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Objectives: Several studies suggested chromosome 12 har-
bours an Alzheimer’s disease (AD) risk factor gene.
Significant association of a single nucleotide polymorphism
(SNP) in the 39 UTR of transcription factor CP2 (LBP-1c/CP2/
LSF or TFCP2) at 12q13 was reported in three independent
case-control studies, but no family based analyses have been
performed to date.
Methods: Genotypes for three SNPs were generated in two
independent AD family samples. A meta-analysis on all
published case-control studies was also performed.
Results: The A allele of the 39 UTR SNP was associated with
increased risk for AD in one sample (odds ratio (OR) 2.1,
95% confidence interval (95% CI) 1.1 to 4.3), but not in the
other, possibly due to low power. Haplotype analyses
showed that this allele is part of a putative risk-haplotype
overtransmitted to affected individuals in one sample and in
both samples combined. Meta-analysis of the previously
associated 39 UTR SNP showed a trend towards a protective
effect of the A allele in AD (OR 0.73, 95% CI 0.5 to 1.1).
Conclusions: This is the first study to examine LBP-1c/CP2/
LSF in AD families, and the fifth to independently show
significant association. While our results support a role of this
gene in AD pathogenesis, the direction of the effect remains
uncertain, possibly indicating linkage disequilibrium with
another variant nearby.

A
lzheimer’s disease (AD) is a neurodegenerative dis-
order with a complex genetic background. The rare,
early onset autosomal dominant forms of AD are

caused by mutations in three genes (APP, PSEN1, and
PSEN2), all of which lead to an increase in b amyloid protein
(Ab) levels in brain.1 Disease onset is typically before the
sixth decade of life, and pathogenic mutations display
virtually 100% penetrance. The more common late onset
form of AD (that is, with disease onset usually between 60
and 80 years of age) is likely governed by genetic suscept-
ibility factors of smaller effect and greatly reduced pene-
trance, which are transmitted in a non-Mendelian fashion.2

The only established risk factor to date is the e4 allele of
apolipoprotein E (APOE) on chromosome 19q13, which is
involved in the accumulation and/or clearance of Ab in the
brain of AD patients.3 While several dozen papers are
published each year claiming or refuting association with
additional candidate genes on just about every chromosome,
none of these has been unequivocally confirmed.4

Since the discovery of APOE e4, numerous laboratories
worldwide have performed either linkage, or association
based, full genome screens in search of other AD predispos-
ing variants. Linkage to chromosome 12 was one of the first
major signals to emerge from these efforts. However, while

some studies predominantly observed the strongest findings
on the short arm of this chromosome (on 12p13, near
10 Mb)5–7, other groups detected more pronounced linkage
approximately 40 Mb distal (on 12q13, near 50 Mb).8 9 To
date, it remains unclear whether these signals are caused by
the same underlying locus, or are actually the result of two
distinct genes. The latter hypothesis is supported by the fact
that there is at least one candidate gene in each region that
has received independent confirmation—albeit not unequi-
vocally—in at least ten studies: a2-macroglobulin (A2M) on
12p13, and the lipoprotein receptor related protein-1 (LRP1)
on 12q13 (reviewed in Bertram and Tanzi10 and in Saunders et
al11). Other candidates on chromosome 12 reported to be
associated with AD include: on 12p13, oxidised lipoprotein
receptor-1 (OLR1), and on 12q13, transcription factor CP2
(LBP-1c/CP2/LSF) and neurotrophin-3 (NTF3). Of these, LBP-
1c/CP2/LSF (also known as TFCP2) has received the most
consistent support from independent groups with four papers
reporting significant association, and thus far no published
negative study.12–15

LBP-1c/CP/LSF encodes a nuclear transcription factor that
regulates the expression of A2M and glycogen synthase
kinase-3b (GSK3b),16 17 and also interacts with Fe65,18 which
serves as an adapter molecule for the cytoplasmic domain of
Ab precursor protein (APP), and may also be involved in the
regulation of gene expression via interaction with the APP
intracellular domain (AICD).19 The original paper associating
LBP-1c/CP/LSF with AD examined three independent case-
control series from France, the US, and the UK (table 1).12

While two of these (France and UK) showed a significant
protective effect in carriers of the A allele at a single
nucleotide polymorphism (SNP) in the 39 UTR of the gene,
the authors detected no significant association in the US
sample. Combining all three populations revealed a signifi-
cantly decreased risk of developing AD in carriers of the A
allele v the G/G genotype (odds ratio (OR) 0.58, 95%
confidence intervals (95% CI) 0.44 to 0.75; table 1). Two
subsequent independent case-control studies by Taylor et al13

and Luedecking-Zimmer et al14 replicated the protective effect
of the A allele with similar effect sizes (table 1). Finally, a
fourth case-control study from Italy also detected a sig-
nificant association between this SNP and AD.15 In contrast
to the other papers, however, the data of this report
suggested an over-representation of the A allele in AD cases
v controls. To date, there are no published reports investigat-
ing the potential role of the LBP-1c/CP2/LSF gene in family
based AD datasets, which have the advantage of being
unbiased in the presence of population admixture. In this
study we have examined a total of three SNPs in LBP-1c/CP2/

Abbreviations: AD, Alzheimer’s disease; CAG, Consortium on
Alzheimer’s Genetics; CLR, conditional logistic regression; LD, linkage
disequilibrium; OR, odds ratio; PDT, pedigree disequilibrium test; SNP,
single nucleotide polymorphism; 95% CI, 95% confidence interval
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LSF in two independent and carefully ascertained and
evaluated AD family samples, and provide further support
for a significant role of this gene in contributing to overall AD
risk.

METHODS
Samples
The NIMH AD genetics init iative study sample
Subjects were collected following a standardised protocol
applying NINCDS/ADRDA criteria for the diagnosis of AD.20

Over the 10 years that the participating families have been
followed, a clinical diagnosis of AD has been confirmed at
autopsy in 94% of the cases.21 The NIMH sample includes
1439 individuals (69% female) from 437 families with at least
two affected individuals (994 affected individuals (mean
(SD) age of onset 72.4 (7.7) years, range 50–97 years), 411
unaffected individuals, and 34 with unknown phenotype.

Consortium on Alzheimer’s Genetics (CAG) study
sample
Subjects for this second, independently ascertained, AD
family sample were collected under the auspices of the
Consortium on Alzheimer’s Genetics, a collaborative effort of
the Massachusetts AD Research Center, the University of
California, Los Angeles, the University of California, San
Diego, and the University of Rochester Medical Center.22

NINCDS/ADRDA criteria were used for a clinical diagnosis
of AD, and probands were included only if they had at least
one unaffected living sibling willing to participate in this
study. Unlike the NIMH sample, no affected individual
beyond the proband was required; thus, the vast majority of
families are not multiplex. Currently, data and specimen
collection is completed for 489 individuals (62.6% female)
from 217 sibships in which all affected individuals displayed
an onset age >50 years (n=224 affected individuals (mean
(SD) age of onset 71.2 (9.1) years, range 50–89 years),
n=265 unaffected individuals). Most sibships consisted of
just one discordant sibpair, but in 41 families there were
more than two siblings available.

Genotyping
Genotypes for a total of three polymorphisms (that is, the
original 39 UTR SNP, rs4438107 (,10 kb proximal), and
rs10876135 (773 bp distal)) in LBP-1c/CP/LSF were generated
using fluorescent polarisation detected single base extension
(FP-SBE) on a Criterion Analyst AD (Molecular Devices,
Sunnyvale, CA). PCR primers were designed to yield a
product of approximately 250 bp in length and added to

,10 ng of genomic DNA using individually optimised PCR
conditions (sequences available on request). PCR primers and
unincorporated dNTPs were degraded by the direct addition
of exonuclease I (0.1–0.15 U/rxn) and shrimp alkaline
phosphatase (1 U/rxn). The single base extension step was
carried out using Thermosequenase (0.4 U/rxn) and the
appropriate mix of R110-ddNTP, TAMRA-ddNTP (3 mM),
and all four unlabeled ddNTPs (22 or 25 mM) to the Exo1/
SAP treated PCR product. To assess genotyping quality and
ensure consistency of the genotyping calls, ,10% of the
samples were randomly duplicated and genotyped twice. For
all three SNPs combined, average genotyping efficiency was
97.8%, and the discrepancy rate (based on comparison to
blinded duplicated samples) was below 0.3% in both samples.

Statistical analyses
Single locus and haplotype based tests of association were
done in FBAT (v.1.5.3). FBAT uses a generalised score
statistic to perform a variety of TDT type tests and despite
the true underlying genetic model, FBAT performs best
assuming an additive genetic model, which was used here.23

We used the empirical variance function of the program to
account for the presence of linkage in the area24 (as was
suggested by previous studies), and an equal weight offset
correction to incorporate genotypes from both affected and
unaffected individuals. All analyses were performed on the
full NIMH sample, the CAG sample, and on the two samples
combined. All single locus analyses were repeated using the
pedigree disequilibrium test (PDT)25 26 to confirm results
obtained with FBAT (note that the PDT currently does not
accommodate haplotype tests). While both tests compute
valid p values under the null hypothesis of linkage but no
association, the PDT statistic can be less efficient under some
circumstances as it only includes discordant sibships and
ignores families where only affected siblings are available.
Further, to assess the magnitude of any potential effect on
disease risk for the 39 UTR SNP, we performed conditional
logistic regression (CLR) stratified on family,27 comparing
carriers of the A allele to carriers of the GG genotype. All OR
are adjusted for age, gender, and APOE e4 allele status. Note
that confidence intervals may be too narrow because CLR
may slightly underestimate the standard errors when multi-
ple affected and unaffected subjects are included in each
family. However, the magnitude of this effect is expected to
be small unless genetic effects are very large.28 Finally, to
assess whether families showing association with the 39 UTR
SNP in LBP-1c/CP/LSF overlap with families associated with
the intron 18 deletion in A2M,11 we determined for both
polymorphisms which of the NIMH pedigrees showed

Table 1 Summary of published case-control AD association studies for the 39 UTR SNP in LBP-1c/CP/LSF

Study

AD cases Normal controls Results

Subjects, n
(% women)

Onset age,
mean (SD)

Subjects, n
(% women)

Age,
mean (SD)

A allele
frequency
(AD v CTRL) OR (95% CI)

Panza et al15

Italy 166 (63%) 69.4 (10.3) 225 (68%) 71.3 (10.4) 0.06 v 0.02 2.97 (1.33 to 6.66)
Luedecking-Zimmer et al14

USA 564 (68%) 77.3 (6.4) 523 (66%) 76.8 (6.3) 0.05 v 0.07 0.65 (0.43 to 0.96)
Taylor et al13

UK 239 (64%)* 81.2 (7.8) 342 (59%)* 82.1 (3.8) 0.05 v 0.08 0.59 (0.35 to 1.00)
Lambert et al12

All combined 1139 (64.6%) 70.5 (6.6) 1317 (62.5%) 73.4 (9.2) 0.04 v 0.07 0.58 (0.44 to 0.75)
UK 159 (67%) 65.7 (11.1) 205 (51%) 60.8 (11.3) 0.04 v 0.09 0.46 (0.23 to 0.93)
USA 296 (67%) 75.7 (0.2) 462 (67%) 79.2 (9.3) 0.06 v 0.07 0.87 (0.56 to 1.38)
France 684 (63%) 69.4 (8.4) 650 (63%) 73.2 (8.6) 0.04 v 0.07 0.48 (0.33 to 0.70)

Studies are shown in chronological order, with the most recent study listed first. Odds ratios (ORs) and 95% confidence intervals (CI) as reported by authors; some
ORs are adjusted for co-variables (like age, gender, and APOE e4 status) and might thus vary slightly from the crude ORs presented in fig 1, which were used to
calculate summary ORs.
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transmission of at least two risk alleles to affected individuals
(using the Viewstat option in FBAT).

Haplotype block predictions
Haplotype blocks were estimated using the program
Haploview based on the four gamete rule (fourth gamete at
0.02 frequency; see Haploview website for details at http://
www.broad.mit.edu/personal/jcbarret/haploview/index.php).
Haploview was also used for the calculation of pairwise
linkage disequilibrium (LD) measures across all three SNPs.

Meta analysis
Study specific crude ORs and 95% CIs were calculated from
the raw data for each of the case-control studies investigating
the association between the LBP-1c/CP/LSF 39 UTR SNP and
AD. The Q statistic, a test for heterogeneity among the study
specific ORs, that is distributed approximately as x2 with k21
degrees of freedom (k=number of studies),29 resulted in a p
value ,0.1, suggesting significant between-study heteroge-
neity. Therefore, to calculate a summary OR for all studies,
we used the DerSimonian and Laird30 random effects model,
which utilises weights that incorporate both the within study
and between study variance. Note the ORs estimated from
the CLR in our family based analyses are adjusted for a
number of co-variables (see above), which is why we elected
not to combine them with the crude or differently adjusted
ORs from the case-control studies. Statistical Analysis System
(SAS) was used for the statistical analyses and resulting
graphs.

RESULTS
The results of the single locus and haplotype association
analyses are shown in table 2. Allele frequencies, as
estimated by FBAT, were very similar for all three SNPs in
both samples, and for the 39 UTR SNP are comparable to the
previous reports (see legend to table 2). Genotype frequencies
for all SNPs were in Hardy-Weinberg equilibrium (p.0.90).
Testing the 39 UTR SNP in FBAT revealed significant
overtransmission of the A allele to affected individuals in
the NIMH families (p=0.05). This was confirmed using the
PDT (p=0.04), and resulted in a significant risk increase in
carriers of the A allele v non-carriers (OR 2.1, 95% CI 1.1 to
4.3) using CLR stratified on family. Due to the low numbers,
heterozygous and homozygous A allele carriers could not be
examined separately, but all three subjects carrying the A/A
genotype were affected (two autopsy confirmed, one clinical
AD diagnosis), in accordance with the observation that the A
allele confers risk in this sample. While the same allele was
also overtransmitted to affected individuals in families of the

CAG sample resulting in a similar effect size estimate as for
the NIMH families, this did not reach statistical significance
in any of the analyses (OR 2.1, 95% CI 0.5 to 8.5), possibly
due to low power in this overall smaller sample. Also, there
were no homozygous A allele carriers in these families.
However, combining both samples yielded slightly decreased
p values (FBAT=0.03; PDT=0.02) and narrower confidence
intervals in the effect size estimates (OR 2.1, 95% CI 1.1 to
3.7). In addition to these findings, one of the other two tested
SNPs (that is, rs10876135, located 773 bp further 39) also
showed significant association in the NIMH but not in the
CAG sample (p=0.04 and 0.2, respectively; table 2). All three
SNPs showed strong pairwise LD and were estimated to
reside within the same haplotype block, which is in good
agreement with predictions from the International HapMap
Project (http://www.hapmap.org/). Thus, all three SNPs were
combined in the haplotype analyses which showed evidence
for one rare haplotype (H4) being significantly overtrans-
mitted to affected individuals in the NIMH sample (p=0.03;
table 2). A similar frequency and transmission pattern for
this haplotype were observed in the CAG families, although
the overtransmission to affected individuals did not reach
statistical significance, again possibly due to low power.
However, as for the 39 UTR SNP, the association signal of this
haplotype was strongest when both samples were combined
(p=0.01). None of these SNPs showed a significant
interaction with APOE e4, gender, or onset age in our CLR
analyses (data not shown). This is noteworthy because most
of the previous studies demonstrating a protective role for the
A allele of the 39 UTR SNP were comprised of late onset AD
samples. In this study, however, effect size estimates are
quite comparable in families of late (OR 1.8 (1.0–3.2)) and
early/mixed onset (OR 2.2 (0.7–7.2); combined sample).
Combining all four previously published case-control

studies into one meta-analysis revealed an overall protective
effect of the A allele, although this did not reach statistical
significance when all six independent case-control series
were considered (0.73, 95% CI 0.5 to 1.1; fig 1). Interestingly,
allele-frequency estimates across studies were quite similar
for the AD cases (ranging from 0.04 to 0.06), but were
considerably more variable in the control populations
(ranging from 0.02 to 0.09; table 1). In an attempt to reduce
this variability, we removed the two populations with the
most extreme allele frequency estimates in healthy controls
(that is, Panza et al15 and the UK sample from Lambert et al12)
and repeated the analyses. As expected, the resulting
summary OR proved somewhat more stable, indicating a
significant protective effect across the remaining samples
(OR 0.62, 95% CI 0.5 to 0.8; fig 1).

Table 2 Association analyses of three SNPs in LBP-1c/CP/LSF in two independent family samples

Single locus analyses*
Haplotype analyses�

rs4438107 39 UTR Rs10876135

FBAT z score (p) z score (p) z score (p) Allele z score (p)

NIMH (n = 437) 20.4 (0.7) 1.9 (0.05) 22.0 (0.04) H4 2.1 (0.03)
CAG (n = 217) 0.5 (0.6) 1.1 (0.3) 1.4 (0.2) H4 1.3 (0.2)
Combined (n = 654) 0 (1) 2.2 (0.03) 20.9 (0.4) H4 2.5 (0.01)

PDT x2 (p) x2 (p) x2 (p)

NIMH (n = 437) 0.5 (0.5) 5.1 (0.02) 2.8 (0.09) – –
CAG (n = 217) 1.2 (0.3) 0.5 (0.5) 1.5 (0.2) – –
Combined (n = 654) 0 (0.9) 5.5 (0.02) 2.1 (0.15) – –

*Minor allele frequencies in the NIMH (CAG) sample are: rs4438107 (T) = 0.46 (0.47), 39UTR (A) = 0.06 (0.07), rs10876135 (T) = 0.08 (0.06). z score for minor
allele or denoted haplotype allele (positive values indicate overtransmission to affected individuals).
�Haplotype frequencies in the NIMH (CAG) sample are: H1 (C-G-C) = 0.51 (0.48), H2 (T-G-C) = 0.39 (0.43), H3 (T-G-T) = 0.06 (0.04), H4 (C-A-C) = 0.04 (0.04).
Association statistics are presented for risk associated haplotype (H4) and 1 df.
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DISCUSSION
This is the first study to assess the previously reported
association between LBP-1c/CP2/LSF and AD using family
based methods. Examining two independently ascertained
and carefully characterised AD family samples, we observed a
significant risk effect of the A allele of the 39 UTR SNP in the
NIMH families, and a similar but insignificant effect in the
smaller CAG dataset. Combining both samples resulted in the
same effect size estimate as for the NIMH families alone,
with slightly narrower confidence intervals. This could
indicate that the A allele is also a risk factor in the CAG
families, which possibly remained undetected due to insuffi-
cient power. Interestingly, only two of the NIMH families
found to be associated with LBP-1c/CP2/LSF here also show
association with the intron 18 deletion in A2M published
earlier by our group using the same NIMH dataset,11 if
association is assumed when at least two risk alleles are
transmitted (as indicated by the Viewstat function in FBAT;
see Methods) to affected individuals for each polymorphism.
This suggests that these two genes, which are located
,40 Mb apart on chromosome 12, likely function as
independent risk factors.
In addition to the findings with the previously reported 39

UTR SNP, we also detected evidence of association with a
nearby second SNP (rs10876135) in the NIMH families. It is
interesting that the minor allele (that is, T) of this SNP was
undertransmitted to affected individuals, reminiscent of the
transmission pattern observed in all but one previous case-
control study for the 39 UTR SNP. Overtransmitted alleles for
both SNPs were located on a rare haplotype (H4), which was
associated with risk for AD in the NIMH sample. A similar
overtransmission was found in the CAG sample, although
this did not reach statistical significance, possibly due to low
power (that is, there were only 17 informative transmissions
v 30 in the NIMH sample). Taken together, our findings
clearly support and extend the previously suggested role of
the LBP-1c/CP2/LSF gene in AD pathogenesis.
Thus far, only one study has investigated the poten-

tial consequences of the 39 UTR SNP on LBP-1c/CP2/LSF

expression and protein function.12 These experiments were
somewhat preliminary and revealed that the A allele—which
the same authors found to be underrepresented (that is,
protective) in their AD cases as compared to controls—had a
lower affinity to nuclear proteins in neuroblastoma cells
using electrophoresis mobility shift assays, potentially sug-
gesting a decreased function of this nuclear transcription
factor. However, when LBP-1c/CP2/LSF mRNA expression was
compared in lymphocytes from AD cases and controls, the A
allele carriers showed no detectable differences. In fact, only
the affected G/G carriers showed an overall reduced expres-
sion of this gene in cases v controls. However, the numbers in
these latter experiments were very low (only three A allele
carriers in each group) and were only performed in peripheral
blood cells. Thus, no inference can be currently drawn from
these data regarding any pathophysiological consequences in
the brain.
Despite these promising findings, there remains discre-

pancy with respect to the direction of the potential effect
uncovered by the genetic analyses, where two studies now
show a risk effect, while three studies favour a protective role
for the A allele. There are at least three conceivable scenarios
to explain the observed discrepancies across studies. The first
possibility is that LBP-1c/CP2/LSF is not an AD susceptibility
gene, and the previously published reports constitute false-
positive findings published on the basis of publication bias.
While currently the possibility of publication bias cannot be
assessed reliably due to the limited number of studies, this
scenario appears unlikely as it is typically only an issue for
the first, and usually positive, publication.31 In AD and other
genetically complex diseases, the majority of promising initial
findings are followed by a number of non-confirmative
studies, which—at least in the past—have mostly out-
weighed the positive results. However and as mentioned
earlier, LBP-1c/CP2/LSF has thus far been quite remarkable in
that only positive studies have been published following the
initial report, our study being no exception. A second
explanation for the discrepant findings is that the families
driving the association in our analyses (that is, NIMH) were
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Figure 1 Meta-analysis estimating summary ORs of all published case-control association studies for LBP-1c/CP2/LSF in AD. The three independent
case-control samples described in the study by Lambert et al12 are considered separately. For all samples, crude ORs were determined from published
genotype distributions in cases v controls; summary ORs are based on these crude ORs. ‘‘All’’ represents the summary OR across all published studies;
‘‘All excl extreme controls’’ represents the summary OR after removing samples with extreme allele frequencies in the control populations (that is, the
UK sample in Lambert et al12 and the sample in Panza et al15). Filled squares represent sample specific crude ORs (sizes of squares are directly
proportional to the sample sizes) and filled diamonds summary ORs; lines represent 95% CI. See Methods section for details.
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ascertained based on the presence of at least two AD cases in
first degree relatives of the same pedigree, while all previous
samples did not specifically consider family history. This
could potentially lead to the sampling of genetically distinct
populations, that is, samples that are governed by different
genetic risk factors and risk alleles. However, the observation
that at least one other investigation (by Panza et al) also
described an over-representation of the A allele in their AD
cases as compared to controls, suggests that differences in
ascertainment are probably not responsible for the observed
differences in allele and genotype distributions across
studies. Finally, it is possible that the 39 UTR SNP is not
actually pathogenic, but that the observed associations
merely reflect LD with another genetic variant nearby. In
this case, the—still elusive—true disease predisposing variant
would have independently occurred on the haplotype back-
ground of the major allele in four of the examined case-
control populations, while in the sample by Panza et al and
our study it has arisen coupled with the minor allele. In the
former samples the A allele would thus appear as protective
(since the actual risk allele is actually in LD with the G allele
at the 39 UTR SNP), while in the latter cases it would appear
as a risk factor. On the other hand, there could be several
independent and rare disease modifying variants within the
LBP-1c gene, which would have also arisen on different
haplotype backgrounds (for example, similar to what is
observed for PSEN1). Both alternatives are consistent with
the analyses provided in this study, which—at least in the
families analysed here—favour the existence of risk increas-
ing variant(s) on the H4 background. It is noteworthy that
similar observations, that is, significant associations with
opposite alleles across different samples and populations,
have actually been reported with several other AD candidate
genes in the past (for example, A2M (recently reviewed in
Saunders et al11), LRP1,32 33 tumour necrosis factor a
(TNFA),34 35 and butyrylcholinesterase K (BChE-K)36 37). If
they do not merely represent a collection of varying false-
positive findings, these differences could be attributed to the
different patterns of LD across populations of different origin
and/or differing degrees of population heterogeneity. While
we favour this last alternative as the most likely explanation
for the observed differences with the 39 UTR SNP, clearly
more studies need to be performed on the potential
association of this and possibly other polymorphisms in
LBP-1c/CP2/LSF and AD.
In conclusion, we provide additional and independent

evidence suggesting that genetic variants in LBP-1c/CP2/LSF
significantly alter the risk for developing AD. More studies
will need to be performed to further establish this associa-
tion, and to more definitively assess which variant(s) are
actually responsible for the observed effects and how they
affect disease pathogenesis.

ACKNOWLEDGEMENTS
The authors wish to thank all families for participating in this study.

ELECTRONIC-DATABASE INFORMATION

The Haploview website can be found at http://
www.broad.mit.edu/personal/jcbarret/haploview/
index.php and International HapMaP Project can be
found at http://www.hapmap.org/.

Authors’ affiliations
. . . . . . . . . . . . . . . . . . . . .

L Bertram, M Parkinson, K Mullin, M Hsiao, R Menon, R E Tanzi,
Genetics and Aging Research Unit, MassGeneral Institute for
Neurodegenerative Diseases (MIND), Department of Neurology,
Massachusetts General Hospital, Harvard Medical School, Charlestown,
MA, USA

M B McQueen, Department of Biostatistics, Harvard School of Public
Health, Boston, MA, USA
T J Moscarillo, D Blacker, Gerontology Research Unit, Department of
Psychiatry, Massachusetts General Hospital, Harvard Medical School,
Charlestown, MA, USA

This work was sponsored by grants from the NIMH, the NIA (ADRC),
and the Alzheimer Association. LB was a fellow of the Deutsche
Forschungsgemeinschaft (DFG) and now receives a fellowship from the
Harvard Center for Neurodegeneration and Repair (HCNR), Core A,
and a stipend from the National Alliance for Research on Schizophrenia
and Depression (NARSAD). MBM is supported by a National Research
Service Award, Training Program in Psychiatric Epidemiology and
Biostatistics (T32 MH17119).

Competing interests: none declared

Correspondence to: Dr Rudolph E Tanzi, Genetics and Aging Research
Unit, MGH-East (MIND), 114 16th St., Charlestown, MA 02129, USA;
tanzi@helix.mgh.harvard.edu

Revised version received 16 December 2004
Accepted for publication 6 January 2005

REFERENCES
1 Selkoe DJ. Deciphering the genesis and fate of amyloid beta-protein yields

novel therapies for Alzheimer disease. J Clin Invest 2002;110(10):1375–81.
2 Tanzi RE, Bertram L. New frontiers in Alzheimer’s disease genetics. Neuron

2001;32(2):181–4.
3 Strittmatter WJ, Saunders AM, Schmechel D, Pericak-Vance M, Enghild J,

Salvesen GS, Roses AD. Apolipoprotein E: high-avidity binding to beta-
amyloid and increased frequency of type 4 allele in late-onset familial
Alzheimer disease. Proc Natl Acad Sci U S A 1993;90(5):1977–81.

4 Bertram L, Tanzi RE. Alzheimer’s disease: one disorder, too many genes?
Hum Mol Genet 2004;13(Spec No 1):R135–41.

5 Wu WS, Holmans P, Wavrant-DeVrieze F, Shears S, Kehoe P, Crook R,
Booth J, Williams N, Perez-Tur J, Roehl K, Fenton I, Chartier-Harlin MC,
Lovestone S, Williams J, Hutton M, Hardy J, Owen MJ, Goate A. Genetic
studies on chromosome 12 in late-onset Alzheimer disease. JAMA
1998;280(7):619–22.

6 Mayeux R, Lee JH, Romas SN, Mayo D, Santana V, Williamson J, Ciappa A,
Rondon HZ, Estevez P, Lantigua R, Medrano M, Torres M, Stern Y, Tycko B,
Knowles JA. Chromosome-12 mapping of late-onset Alzheimer disease
among Caribbean Hispanics. Am J Hum Genet 2002;70(1):237–43.

7 Myers A, Wavrant De-Vrieze F, Holmans P, Hamshere M, Crook R,
Compton D, Marshall H, Meyer D, Shears S, Booth J, Ramic D, Knowles H,
Morris JC, Williams N, Norton N, Abraham R, Kehoe P, Williams H,
Rudrasingham V, Rice F, Giles P, Tunstall N, Jones L, Lovestone S, Williams J,
Owen MJ, Hardy J, Goate A. Full genome screen for Alzheimer disease: stage
II analysis. Am J Med Genet 2002;114(2):235–44.

8 Pericak-Vance MA, Bass MP, Yamaoka LH, Gaskell PC, Scott WK,
Terwedow HA, Menold MM, Conneally PM, Small GW, Vance JM,
Saunders AM, Roses AD, Haines JL. Complete genomic screen in late-onset
familial Alzheimer disease. Evidence for a new locus on chromosome 12.
JAMA 1997;278(15):1237–41.

9 Rogaeva E, Premkumar S, Song Y, Sorbi S, Brindle N, Paterson A, Duara R,
Levesque G, Yu G, Nishimura M, Ikeda M, O’Toole C, Kawarai T, Jorge R,
Vilarino D, Bruni AC, Farrer LA, St George-Hyslop PH. Evidence for an
Alzheimer disease susceptibility locus on chromosome 12 and for further locus
heterogeneity. JAMA 1998;280(7):614–8.

10 Bertram L, Tanzi RE. Dancing in the dark? The status of late-onset Alzheimer’s
disease genetics. J Mol Neurosci 2001;17(2):127–36.

11 Saunders AJ, Bertram L, Mullin K, Sampson AJ, Latifzai K, Basu S, Jones J,
Kinney D, MacKenzie-Ingano L, Yu S, Albert MS, Moscarillo TJ, Go RC,
Bassett SS, Daly MJ, Laird NM, Wang X, Velicelebi G, Wagner SL, Becker DK,
Tanzi RE, Blacker D. Genetic association of Alzheimer’s disease with multiple
polymorphisms in alpha-2-macroglobulin. Hum Mol Genet
2003;12(21):2765–76.

12 Lambert JC, Goumidi L, Vrieze FW, Frigard B, Harris JM, Cummings A,
Coates J, Pasquier F, Cottel D, Gaillac M, St Clair D, Mann DM, Hardy J,
Lendon CL, Amouyel P, Chartier-Harlin MC. The transcriptional factor LBP-1c/
CP2/LSF gene on chromosome 12 is a genetic determinant of Alzheimer’s
disease. Hum Mol Genet 2000;9(15):2275–80.

13 Taylor AE, Yip A, Brayne C, Easton D, Evans JG, Xuereb J, Cairns N,
Esiri MM, Rubinsztein DC. Genetic association of an LBP-1c/CP2/LSF gene
polymorphism with late onset Alzheimer’s disease. J Med Genet
2001;38(4):232–3.

14 Luedecking-Zimmer E, DeKosky ST, Nebes R, Kamboh MI. Association of the
39 UTR transcription factor LBP-1c/CP2/LSF polymorphism with late-onset
Alzheimer’s disease. Am J Med Genet 2003;117B(1):114–7.

15 Panza F, D’Introno A, Colacicco AM, Capurso C, Basile AM, Torres F,
Capurso A, Solfrizzi V. LBP-1c/CP2/LSF gene polymorphism and risk of
sporadic Alzheimer’s disease. J Neurol Neurosurg Psychiatry
2004;75(1):166–8.

16 Bing Z, Reddy SA, Ren Y, Qin J, Liao WS. Purification and characterization of
the serum amyloid A3 enhancer factor. J Biol Chem
1999;274(35):24649–56.

LBP-1c/CP2/LSF association in AD families 861

www.jmedgenet.com

http://jmg.bmj.com


17 Lau KF, Miller CC, Anderton BH, Shaw PC. Molecular cloning and
characterization of the human glycogen synthase kinase-3beta promoter.
Genomics 1999;60(2):121–8.

18 Zambrano N, Minopoli G, de Candia P, Russo T. The Fe65 adaptor protein
interacts through its PID1 domain with the transcription factor CP2/LSF/LBP1.
J Biol Chem 1998;273(32):20128–33.

19 Cao X, Sudhof TC. A transcriptionally [correction of transcriptively] active
complex of APP with Fe65 and histone acetyltransferase Tip60. Science
2001;293(5527):115–20.

20 Blacker D, Albert MS, Bassett SS, Go RC, Harrell LE, Folstein MF. Reliability
and validity of NINCDS-ADRDA criteria for Alzheimer’s disease. The National
Institute of Mental Health Genetics Initiative. Arch Neurol
1994;51(12):1198–204.

21 Blacker D, Bertram L, Saunders AJ, Moscarillo TJ, Albert MS, Wiener H,
Perry RT, Collins JS, Harrell LE, Go RC, Mahoney A, Beaty T, Fallin MD,
Avramopoulos D, Chase GA, Folstein MF, McInnis MG, Bassett SS, Doheny KJ,
Pugh EW, Tanzi RE. Results of a high-resolution genome screen of 437
Alzheimer’s disease families. Hum Mol Genet 2003;12(1):23–32.

22 Mullin K, Bertram L, Moscarillo TJ, Becker KD, Wang C, Growdon J,
Blacker D, Tanzi RE. Genetic association within the IDE region on chromosome
10 - The Consortium on Alzheimer’s Genetics (CAG). Poster (abstract no.
202.8) presented at the 33rd Annual Meeting of the Society for Neuroscience,
New Orleans, LA, 2003.

23 Rabinowitz D, Laird N. A unified approach to adjusting association tests for
population admixture with arbitrary pedigree structure and arbitrary missing
marker information. Hum Hered 2000;50(4):211–23.

24 Lake SL, Blacker D, Laird NM. Family-based tests of association in the
presence of linkage. Am J Hum Genet 2000;67(6):1515–25.

25 Martin ER, Monks SA, Warren LL, Kaplan NL. A test for linkage and
association in general pedigrees: the pedigree disequilibrium test. Am J Hum
Genet 2000;67(1):146–54.

26 Martin ER, Bass MP, Kaplan NL. Correcting for a potential bias in the pedigree
disequilibrium test. Am J Hum Genet 2001;68(4):1065–7.

27 Witte JS, Gauderman WJ, Thomas DC. Asymptotic bias and efficiency in
case-control studies of candidate genes and gene-environment interactions:
basic family designs. Am J Epidemiol 1999;149(8):693–705.

28 Siegmund KD, Langholz B, Kraft P, Thomas DC. Testing linkage disequilibrium
in sibships. Am J Hum Genet 2000;67(1):244–8.

29 Laird NM, Mosteller F. Some statistical methods for combining experimental
results. Int J Technol Assess Health Care 1990;6(1):5–30.

30 DerSimonian R, Laird N. Meta-analysis in clinical trials. Control Clin Trials
1986;7(3):177–88.

31 Ioannidis JP, Ntzani EE, Trikalinos TA, Contopoulos-Ioannidis DG. Replication
validity of genetic association studies. Nat Genet 2001;29(3):306–9.

32 Sanchez-Guerra M, Combarros O, Infante J, Llorca J, Berciano J, Fontalba A,
Fernandez-Luna JL, Pena N, Fernandez-Viadero C. Case-control study and
meta-analysis of low density lipoprotein receptor-related protein gene exon 3
polymorphism in Alzheimer’s disease. Neurosci Lett 2001;316(1):17–20.

33 Kolsch H, Ptok U, Mohamed I, Schmitz S, Rao ML, Maier W, Heun R.
Association of the C766T polymorphism of the low-density lipoprotein
receptor-related protein gene with Alzheimer’s disease. Am J Med Genet
2003;121B(1):128–30.

34 Perry RT, Collins JS, Wiener H, Acton R, Go RC. The role of TNF and its
receptors in Alzheimer’s disease. Neurobiol Aging 2001;22(6):873–83.

35 Alvarez V, Mata IF, Gonzalez P, Lahoz CH, Martinez C, Pena J,
Guisasola LM, Coto E. Association between the TNFalpha-308 A/G
polymorphism and the onset-age of Alzheimer disease. Am J Med Genet
2002;114(5):574–7.

36 Lehmann DJ, Johnston C, Smith AD. Synergy between the genes for
butyrylcholinesterase K variant and apolipoprotein E4 in late-onset confirmed
Alzheimer’s disease. Hum Mol Genet 1997;6(11):1933–6.

37 Hiltunen M, Mannermaa A, Helisalmi S, Koivisto A, Lehtovirta M,
Ryynanen M, Riekkinen P Sr, Soininen H. Butyrylcholinesterase K variant and
apolipoprotein E4 genes do not act in synergy in Finnish late-onset
Alzheimer’s disease patients. Neurosci Lett 1998;250(1):69–71.

A Uzumcu, H Kayserili, M Y Apak, O
Uyguner, Bernd Wollnik*, Child Health
Institute, Division of Medical Genetics,
Istanbul University, Istanbul, Turkey
A Gezer, Department of Ophthalmology,

Istanbul Faculty of Medicine, Istanbul
University
S H Gultekin, Department of Pathology,

Section of Neuropathology, Mount Sinai
School of Medicine of New York University
H-C Hennies, P Nurnberg, Gene

Mapping Center and Department of
Molecular Genetics, Max Delbruck Center
for Molecular Genetics, Berlin, Germany
* Co-senior authors who contributed

equally to this research

Correspondence to:
Professor Robert J Desnick, PhD, MD,

Department of Human Genetics, Mount
Sinai School of Medicine, 1425 Madison
Avenue, Box 1498, New York, NY 10029,
USA; rjdesnick@mssm.edu
or
Bernd Wollnik, MD, Institute of Child

Health, Division of Medical Genetics,
Istanbul University, Millet Caddesi, Capa,
34390 Istanbul, Turkey; wollnik@superonli-
ne.com
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