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INTRODUCTION

Early age at onset (AAO) is associated with an unfavourable clinical outcome. Patients with an early AAO may constitute a clinically and biologically homogenous subgroup within
the bipolar disorder (BD) spectrum. BD and schizophrenia (SCZ) multiplex families can show a high number of early AAO cases, suggesting a genetic contribution to early AAO.
Previous GWAS did not identify AAO-associated variants for BD, indicating that larger samples and a more accurately defined AAO phenotype are required for the detection of
AAO-associated common variants. Thanks to the long-standing effort of numerous international investigators, reliable information on AAO is now available for thousands of BD

. patients, which provides good momentum for investigating the genetic architecture of this phenotype.
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Figure 1. Age at Onset (AAO) differed significantly across the 34 cohorts. (A) AAO has been defined, depending on Schizophrenia PRS at pT=0.05. PRS at pT=0.05.
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Chromosome In(OR), 95% CI Meta 12977 -0.726 0.188 6e-05 0.924 Meta 12977 -1.185 0.449 0.00418 0.018
As a primary analysis a GWAS of AAO were conducted In each individual cohort. Diagnosis, sex and eight an- e RPN
cestry components were used as covariates. This was followed by an inverse variance-weighted fixed effects Figure 8. Forest plots with the correlation coefficients Figure 9. Forest plots with the correlation coeffi-
meta-analysis. and p-values of the association of AAO with Autism cients and p-values of the association of AAO with
A locus on CHR16 was associated with AAO at a genome wide significant level (p=3.30e-08, log(OR)=-0,2676). Spectrum Disorder PRS at pT=0.05. Educational Attainment PRS at pT=0.05.
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Inst. of Psychiatric Phenomics and Genomics (IPPG), Medical Center of the University of Munich; ?Dept. of Psychiatry and Psychotherapy, Lud- Largest GWAS so far on the AAO phenotype in BD
wig-Maximilians-University Munich; 3Int. Max Planck Research School for Translational Psychiatry (IMPRS-TP), Munich; “Center for Neurobeha- )
vioral Genetics, Semel Inst. for Neuroscience and Human Behavior, University California Los Angeles; Dept. of Neurology, Klinikum rechts der Previous studies (Belmonte Mahon et al 2011: 2836 BD, Jamain et al. 2014: 370 early onset (<22y) vs. 2717
. . . . . . . 6 . . . . . R .
Isar, School of Medicine, Technical University of Munich; °Department of Genetics and Genomic Sciences, Icahn School of Medicine at Mount controls, Nassan et al. 2016: 600 ear|y onset (<19y) vs. 1811 controls) have all shown negative results.
Sinai, New York; “Inst. of Neuroscience and Physiology, Dept. of Psychiatry and Neurochemistry, The Sahlgrenska Academy, University of Go- . - . ST
_8 . . . . . o . Collection of additional samples to replicate findings.
thenburg; ®Department of Psychiatry and Behavioral Sciences, State University of New York Downstate Medical Center; °Division of Psychiatry,
University College London; °Inst. of Human Genetics, University of Bonn; *Vanderbilt University Medical Center, Nashville; 2Dept. of Psychia- Similar analysis on polarity at onset. Additional phenotype-level analyses to gain a better on the genetic and
. . . . . . 13 . . . . ° ° °
try, Dalhousie University, Halifax, Nova Scotia, Canada; “*Health Sciences Research, Mayo Clinic, Rochester, Minn. phenotypic background of disease onset in BD.
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