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oINSERM U614, Faculté de Ḿedecine-Pharmacie de Rouen, Rouen, France
pVanderbilt Center for Human Genetics Research, Vanderbilt University Medical Center, Nashville, TN, USA
qDepartment of Neuroscience, Neurological Clinic, University of Pisa, Pisa, Italy
rINSERM U897, Victor Segalen University, Bordeaux, France

ISSN 1387-2877/10/$27.50 2010 – IOS Press and the authors. All rights reserved



2 J.-C. Lambert et al. / CALHM1 and Alzheimer’s Disease: a Meta-Analysis

sINSERM U708, Paris, France
tUPMC Univ. Paris 06, Paris, France
uMemory Clinic and Department of Neurology, ZNA Middelheim,Antwerpen, Belgium
vDepartment of Internal Medicine, Fondazione Policlinico IRCCS, Milan, Italy
wGenetic Molecular Unit, Hospital Universitario Central deAsturias, Oviedo, Spain
xSection of Clinical Pharmacology, Department of Neuroscience, University of Cagliari, Cagliari, Italy
yMemory Clinic of Fundacío ACE, Institut Catal̀a de Neurocìencies Aplicades, Barcelona, Spain
zNeurology Department, Hospital G. Universitari Vall d’Hebron, Barcelona, Spain
aaAlzheimur Foundation, Murcia, Spain
bbDementia Unit. University Hospital Virgen de la Arrixaca, Murcia, Spain
ccMemory Unit. University Hospital La Paz- Cantoblanco, Madrid, Spain
ddUMR 894, INSERM Faculté de Ḿedecine, Université Paris Descartes, Paris, France
eeNeuropsychiatric Genetics Group, Department of Vertebrate Genomics, Max-Planck Institute for Molecular Ge-
netics, Berlin, Germany
ffServicio de Neurologia, Hospital Universitario La Paz(UAM) and CIBERNED, Madrid, Spain
ggDepartment of Experimental Pathology, School of Medicine,University of Bologna, Bologna, Italy
hhGeriatric Unit & Gerontology-Geriatric Research Laboratory, Department of Medical Science, IRCCS Casa
Sollievo della Sofferenza, San Giovanni Rotondo, Italy
iiDepartment of Internal Medicine Cardiology and Hepatology, University Hospital S. Orsola-Malpighi, Bologna,
Italy
jjIRCCS Oasi Maria SS, Troina, Italy
kkCentre National de Genotypage, Institut Genomique, Commissariat à l’ Énergie Atomique, Evry, France
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Supplementary Table 1
P86L allele and genotype distribution in the different control and AD case populations according to country of origins

Country n Allele distribution (frequency) Genotype distribution (frequency)
G A GG AG AA

Belgium Controls 631 901 (0.71) 361 (0.29) 326 (0.52) 249 (0.40) 56 (0.09)
AD cases 1022 1460 (0.71) 584 (0.29) 524 (0.62) 412 (0.40) 86 (0.08)

Finland Controls 435 696 (80.0) 174 (0.20) 281 (0.65) 134 (0.31) 20 (0.05)
AD cases 310 480 (0.77) 140 (0.23) 188 (0.61) 104 (0.34) 18 (0.06)

France Controls 7386 10979 (0.74) 3793 (0.26) 4059 (0.55) 2861 (0.39) 496 (0.07)
AD cases 1586 2259 (0.71) 913 (0.29) 820 (0.52) 619 (0.39) 147(0.09)

Italy Controls 988 1371 (0.69) 605 (0.31) 489 (0.50) 393 (0.40) 97 (0.10)
AD cases 979 1421 (0.73) 537 (0.27) 514 (0.52) 393 (0.40) 81 (0.08)

Spain Controls 1954 2860 (0.73) 1048 (0.27) 1045 (0.54) 770 (0.39)139 (0.07)
AD cases 1685 2418 (0.72) 952 (0.28) 875 (0.52) 668 (0.40) 142(0.08)

Sweden Controls 256 355 (0.69) 157 (0.31) 121 (0.47) 113 (0.44) 22 (0.09)
AD cases 296 428 (0.72) 164 (0.28) 153 (0.52) 122 (0.41) 21 (0.07)

UK Controls 205 320 (0.78) 90 (0.22) 127 (0.62) 66 (0.32) 12 (0.06)
AD cases 492 673 (0.68) 311 (0.32) 250 (0.51) 173 (0.35) 69 (0.14)

USA Controls 1419 2034 (0.72) 784 (0.28) 753 (0.53) 548 (0.39) 118 (0.08)
AD cases 1503 2161 (0.72) 845 (0.28) 777 (0.52) 607 (0.40) 119(0.08)

Whole Controls 13274 19516 (0.74) 7012 (0.26) 7201 (0.54) 5134 (0.39) 960 (0.07)
AD cases 7873 11300 (0.72) 4446 (0.28) 4101 (0.52) 3098 (0.39) 683 (0.09)

Supplementary Table 2
Association of the P86L polymorphism with AAO in the whole ADcases or in the e4 AD cases according to country of origin

Whole AD cases Belgium Finland France Italy
n age at onset n age at onset n age at onset n age at onset

PP 450 74.4± 8.7 188 72.1± 9.5 767 68.0± 9.7 426 74.0± 9.2
PL 947 74.0± 8.2 103 71.5± 7.6 566 68.4± 9.9 332 74.1± 9.7
LL 76 75.2± 10.0 18 71.4± 4.7 135 67.0± 9.4 71 71.6± 8.6
p1 0.91 0.76 0.38 0.16
p2 0.38 0.78 0.27 0.06

Spain Sweden UK USA
n age at onset n age at onset n age at onset n age at onset

PP 873 76.3± 8.2 153 76.4± 8.0 49 65.9± 11.6 752 72.8± 6.4
PL 665 76.3± 8.5 122 76.5± 7.2 49 63.9± 9.1 583 73.2± 6.3
LL 143 75.2± 7.4 21 74.7± 8.6 13 60.5± 6.4 111 71.7± 6.2
p1 0.04 0.53 0.18 0.07
p2 0.01 0.30 0.09 0.04

ε4 AD cases Belgium Finland France Italy
n age at onset n age at onset n age at onset n age at onset

PP 244 74.1± 8.1 145 71.7± 6.4 431 67.7± 8.4 176 73.3± 8.5
PL 201 73.4± 7.6 72 71.6± 6.5 341 67.2± 8.9 117 73.0± 9.1
LL 40 71.4± 9.7 11 70.3± 3.5 79 65.2± 8.4 27 72.1± 8.0
p1 0.07 0.78 0.11 0.48
p2 0.08 0.48 0.04 0.36

Spain Sweden UK USA
n age at onset n age at onset n age at onset n age at onset

PP 391 74.5± 7.3 95 76.2± 7.8 27 68.9± 9.1 460 71.6± 6.1
PL 309 75.6± 7.8 69 75.0± 7.4 27 64.5± 6.7 338 72.0± 6.2
LL 75 73.9± 6.1 9 75.3± 8.5 6 61.3± 5.6 69 70.7± 6.3
p1 0.04 0.40 0.01 0.26
p2 0.03 0.88 0.12 0.19

1mixed model adjusted for gender and using centers as a randomvariable
2mixed model adjusted for gender and using centers as a randomvariable and recessive model (LL versus PL+PP).
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Supplementary Table 3
Main characteristics of the different case-control studies according to country of origins

Belgium (1 center) Finland (1 center) France (5 centers) Italy (10 centers)
AD cases Controls AD cases Controls AD cases Controls AD cases Controls

n 1 022 631 310 435 1 586 7386 979 988
Mean age 78.6± 8.1 63.0± 15.6 71.9± 6.9 69.7± 5.1 71.8± 9.1 73.3± 6.2 75.8± 9.0 72.0± 9.9
Mean age 74.3± 8.7 − 71.9± 6.9 − 68.1± 9.8 − 73.8± 9.4 −

at onset 34 43 32 40 38 39 32 47
% male

Spain (4 centers) Sweden (1 center) UK (1 center) USA (3 centers)
AD cases controls AD cases controls AD cases controls AD cases controls

n 1 724 1 983 296 256 492 205 1 503 1 419
Mean age 78.3± 8.1 59.4± 16.2 76.3± 7.7 74.9± 6.2 74.5± 7.9 70.4± 10.5 77.4± 6.4 74.0± 6.8
Mean age 76.3± 8.3 − 76.3± 7.7 − 64.4± 10.1 − 72.9± 6.4 −

at onset 32 43 39 35 44 38 34 40
% male


