1467831 located 46 Mb
away; this was significant even after correcting for
the 21,160 SNPs on the chromosome. These
discrepant results suggest that the CEU genotype
data for this SNP were mislabeled, and we
excluded SNP rs8007267 from all subsequent
analyses.
Of the 956 SNPs included for Finnish and CEPH
sample comparisons, 903 were genotyped in the
HapMap YRI sample, of which 818 had MAF
Z5% in YRI. Nine hundred and twenty-five of
these 956 SNPs were genotyped in the HapMap
JPT and CHB samples, of which 784 and 788 had
MAF Z5%, respectively.
GENOMIC DNA CHARACTERISTICS

We downloaded information on all known
human gene transcripts that are mapped to
specific chromosomal start and end positions
(Ensembl, www.ensembl.org) [Birney et al.,
2004], and selected one transcript per Ensembl
Gene ID by first selecting known transcripts, and
then by maximal cDNA length. We identified the
minimum and maximum gene positions for each
chromosome to approximate the amount of each
chromosome that has reliable sequence information. This information provided estimates of the
total number of genes and the total length of all
cDNAs within our region and for the remainder of
the genome. We estimated the ratio of centiMorgans (cM) per megabase (Mb) in the genome from
physical and genetic map positions of proximal
and distal short tandem repeats on each autosome
[Kong et al., 2004].
STATISTICAL ANALYSIS

We estimated allele frequencies for HapMap
CEU founders and Finnish cases and controls by
gene counting, and used a large-sample comparison of two proportions to test for allele frequency
differences in the two samples. Contingency
tables of allele counts for the two samples using
Fisher’s exact test gave essentially the same
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results (data not shown). We repeated the allele
frequency analysis using genotype data for
the four HapMap populations from HapMap
release 16c.1 and obtained nearly identical results
(data not shown). We estimated haplotype frequencies and r2 using an EM algorithm that
properly accounts for family relationships, as
programmed in Fugue (Gonc- alo Abecasis, personal communication). We estimated confidence
intervals for haplotype frequency and r2 estimates
by assuming haplotypes were known and ignoring error associated with phasing of haplotypes,
resulting in confidence intervals with somewhat
lower coverage than normal. We estimated the
standard error for estimates of r2 as 4  r2  (1r2)/
2N, where N is the number of individuals
genotyped [Alf and Graf, 1999].
For haplotype frequency comparisons, we used
r2 estimates in our Finnish sample to define sets of
SNPs in which each SNP had r24c (c 5 0.40, 0.60,
or 0.80) with at least one other SNP in the set;
singleton SNPs falling between the start and end
position of a set were also included and sets were
allowed to overlap. This approach resulted in sets
of o20 SNPs, allowing for efficient haplotype
frequency estimation. We present results for
r240.40; we obtained similar results for r240.60
or r240.80, or using the HapMap CEU sample to
form the SNP sets. When 180 sets were defined
based on r240.40, 736 of 957 SNPs (76.9%) were
assigned to a set and 540 SNPs (56.4%) were
assigned to exactly one set. Haplotype diversity
for each SNP bin was estimated from estimated
haplotype frequencies as H ¼ ðn=ðn  1ÞÞ½1 
Pk 2
i¼1 pi  for each of k haplotypes with frequency
pi and n representing the number of chromosomes
examined [Nei, 1987]. We estimated recombination rates in 667 Finnish non-diabetic controls and
60 HapMap CEU founders using Phase v2.0.2
[Stephens and Donnelly, 2003]. We generated 1,000
replicates, thinned to every 3rd replicate to reduce
the correlation between replicates, and determined the median value for each interval.

RESULTS
ALLELE FREQUENCIES

We compared allele frequency estimates in the
1,425 Finnish combined cases and controls and the
60 HapMap CEU samples for 956 chromosome 14
SNPs with MAF 40.05 in the CEPH sample.
Overall, absolute allele frequency differences
between the Finnish combined cases and controls
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and HapMap CEU samples tended to be small,
and the Pearson product moment correlation for
the allele frequency estimates between the two
samples was 0.98 (Fig. 1a). In sum, 60.0, 90.2, and
98.8% of SNPs had an allele frequency difference
o0.05, o0.10, and o0.15, respectively (Fig. 1b).
Still, there was an excess of SNPs that showed
significantly different allele frequencies: 200
(20.9%) were significant at the 0.05 level, 72
(7.5%) at the 0.01 level, and 29 (3.0%) at the
0.001 level. Allele frequency estimates for the
Finnish samples were very different from those in
the HapMap YRI, JPT, and CHB samples (Fig. 1a),
and Pearson correlations between the allele
frequencies in the Finnish samples and these
HapMap samples were 0.37, 0.63, and 0.67,
respectively (Fig. 1). The extent of allele frequency
differences were very similar when the analysis
was restricted to Finnish non-diabetic controls
(data not shown) as were r2 and haplotype
estimate differences (results shown below for
combined Finnish case and control sample).
For 956 SNPs with a minor allele frequency
45% in the HapMap CEU sample, the observed
heterozygosity in the Finnish sample was slightly
less than that observed in the CEU sample
(Finnish 5 33.5%, CEU 5 34.7%); with the large
number of samples, this difference is highly
statistically significant (po0.0001).
r2 estimates

We estimated pairwise r2 for all pairs of SNPs,
revealing highly similar patterns of LD across our
17.9-Mb region in the HapMap CEU and Finnish
samples (Fig. 2). Estimates of r2 for the 955 pairs of
adjacent SNPs along the chromosome were also
quite similar between the Finnish and HapMap
CEU samples (Fig. 3a). The Pearson correlation of
the r2 estimates for adjacent pairs was 0.91. Of
adjacent SNP pairs, 56.2, 75.8, and 87.1% had
absolute r2 difference estimates o0.05, o0.10, and
o0.15, respectively (Fig. 3b). Consistent with the
results for allele frequency estimates, and likely
partly due to the anti-conservative nature of our
confidence intervals, there was an excess of SNP
pairs that showed significantly different r2 estimates between the two samples. Of 946 pairs of
SNPs, 155 (16.4%) were significant at the 0.05
level, 83 (8.7%) at the 0.01 level, and 44 (4.7%) at
the 0.001 level.
Almost all of the SNPs genotyped in our Finnish
samples were tag SNPs selected for having r2o0.8
in the HapMap CEU sample. However, because
Genet. Epidemiol. DOI 10.1002/gepi
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Fig. 1. a: Comparison of allele frequency estimates in the Finnish and HapMap samples for N SNPs with MAF 45% in the HapMap
sample indicated: CEU (N 5 957), YRI (N 5 819), CHB (N 5 789), and JPT (N 5 785). The slope of one through the origin and the 95%
confidence intervals for the allele frequency differences with respect to the HapMap samples are indicated. b: The cumulative
distribution of the absolute allele frequency differences between the Finnish sample and each of the four HapMap samples. The allele
frequency difference between the Finnish sample and the CEU (solid line), CHB (dashed line), JPT (dotted line), and YRI (alternating
dot and dash line) are indicated.

some SNPs were selected without LD information
or to duplicate tag a large set of SNPs, 22 SNP
pairs with r2Z0.8 in the HapMap CEU sample
were available for further examination. We ranGenet. Epidemiol. DOI 10.1002/gepi

domly selected one SNP from each of the 22 pairs
to represent a SNP that might remain untyped,
and determined the maximum r2 estimate for the
selected SNP with any other SNP in the Finnish
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sample. Seventeen SNPs (77.3%) had r240.8 with
another ‘‘typed’’ SNP and 21 (95.5%) had r240.6
with another ‘‘typed’’ SNP.
HAPLOTYPE FREQUENCIES
AND RECOMBINATION RATES

We selected sets of 3–20 SNPs that had r240.4
with at least one other SNP in the bin. In the
resulting 180 SNP sets, we identified 583 haplotypes with frequency estimates 40.05 in the
HapMap CEU sample. Differences in these 583
Genet. Epidemiol. DOI 10.1002/gepi

haplotype frequency estimates between the
Finnish and HapMap CEU samples were modest
(Fig. 4a), and the Pearson correlation between the
two samples was 0.96. The similarity in haplotype
frequencies was consistent with our results for
allele frequencies (Fig. 1): 67.8, 93.6, and 98.0% of
the 583 haplotypes had absolute frequency difference o0.05, o0.10, and o0.15, respectively, in the
two samples (Fig. 4b). Incorrectly assuming all
haplotypes were phase-known, among 583 observed haplotypes, 120 (20.5%) showed significant
differences in frequency estimates in the two
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the Finnish sample and 0.8–4.6% in the CEU
sample.
Estimated recombination rates showed strong
correlations between Finnish non-diabetic individuals and the CEU individuals (Fig. 5). The
Pearson correlation was 0.82.
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Fig. 5. Estimated recombination rates from the Finnish (top)
and HapMap CEU samples (bottom) calculated using Phase
[Stephens and Donnelly, 2003].

populations at the 0.05 level, 49 (8.4%) at the 0.01
level, and 19 (3.3%) at the 0.001 level. We obtained
similar results using the Gabriel D’ block definitions [Gabriel et al., 2002] implemented in HaploView [Barrett et al., 2005] to define haplotype
blocks using the larger Finnish sample. We also
calculated the haplotype diversity for each SNP
bin [Nei, 1987] and found extremely similar
measures of haplotype diversity in the two
samples (Pearson correlation 0.96).
We examined haplotypes that were observed in
one sample but likely unobserved in the other
sample, defined as a frequency estimate o0.001.
Of 583 haplotypes present in the HapMap CEU
sample with estimated frequency 45%, 4 (0.69%)
were unobserved in the Finnish sample, and,
similarly, of 563 haplotypes with frequency
estimates in the Finnish sample 45%, only 6
(1.1%) were unobserved in the CEU sample. We
also examined whether there were instances of
haplotypes with frequency o5% in one sample
and 410% in the other. Of 357 haplotypes
with frequency estimates 410% in the CEU
sample, we observed 5 haplotypes with frequencies ranging from 10.8–13.3% in the CEU and
3.3–4.1% in the Finnish sample. Conversely, of 386
haplotypes with frequency estimates 410% in the
Finnish sample, we observed 11 haplotypes with
frequency estimates ranging from 10.6–16.0% in

DISCUSSION
We examined the use of the HapMap samples
for selecting tag SNPs for a case-control association study of T2D in Finnish individuals. Allele
frequencies for most SNPs were similar for the
HapMap CEU and Finnish samples; 90% of SNPs
had a frequency in Finnish individuals within 10%
of the HapMap CEU frequency. Although we
observed more SNPs with significantly different
allele frequencies between the CEU and Finnish
samples than expected by chance, the magnitude
of the allele frequency differences generally were
small and did not reduce the utility of tag SNPs to
represent untyped SNPs with r2 estimates, at least
in our limited data of SNP pairs with r240.8 in the
CEU. This was demonstrated by the r2 values
estimated for pairs of adjacent SNPs from the
HapMap CEU sample and the Finnish sample,
which were similar; 75.8% of adjacent marker
pairs had an absolute r2 difference less than 0.10.
r2 estimates for pairs of non-adjacent SNPs at
further distances also showed remarkable similarity between the CEU and Finnish samples
(Fig. 2). We also identified sets of three to 20
SNPs in moderate to high LD and estimated
frequencies for the resulting haplotypes. We found
that the haplotype frequencies were quite similar
between the two samples regardless of the LD level
at which the haplotype sets were constructed, consistent with the similarities in the estimated allele
frequencies. Haplotype diversity can show differences between populations that may interfere with
the ability of SNPs selected based on one population to adequately distinguish haplotypes in
another population [Beaty et al., 2005]. However,
in the Finnish and CEU samples examined here,
haplotype diversity based on estimated haplotype
frequencies within each marker bin showed
strong similarity between the two samples (Pearson correlation 0.96), as were estimates of recombination rate (Fig. 5), which had a Pearson
correlation of 0.82. In contrast, allele frequency
(Fig. 1), r2 (data not shown), and haplotype
frequency estimates (data not shown) in our
Finnish samples were very different from those
Genet. Epidemiol. DOI 10.1002/gepi

188

Willer et al.

for the HapMap YRI, CHB, and JPT samples; this
was expected, as other studies have shown
differences between European, Chinese, and
African samples [Hinds et al., 2005]. However,
the finding that both common and rare haplotypes are often shared between the four HapMap
samples [International HapMap Consortium,
2005] and evidence of strong similarities in allele
frequencies from European samples [Rosenberg
et al., 2002] supports our observation that nearly
all haplotypes observed in the Finnish sample
were also observed in the CEU sample.
Our 17.9-megabase (Mb) region of chromosome
14 is in many ways a typical region of the genome.
It contains 134 unique transcripts (7.55 genes per
Mb) per Ensembl [Birney et al., 2004], similar to
the estimate of 7.49 genes per Mb in the remainder
of the autosomal genome (20,844 genes in
2,782 Mb). The percentage of nucleotides that are
observed in cDNAs (transcribed) is 1.7% in our
region and 1.6% in the rest of the genome (range
of individual autosomes: 0.89–4.3%). The percentage of nucleotides defined as translated into
protein by Ensembl is 0.96% in our region and
0.97% in the rest of the genome (range for
individual autosomes: 0.53–2.9%). The ratio of
centiMorgans (cM) to megabases (Mb) for this
region of chromosome 14 was 1.16, and the
autosomal genome rate estimated from published
linkage maps [Kong et al., 2004] was 1.14 cM/Mb
(range of individual chromosomes (0.98–2.1).
These observations suggest there is nothing
unusual about this region of chromosome 14 that
would prevent generalization of our results to the
rest of the genome.
The primary limitation of our study is that we
did not genotype all 3,481 SNPs in both the
HapMap CEU and Finnish samples to determine
the similarity of allele frequency, r2, and haplotype frequency estimates, and so can make
comparisons only for the 957 SNPs selected
based on the HapMap CEU samples for genotyping in the Finns. In particular, our study
provides limited information on SNP pairs with
r240.80. Still, the data we have in that range
suggest a strong similarity between the two
samples. It also must be acknowledged that any
SNP selection based on HapMap samples, even if
for one of the four genotyped populations, is
limited to the variability captured by the modest
numbers of samples genotyped in HapMap.
SNPs that are untyped in the reference population with no surrogate in HapMap because of
modest LD will not be selected for genotyping
Genet. Epidemiol. DOI 10.1002/gepi

and will remain untested for potential disease
association.
Several previous studies have examined similarities and differences between LD measures and
tag SNPs in various sets of populations. As
expected, closely related populations generally
gave similar results, while more distantly related
populations gave more divergent results. Nejentsev et al. [2004] reported the utility of tag SNP
selection in the region of the vitamin D receptor
gene in a sample comprised mainly of European
families with at least one individual affected with
type 1 diabetes. They genotyped 68 SNPs with
MAF 410% in 1,635 individuals sampled from
Africans from the Gambia and from four European populations: British, Finnish, Norwegian,
and Romanian. They concluded that tag SNP
selection based on one European population was
effective at predicting tag SNPs in the other
Europeans population, but that using European
samples to choose tag SNPs for Gambians or
Gambians to choose tag SNPs for Europeans was
not as effective.
Mueller et al. [2005] genotyped 1,218 individuals
sampled from nine European populations for 169
SNPs with MAF 45% in four genomic regions
totaling 750 kb. They compared the proportion
of population-specific markers, location of haplotype block boundaries, haplotype frequencies, and
tag SNP transferability. Using either pairwise r2 or
haplotype-based tag SNP selection, they concluded that most tag SNPs did not show strong
population differences.
Evans and Cardon [2005] examined data on
4,107 SNPs in a 10-Mb region of chromosome 20
in samples from four populations: 42 Asians from
Japan and China, 97 African-Americans, 46 CEPH
individuals, and 96 UK individuals of western
European ancestry. They saw a strong Spearman
correlation of 0.95 between r2 estimates for the
CEPH and UK samples. Dawson et al. [2002] also
observed highly similar patterns of LD between
CEPH trios and UK individuals on chromosome
22, while Tapper et al. [2003] observed similarities
in linkage disequilibrium unit (LDU) maps based
on these same chromosome 22 data.
LD patterns differed more substantially when
more diverse populations were compared. Sawyer
et al. [2005] concluded that patterns of LD in
three small genomic regions differed substantially
among the sixteen populations they studied: four
European populations (Druze, Danes, Irish, and
European-American), seven African populations
(Biaka, Mbuti, Yoruba, Ibo, Hausa, Ethiopian, and
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African-American), and five Asian populations
(Japanese, Nasioi, Yakut, PimaMX, and R. surui).
However, the authors reported similarity of
haplotype frequencies for samples from the same
geographic region. Examination of one of the
regions suggested strong similarity of haplotypeblock boundaries between the European samples
[Liu et al., 2004].
In summary, we observed strong correlations
in allele frequency, r2, haplotype frequency, and
recombination rate estimates between the HapMap CEU sample and our Finnish sample for 957
SNPs in a 17.9-Mb region of chromosome 14. Our
results suggest that the HapMap CEU samples
provide an adequate basis for tag SNP selection in
Finnish individuals. This finding is consistent
with several previous studies and suggests that
HapMap data will prove useful for the design
of association studies in populations beyond the
four that were genotyped.
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