Journal of Alzheimer’s Disease 22 (2010) 1-4 1
I0S Press

Supplementary Data

The CALHM 1 P86L Polymorphismisa
Genetic Modifier of Age at Onset in
Alzheimer’s Disease: a Meta-Analysis Study

Jean-Charles Lambeéft*, Kristel Sleegers®, Antonio Gonalez-FereZ, Martin Ingelsso,

Gary W. Beechafh Mikko Hiltuneni, Onofre CombarrdsMaria J. Bullidd, Nathalie Brouwer§®,
Karolien Betten$¢, Claudine Berr, Florence Pasquigl, Florence Richart*™, Steven T. DeKosk;
Didier Hannequif, Jonathan L. Hain@s Gloria Tognorti, Nathalie Fevet-?, Jean-Francois Dartiguegs
Christophe Tzourid', Sebastiaan Engelbordtts Beatrice Arosi®, Elicer Cotd’, Peter De Deyh®,
Maria Del Zompd, Ignacio Mated Merce Boad&?, Carmen Antune?-*®, Jesus Lopez-Arriets,
Jacques Epelbautty Brit-Maren Michaud Schjeid&, Ana Frank-Garcid, Viimentas Giedraiti$,
Seppo Helisalmj Elisa Porcellini¢, Alberto Pilottd", Paola Forti, Raffaele Ferfi, Marc Delepinék,
Diana Zelenik&, Mark Lathrog!!, Elio Scarpini"™, Gabriele Sicilian®, Vincenzo Solfrizz",
Sandro SorbP, Gianfranco Spallett&, Giovanni Ravagli%, Fernando Valdivies Saila Vep#lainer#,
Victoria AlvareZ¥, Paolo Boscb, Michelangelo Mancusg Francesco Pan?3 Benedetta Nacmiés,
Paola BosgPP, Olivier Hanorid, Paola Piccardj Giorgio Annonf<, David Mann",

Philippe Marambaui't, Davide Serip%}l, Daniela Galimberti™, Rudolph E Tan2i", Lars Bertrarff,
Corinne LendolV, Lars Lannfelt, Federico Licastr#¥, Dominique Campiot

Margaret A. Pericak-Van&eHilkka Soininer, Christine VVan Broeckhovérd, Annick Alpérovitch-t,
Agustin RuiZ, M. llyas KamboW™ and Philippe Amouyé{-¢m

2INSERM U744, Lille, France

PInstitut Pasteur de Lille, Lille, France

cUniversié de Lille Nord de France, Lille, France

dNeurodegenerative Brain Diseases group, Department of Molecular Genetics, VIB, Antwerp, Belgium
¢Institute Born-Bunge and University of Antwerp, Antwerp, Belgium

fDepartment of Structural Genomics. Neocodex, Sevilla, Spain

gUppsala University, Stockholm, Sweden

hJohn P. Hussman Institute for Human Genomics, University of Miami, Miller School of Medicine, Miami, FL, USA
iDepartment of Neurology, Kuopio University and University Hospital, Kuopio, Finland

JNeurology Service and CIBERNED, “Margs de Valdecilla” University HospitglUniversity of Cantabriy,
Santander, Spain

kCentro de Biologia Molecular Severo Och@i3dAM-CSIQ and CIBERNED, Universidad Autonoma,
Cantoblanco, Madrid, Spain

INSERM U888, Hpital La Colombere, Montpellier, France

MCHRU de Lille, Lille, France

“University of Virginia School of medicine, Charlottesville, VA, USA

°INSERM U614, Facuét de Medecine-Pharmacie de Rouen, Rouen, France

PVanderbilt Center for Human Genetics Research, Vanderbilt University Medical Center, Nashville, TN, USA
4Department of Neuroscience, Neurological Clinic, University of Pisa, Pisa, Italy

"INSERM U897, Victor Segalen University, Bordeaux, France

ISSN 1387-2877/10/$27.50 2010 — 10S Press and the authors. All rights reserved



2 J.-C. Lambert et al. / CALHM1 and Alzheimer's Disease: a M&talysis

SINSERM U708, Paris, France

tUPMC Univ. Paris 06, Paris, France

“"Memory Clinic and Department of Neurology, ZNA Middelhekmtwerpen, Belgium

vDepartment of Internal Medicine, Fondazione Policlini®QCS, Milan, Italy

VGenetic Molecular Unit, Hospital Universitario Central desturias, Oviedo, Spain

*Section of Clinical Pharmacology, Department of Neurascé University of Cagliari, Cagliari, Italy

YMemory Clinic of Fundad@ ACE, Institut Catad de Neuroa@ncies Aplicades, Barcelona, Spain

“Neurology Department, Hospital G. Universitari Vall d’Heln, Barcelona, Spain

aaAlzheimur Foundation, Murcia, Spain

PbDementia Unit. University Hospital Virgen de la Arrixacapkdia, Spain

°“Memory Unit. University Hospital La Paz- Cantoblanco, MakliSpain

ddUMR 894, INSERM Facuitde Medecine, Universit Paris Descartes, Paris, France

°°Neuropsychiatric Genetics Group, Department of Verteb@enomics, Max-Planck Institute for Molecular Ge-
netics, Berlin, Germany

ffServicio de Neurologia, Hospital Universitario La PA2AM) and CIBERNED, Madrid, Spain

ggDepartment of Experimental Pathology, School of Medidueyersity of Bologna, Bologna, Italy

hhGeriatric Unit & Gerontology-Geriatric Research Laboratp Department of Medical Science, IRCCS Casa
Sollievo della Sofferenza, San Giovanni Rotondo, Italy

iiDepartment of Internal Medicine Cardiology and Hepatologyiversity Hospital S. Orsola-Malpighi, Bologna,
Italy

JIRCCS Oasi Maria SS, Troina, Italy )

kkCentre National de Genotypage, Institut Genomique, Cosariat a I' Energie Atomique, Evry, France
IFondation Jean Dausset-CEPH, Paris, France

mmpepartment of Neurological Sciences, Dino Ferrari Centéniversity of Milan, IRCCS Ospedale Maggiore
Policlinico, Milan, Italy

mpepartment of Geriatrics, Centre for Aging Brain, MemoryitJtniversity of Bari, Policlinico, Bari, Italy
°°Department of Neurological and Psychiatric Sciences, &hae, Italy

rpDepartment of Clinical and Behavioral Neurology, IRCCStadnicia Foundation, Roma, Italy

a4Department of Clinical Medicine and Prevention, Universif Milano-Bicocca, Monza, Italy

"TGreater Manchester Neuroscience Centre, University of dhaster, Manchester, UK

ssLitwin-Zucker Research Center for the Study of AlzheimBisease, Feinstein Institute for Medical Research,
North Shore-L1J, Manhasset, NY, USA

*Department of Pathology, Albert Einstein College of MattigiBronx, NY, USA

"iGenetics and Aging Research Unit, Massachusetts Genespitéhy Charlestown, MA, USA

Y¥Molecular Psychiatry Laboratory, Queensland Institute Médical Research, PO Royal Brisbane Hospital,
Queensland, Australia

wwDepartment of Human Genetics and Alzheimer’s Disease Rdés€a&ntre, University of Pittsburgh, Pittsburgh,
PA, USA

Accepted 13 June 2010

* Correspondence to: Jean-Charles Lambert, dINSERM 744,
Institut Pasteur de Lille BP 245,1, rue du professeur Catmét-
59019 Lille cedex, France. Tel.: +33 (0)3 20 87 73 91; Fax: +33
(0)3 20 87 78 94; E-mail: jean-charles.lambert@pastdierfh



J.-C. Lambert et al. / CALHM1 and Alzheimer's Disease: a M&talysis

Supplementary Table 1
P86L allele and genotype distribution in the different coh&and AD case populations according to country of origins

Country n Allele distribution (frequency) Genotype distributidinequency)
G A GG AG AA
Belgium  Controls 631 901 (0.71) 361 (0.29) 326 (0.52) 249 (0.40) 5690
AD cases 1022 1460 (0.71) 584 (0.29) 524 (0.62) 412 (0.40) O®BY
Finland Controls 435 696 (80.0) 174 (0.20) 281 (0.65) 134 (0.31) 20500
AD cases 310 480 (0.77) 140 (0.23) 188 (0.61) 104 (0.34) 5]0.
France Controls 7386 10979 (0.74) 3793 (0.26) 4059 (0.55) 28619)0.3 496 (0.07)
ADcases 1586 2259 (0.71) 913 (0.29) 820(0.52) 619(0.39) (04D)
Italy Controls 988 1371 (0.69) 605 (0.31) 489 (0.50) 393 (0.40) IQ)
AD cases 979 1421 (0.73) 537 (0.27) 514 (0.52) 393 (0.40) &BJO
Spain Controls 1954 2860 (0.73) 1048 (0.27) 1045 (0.54) 770 (0.39139 (0.07)
ADcases 1685 2418 (0.72) 952 (0.28) 875(0.52)  668(0.40) (Q4B)
Sweden  Controls 256 355 (0.69) 157 (0.31) 121 (0.47) 113 (0.44) 2090
AD cases 296 428 (0.72) 164 (0.28) 153 (0.52) 122 (0.41) parg (o}
UK Controls 205 320 (0.78) 90 (0.22) 127 (0.62) 66 (0.32) 1260.0
AD cases 492 673 (0.68) 311 (0.32) 250 (0.51) 173 (0.35) 6940.
USA Controls 1419 2034 (0.72) 784 (0.28) 753(0.53) 548 (0.39) 8 (D108)
AD cases 1503 2161 (0.72) 845 (0.28) 777 (0.52) 607 (0.40) (0.DB)
Whole  Controls 13274 19516 (0.74) 7012 (0.26) 7201 (0.54) 513OJ0. 960 (0.07)
ADcases 7873  11300(0.72) 4446 (0.28) 4101 (0.52) 3098)0.3%83 (0.09)

Association of the P86L polymorphism with AAO in the whole Afses or in the e4 AD cases according to country of origin

Supplementary Table 2

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 72.1-95 767  68.0£ 9.7 426 74.0+9.2
PL 947 74.0+ 8.2 103 715t 7.6 566  68.4t 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
pt 0.91 0.76 0.38 0.16
p? 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 21 747+ 86 13 60.5t6.4 111 7171 6.2
p! 0.04 0.53 0.18 0.07
p? 0.01 0.30 0.09 0.04

€4 AD cases Belgium Finland France Italy

n age at onset n age at onset n age at onset n age at onset
PP 244 74181 145 71. A 6.4 431 67. 4 8.4 176 73.3t 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 70.3t 35 79 65.2+ 8.4 27 72.1£ 8.0
pt 0.07 0.78 0.11 0.48
p? 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 70.74+ 6.3
p! 0.04 0.40 0.01 0.26
p? 0.03 0.88 0.12 0.19

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

Belgium (1 center) Finland (1 center) France (5 centers) ly (&0 centers)
AD cases Controls AD cases Controls AD cases Controls ADscase Controls
n 1022 631 310 435 1586 7386 979 988
Meanage 78.68.1 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 — 719+ 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 cente
AD cases controls AD cases controls AD cases controls ADscase controls
n 1724 1983 296 256 492 205 1503 1419
Mean age 78.3 8.1 59.4+16.2 76.3£7.7 74.9+6.2 745+ 7.9 70.44+10.5 774+ 6.4 74.0+-6.8
Mean age 76.3% 8.3 — 76.3+ 7.7 - 64.4+ 10.1 - 729+ 6.4 —
at onset 32 43 39 35 44 38 34 40

% male




