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trait and depends on the individual or is it a state independent of 0.01 were tested. According to the selection
the genetic predisposition of the individual? The hypothesis of the criteria, two of five SNPs of the TLR3 gene
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present study is that genetic polymorphisms of the TLR-3 > 0,80 were in one block.

correlate with the phenotype self-harm within a sample of
affective disorder patients. Self-Harm and TLR 3 Gene Expression

Patients and Methods

The present study was realized within the context of an FWF-funded project Figure 2: dCT values of Toll-Like-
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genetic polymorphisms within a sample of affective disorder patients. Eight of self-harm to patients without
hundred forty eight Caucasian affective disorder patients were recruited at the any history of self-harm
Department of Psychiatry and Psychotherapy of the Medical University Vienna,

the Karl Landsteiner University for Health and Science and the Zentren fir

seelische Gesundheit, BBRZ-Med. Suicidality and history of suicidal behavior

were assessed using SCAN (Schedules for Clinical Assessment in

Neuropsychiatry), SBQ-R (Suicidal Behaviors Questionnaire-Revised) and LPC - .
(Lifetime Parasuicide Count). Self-harm behavior was assessed using the LPC HES S
(Item 1). DNA samples of peripheral blood cells (PBMCs) were genotyped with

iPLEX® Reagents and the MassARRAY® System at the Sequencing & 140

Genotyping Core Facility of the Medical University of Innsbruck (rs5743305, ’ TLR 3 mRNA

rs7657186, rs7668666, rs3775292 and rs76713360). Data was analyzed by 1,20

calculating Chi-squared values and Fisher’s exact test for genotype and allele
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associations as well as Haploview for Linkage-Disequilibrium and Haplotype
association analysis. Peripheral expression of TLR-3 and GAPDH as 0,80
endogenous control was quantified using EvaGreen-based quantitative real-
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After Bonferroni correction (p < 0.01) for multiple testing no significant elrarm © >efrarm
associations between genotypes, alleles, haplotypes and self-harm behavior Figure 3: Fold change in TLR 3 mRNA in Table 3: Fold change in TLR 3 mRNA in peripheral
were found. Lifetime history of self-harm (yes/no) was analyzed as a peripheral blood cells of affective disorder blood cells of affective disorder patients. FC = fold
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dichotomous trait applying the standard chi-square statistics (and Fisher's
exact test for the SNPs with allele frequency <5) finding neither genotypic nor
allelic association with any of the tested SNPs (Table 1). The selection criteria C 1 .
for haplotypes used in the haplotype analyses were adjacent SNPs with onclusion
pairwise r2 > 0.80.
In the analysis, haplotypes with frequencies above 0.01 were tested. Our data suggests that there is no association between self-harm behavior
According to the selection criteria, two SNPs (rs5743305 and rs7657186) and certain polymorphisms of TLR-3, but further replication is needed to
with strong r2 > 0.80 were in one block (Figure 1). Further association strengthen the evidence.
analysis for the adjacent block did not reveal any significant associations Preliminary gene expression findings of TLR-3 in PBMCs also suggest no
between the most frequent haplotypes G-C/G-A/A-C and lifetime history of association, but gene expression analyses within this study are on-going and
self-harm (Table 2). Preliminary gene expression results indicate no we hypothesize that previous gene expression findings of increased
significant differences in TLR3 expression levels in peripheral blood cells of neuroinflammation in post-mortem brain tissue might be influenced not by
18 individuals of the same patients sample (Table 3, Figure 2,3). genetic but epigenetic and post-translational mechanisms and that further
analyses of an increased patient sample might allow to replicate the post
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Larger sample sizes might also be required to ultimatively elucidate the link
SNP ID N°of patients | N°of patients | X2 2 € | o | patients | patients between self harm behavior and the neuroinflammation system.
with without with without
intentional intentional intentional | intentional
self-harm self-harm self-harm self-harm f
(p-value) (p-value) Re erences
rs76713360 281 396 295# 022* 1.78 0.18 0.26 0.75 []] Distel MA, Middeldorp CM, Trull TJ, Derom CA, Willemsen G, Boomsma D|, 2011. Life events and
(CC: 200, CT: {CC: 303, CT: borderline personality features: the influence of gene-environment interaction and gene-environment
77,7T: 4) 86, TT: 7) correlation. Psychol Med. 2011 Apr; 41(4):849-60.
[2] Wasserman D, Geijer T, Sokolowski M, Rozanov V, Wasserman J, 2007. Nature and nurture in suicidal
155743305 125 216 6.11 | 0.047 | 053 | 0.47 0.01 0.58 behavior, the role of genetics: some novel findings concerning personality traits and neural conduction.
(AA 10, (AA 35, Physiol Behav. 2007 Sep 10; 92(1-2):245-9.
AT:71, AT: 99 [3] Wang Q, Roy B, Turecki G, Shelton RC, Dwivedi Y, 2018. Role of Complex Epigenetic Switching in Tumor
TT: 44) TT: 82) Necrosis Factor-a Upregulation in the Prefrontal Cortex of Suicide Subjects. Am J Psychiatry. Mar 1;175(3):
262-274.
rs7657186 276 3s8 341 | 018 |3.32 ) 007 0.81 0.81 [4] Pandey GN, Rizavi HS, Ren X, Bhaumik R, Dwivedi Y, 2014. Toll-like receptors in the depressed and
(AA:S, AG: 85, |  (AA:21, AG: suicide brain.) Psychiatr Res. Jun; 53:62-8.
GG: 182) 135, GG: 232)
rs7668666 274 274 034 | 085 |033|057| 066 0.71
(AA: 21, AC: {AA: 30, AC: 3
109,cci143) | 150,0c:208 Conflict of Interest
rs3775292 282 400 3.80 0.15 | 3.54 | 0.06 057 0.93 SK has received grant/research support from Bristol Myers-Squibb, Eli Lilly, GlaxoSmithKline, Lundbeck,
(cc: 12, €G: (CC: 22 CG: Pfizer, and Servier; he has served as a consultant or on advisory boards for AstraZeneca, Bristol-Myers
85, GG: 185) 145, GG: 233) Squibb, Eli Lilly, GlaxoSmithKline, Janssen, Lundbeck, Novartis, Pfizer, Schwabe and Servier; and he has
served on speakers' bureaus for Angelini, AOP Orphan Pharmaceuticals AG, AstraZeneca, Bristol Myers-

X . . . - i Squibb, Eli Lilly, Janssen, Lundbeck, Neuraxpharm, Pfizer, Pierre Fabre, Schwabe, Servier.
Table 1: Personal history of parasuicidal behavior, single marker analyses were established The other authors declare that the research was conducted in the absence of any commercial or financial
with standard chi-squared testing. relationships that could be construed as a potential conflict of interest.



