
DANTE LABS™ TEST RESULTS

KIT ID:   SAMPLE

Dante Labs | SAMPLE Test v1.0.3 | v4.0.0 Run: 1
Kit ID: SAMPLE Lot: 
09:45:02
Batch: 2020-02-03

Page 1

Introduction

This is a test report

In our analysis, we found pathogenic or likely pathogenic variants related to:

Neurofibromatosis

Primary ciliary dyskinesia

Radial aplasia-thrombocytopenia syndrome 

Hereditary cancer-predisposing syndrome 

Arrhythmogenic right ventricular cardiomyopathy 

Acute myeloid leukemia with maturation 

Orofaciodigital syndrome I

Alzheimer's disease

Estrogen resistance

Cancer progression and tumor cell motility 

Hepatocellular carcinoma

Lissencephaly 1

Alexander Disease

Serotonin transporter activity

Metabolic syndrome

Inflammatory bowel disease 1

Proline dehydrogenase deficiency 

Hyperphosphatasemia with bone disease 

PERIPHERAL NEUROPATHY

Rare Disease Report (SAMPLE REPORT)



DANTE LABS™ TEST RESULTS

KIT ID:   SAMPLE

Dante Labs | SAMPLE Test v1.0.3 | v4.0.0 Run: 1
Kit ID: SAMPLE Lot: 
09:45:02
Batch: 2020-02-03

Page 55

Variants Found:

Gene/Loc Chr: Pos RSID Phenotype Name Zygosity Variant
Allele

Frequency
Significance

Review

Status

MIR181A1HG 1:198796120 rs12406470
Acute myeloid leukemia

with maturation
HOM C>T 0.51837 pathogenic

MIR181A1HG 1:198867678 rs60639710
Acute myeloid leukemia

with maturation
HET G>T 0.79573 pathogenic

MIR181A1HG 1:198869514 rs10800598
Acute myeloid leukemia

with maturation
HOM T>C 0.82009 pathogenic

GFAP 17:42988634 rs267607502 Alexander Disease HET T>C pathogenic

HFE 6:26091179 rs1799945 Alzheimer's disease HOM C>G 0.07308 pathogenic ★★

PKP2

Rare

12:33003841 rs372827156

Arrhythmogenic right

ventricular

cardiomyopathy

HET G>A 0.00002 pathogenic ★★

FGFR4 5:176520243 rs351855
Cancer progression and

tumor cell motility
HET G>A 0.29952 pathogenic

PIK3CA 3:178936092 rs121913274 Hepatocellular carcinoma HET A>C pathogenic ★

SDHB 1:17354339 rs876658451
Hereditary cancer-

predisposing syndrome
HET G>A pathogenic ★

TNFRSF11B 8:119945310 rs104894091
Hyperphosphatasemia

with bone disease
HET C>T pathogenic

PRKCQ 10:6527143 rs2236379
Inflammatory bowel

disease 1
HET G>A 0.36542 pathogenic

PAFAH1B1 17:2583590 rs587784242 Lissencephaly 1 HET C>T pathogenic ★

NF1 17:29550505 rs1282299543 Neurofibromatosis HET C>T pathogenic ★

OFD1 X:13771530 rs312262863
Orofaciodigital syndrome

I
HET C>T pathogenic
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Gene/Loc Chr: Pos RSID Phenotype Name Zygosity Variant
Allele

Frequency
Significance

Review

Status

MCM3AP 21:47687018 rs1569073058
PERIPHERAL

NEUROPATHY
HET G>T pathogenic

CCDC40 17:78073499 rs374909386 Primary ciliary dyskinesia HET C>A pathogenic ★★

PRODH 22:18905964 rs2904552
Proline dehydrogenase

deficiency
HET C>T 0.04293 pathogenic

RBM8A

Rare

1:145507765 rs201779890

Radial aplasia-

thrombocytopenia

syndrome

HET G>C 0.0008 pathogenic ★★

PKD1 16:2142493 rs1167476946 Unknown HET G>A pathogenic ★

CCDC170 6:151936677 rs6929137 Estrogen resistance HET G>A 0.34944 likely pathogenic

RAD51C

Rare

17:56787287 rs267606997
Hereditary cancer-

predisposing syndrome
HET G>A 0.00002 likely pathogenic ★★

GALC 14:88417095 rs11300320
Abnormality of brain

morphology
HET GA>G

conflicting

interpretations

of pathogenicity

★

TYR 11:89017961 rs1126809 Albinism HOM G>A 0.08127

conflicting

interpretations

of pathogenicity

★

GATA4 8:11606312 rs3735819 Congenital heart disease HOM T>C 0.87161

conflicting

interpretations

of pathogenicity

GATA4 8:11612698 rs804280 Congenital heart disease HOM C>A 0.73443

conflicting

interpretations

of pathogenicity

GATA4 8:11617240 rs12458 Congenital heart disease HET A>T 0.39996

conflicting

interpretations

of pathogenicity

CHEK2 22:29091788 rs200928781 Familial cancer of breast HET T>C

conflicting

interpretations

of pathogenicity

★
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Gene/Loc Chr: Pos RSID Phenotype Name Zygosity Variant
Allele

Frequency
Significance

Review

Status

ACO2

Rare

22:41903841 rs141772938
Infantile cerebellar-retinal

degeneration
HET C>G 0.0016

conflicting

interpretations

of pathogenicity

★

AMPD1 1:115222237 rs34526199
Muscle AMP deaminase

deficiency
HET T>A 0.01098

conflicting

interpretations

of pathogenicity

★

NPHS2 1:179526214 rs61747728 Nephrotic syndrome HET C>T 0.01458

conflicting

interpretations

of pathogenicity

★

STOX1 10:70645376 rs10509305 Preeclampsia/eclampsia 4 HET A>C 0.14417

conflicting

interpretations

of pathogenicity

KLKB1 4:187158034 rs3733402 Prekallikrein deficiency HOM G>A 0.60463

conflicting

interpretations

of pathogenicity

ABCC6 16:16302586 rs72657698
Pseudoxanthoma

elasticum
HET T>C 0.05976

conflicting

interpretations

of pathogenicity

★

ABCC6 16:16313545 rs55778939
Pseudoxanthoma

elasticum
HOM C>T 0.01577

conflicting

interpretations

of pathogenicity

FLG

Rare

1:152285861 rs61816761 Dermatitis HET G>A 0.00339
pathogenic/likely

pathogenic
★★

NF1

Rare

17:29541542 rs137854557
Hereditary cancer-

predisposing syndrome
HET A>G 0.00002

pathogenic/likely

pathogenic
★★

PKD1 16:2164490 rs199476100 Polycystic kidney disease HET A>G
pathogenic/likely

pathogenic
★★
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Individual Variant Interpretations:

rs351855 - NM_213647.3(FGFR4):c.1162G>A (p.Gly388Arg)

Bange et al. (2002) found a relationship between the gly388-to-arg substitution in FGFR4 and cancer progression and tumor cell motility. The arg388 allele

was associated with metastasis and poor prognosis in breast cancer and in colon cancer. In a control group of 123 subjects, the frequencies of the gly/gly,

gly/arg, and arg/arg genotypes were 45%, 49%, and 6%, respectively.

Ulaganathan et al. (2015) noted that the FGFR4 SNP rs351855 (c.1162G-A, G388R), associated with cancer progression and poor prognosis, was found in

the 1000 Genomes Project database at a minor allele frequency of 0.30 and was found in approximately 50% of patients with cancer (Bange et al., 2002).

Ulaganathan et al. (2015) showed that substitution of the conserved glycine-388 residue to a charged arginine residue alters the transmembrane-spanning

segment and exposes a membrane-proximal cytoplasmic STAT3 (102582)-binding site Y(390)-(P)XXQ(393). Ulaganathan et al. (2015) demonstrated that

such membrane-proximal STAT3-binding motifs in the germline of type I membrane receptors enhance STAT3 tyrosine phosphorylation by recruiting STAT3

proteins to the inner cell membrane. Remarkably, such germline variants frequently colocalize with somatic mutations in the Catalogue of Somatic Mutations

in Cancer (COSMIC) database. Using Fgfr4 G385R (mouse homolog of human G388R) knockin mice and transgenic mouse models for breast and lung

cancers, the authors validated the enhanced STAT3 signaling induced by the FGFR4 G388R variant in vivo. Ulaganathan et al. (2015) concluded that their

findings elucidated the molecular mechanism behind the genetic association of rs351855 with accelerated cancer progression and suggested that germline

variants of cell surface molecules that recruit STAT3 to the inner cell membrane confer a significant risk for cancer prognosis and disease progression.

 PMID: 11830541

 PMID: 26675719

rs104894091 - NM_002546.4(TNFRSF11B):c.260G>A (p.Cys87Tyr)

In an 18-year-old Argentinian man with juvenile Paget disease (PDB5; 239000), Chong et al. (2003) identified homozygosity for a 354G-A transition in exon

2 of the TNFRSF11B gene, resulting in a cys87-to-tyr (C87Y) substitution in the ligand-binding region. The patient had a severe phenotype that presented

before the age of 15 months and limited the development of walking, and he was hearing impaired. Radiographs at age 6 showed marked bony

disorganization and deformity.

 PMID: 14672344

https://www.ncbi.nlm.nih.gov/pubmed/?term=11830541
https://www.ncbi.nlm.nih.gov/pubmed/?term=26675719
https://www.ncbi.nlm.nih.gov/pubmed/?term=14672344
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rs696217 - NM_016362.5(GHRL):c.214C>A (p.Leu72Met)

Ukkola et al. (2001) found this mutation, a nucleotide 408C-A transversion resulting in a leu72-to-met (L72M) amino acid change, in 15 obese (601665) (12

heter- and 3 homozygotes) and 12 control subjects. Among the obese carriers, 12 were heterozygous and 3 homozygous for the substitution; among the

control carriers, all were heterozygotes. This mutation is outside the coding region for mature ghrelin. The age at onset of self-reported weight problems

tended to be lower among carrier obese subjects than among those without the polymorphism.

Korbonits et al. (2002) found this SNP (rs696217), which they referred to as SNP247, in heterozygosity in 14 subjects. They noted that children carrying

this polymorphism had a significantly higher Z BMI compared to those carrying only the wildtype allele, and that the age at onset of obesity for those

carrying this SNP was slightly earlier (median SNP247 group 2.0 years, wildtype group 3.5 years; P = 0.036).

Hinney et al. (2002) identified this variant in both extremely obese children and adolescents and normal-weight students.

In a study examining the relationship between GHRL variants and eating behavior and risk for metabolic syndrome (see 605552), obesity, diabetes, and

related traits involving 856 Amish participants, Steinle et al. (2005) found that the L72M variant was associated with increased prevalence of metabolic

syndrome (23.2 vs 13.4%; age- and sex-adjusted odds ratio = 2.57; P = 0.02) as well as higher fasting glucose, lower high density lipoprotein, and higher

triglyceride levels (P = 0.02, P = 0.007, and P = 0.04, respectively).

 PMID: 11502844

 PMID: 12161552

 PMID: 12050239

 PMID: 16204371

rs1569073058 - NM_003906.5(MCM3AP):c.2667C>A (p.Tyr889Ter)

For discussion of the c.2667C-A transversion (c.2667C-A, NM_003906.4) in exon 10 of the MCM3AP gene, resulting in a tyr889-to-ter (Y889X)

substitution, that was found in compound heterozygous state in a patient with autosomal recessive peripheral neuropathy with impaired intellectual

development (PNRIID; 618124) by Ylikallio et al. (2017), see 603294.0004.

 PMID: 28633435

rs2904552 - NM_016335.5(PRODH):c.1292G>A (p.Arg431His)

Bender et al. (2005) found that the R431H mutation was associated with a moderate reduction in PRODH activity (30 to 70%).

For discussion of the arg431-to-his (R431H) mutation in the PRODH gene that was found in compound heterozygous state in a patient with schizophrenia-

4 (SCZD4; 600850) and hyperprolinemia (HYRPRO1; 239500) by Jacquet et al. (2002), see 606810.0004.

 PMID: 15662599

 PMID: 12217952

https://www.ncbi.nlm.nih.gov/pubmed/?term=11502844
https://www.ncbi.nlm.nih.gov/pubmed/?term=12161552
https://www.ncbi.nlm.nih.gov/pubmed/?term=12050239
https://www.ncbi.nlm.nih.gov/pubmed/?term=16204371
https://www.ncbi.nlm.nih.gov/pubmed/?term=28633435
https://www.ncbi.nlm.nih.gov/pubmed/?term=15662599
https://www.ncbi.nlm.nih.gov/pubmed/?term=12217952
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rs774676466 - NM_001045.5(SLC6A4):c.-1941_-1899del

Heils et al. (1995, 1996) reported that a polymorphism in the promoter region of the serotonin transporter gene (referred to as 5-HTTLPR) is located

approximately 1 kb upstream of the SLC6A4 transcription initiation site and is composed of 16 repeat elements. The polymorphism consists of a 44-bp

insertion or deletion involving repeat elements 6 to 8. The frequency of the long allele was found by Lesch et al. (1996) to be 57% and of the short allele

43%.

Hu et al. (2006) showed that 5-HTTLPR is functionally triallelic. The L(G) allele, which is the L allele with a common A-to-G substitution (rs2553), creates a

functional AP2 transcription factor (107580) binding site. Expression assays in 62 lymphoblastoid cell lines representing the 6 genotypes and in transfected

raphe-derived cells showed codominant allele action and low, nearly equivalent expression for the S and L(G) alleles, accounting for more variation in HTT

expression than previously recognized.

Obsessive-Compulsive Disorder

Hu et al. (2006) found that the gain-of-function homozygous L(A)L(A) genotype was approximately twice as common in 169 whites with obsessive-

compulsive disorder (164230) than in 253 ethnically matched controls. In a replication study in 175 trios consisting of probands with OCD and their

parents, the L(A) allele was 2-fold overtransmitted to the patients with OCD. The HTTLPR L(A)L(A) genotype exerted a moderate (1.8-fold) effect on risk of

OCD, thus establishing a role for the HTT gene in OCD.

Anxiety-Related Personality Traits

Lesch et al. (1996) found that the short version of the 5-HTTLPR polymorphism in either homozygous or heterozygous form was associated with higher

neuroticism scores and lower extraversion and openness scores (see 607834).

Hariri et al. (2002) reported that individuals with 1 or 2 copies of the short allele of the serotonin transporter promoter polymorphism, which has been

associated with reduced serotonin expression and function and increased fear and anxiety-related behaviors, exhibited greater amygdala neuronal activity, as

assessed by functional MRI, in response to fearful stimuli compared with individuals homozygous for the long allele. Each group consisted of 14 adults.

Hariri et al. (2002) concluded that their results demonstrated genetically driven variation in the response of brain regions underlying human emotional

behavior and suggested that differential excitability of the amygdala to emotional stimuli may contribute to the increased fear and anxiety typically

associated with the short SLC6A4 allele.

Sen et al. (2004) noted that at least 26 studies had investigated a putative association between the functional serotonin transporter 5-HTTLPR promoter

polymorphism and anxiety-related personality traits, with inconsistent results. They conducted a metaanalysis of these studies, which included 5,629

individuals, and found suggestive evidence for an association between the short allele (S) and increased anxiety-related personality trait scores (p = 0.087).

Analysis of heterogeneity revealed that substantial variation was introduced by the inventories used; when analyses were stratified by inventory type, there

was a significant association between 5-HTTLPR and neuroticism as measured by the NEO personality inventory (p = 0.000016) but not by other rating

scales. Sen et al. (2004) concluded that there is a strong association between the serotonin transporter promoter variant and neuroticism, and that

nonreplications are largely due to small sample size and use of different inventories.

Altered function of the serotonin neurotransmission system has been implicated in the aggressive behavior in patients with Alzheimer disease (AD; see

104300). Sukonick et al. (2001) studied 137 subjects diagnosed as having possible or probable AD, 58 of whom demonstrated aggressive behavior. They

found that the *L/*L genotype was significantly associated with aggression in patients with AD (odds ratio, 2.8). Similar results were obtained for *L allele

frequency.

Bipolar Affective Disorder

Comorbid panic disorder may define a subtype of bipolar disorder (125480) and may influence the strength of association found between bipolar disorder

and candidate genes involved in monoamine neurotransmission. Rotondo et al. (2002) studied the frequency of the 5-HTTLPR polymorphism, the V158M

polymorphism of catechol-O-methyltransferase (COMT; 116790.0001), and a splice site polymorphism (IVS7+218C-A) of tryptophan hydroxylase (TPH;

191060) in a case-control association study of bipolar disorder patients with or without lifetime panic disorder. They compared results from DNA extracted

from blood leukocytes of 111 unrelated subjects of Italian descent meeting DSM-III-R criteria for bipolar disorder, including 49 with and 62 without comorbid

lifetime panic disorder, with those of 127 healthy subjects. Relative to the comparison subjects, subjects with bipolar disorder without panic disorder, but

not those with comorbid bipolar disorder and panic disorder, showed significantly higher frequencies of the COMT met158 and the short 5-HTTLPR alleles.

No statistical significance was found between the bipolar disorder groups and the TPH polymorphism. Rotondo et al. (2002) concluded that bipolar

disorder without panic disorder may represent a more homogeneous form of illness and that variants of the COMT and SLC6A4 genes may influence clinical

features of bipolar disorder.
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Lasky-Su et al. (2005) conducted a metaanalysis on case-control studies of the association between 2 polymorphisms of the serotonin transporter gene (a

17-bp VNTR in intron 2, and a 44-bp insertion/deletion in the promoter region) and affective disorders (bipolar disorder and unipolar depression) resulting

in 4 metaanalyses. For each polymorphism, the authors assessed the evidence for allelic association, heterogeneity among studies, the influence of individual

studies, and the potential for publication bias. The short alleles of the 44-bp insertion/deletion polymorphism showed a significant association with bipolar

disorder (OR = 1.13, p = 0.001) but not unipolar disorder. The VNTR had no association with either disorder.

Among 1,932 individuals, comprising 539 with unipolar affective disorder, 572 with bipolar disorder, and 821 controls, Mendlewicz et al. (2004) found no

significant differences in genotype or allele frequency of the 5-HTTLPR polymorphism.

Cho et al. (2005) performed 2 metaanalyses of published studies involving serotonin transporter as a candidate gene for bipolar disorder. The studies were

population-based and family-based studies investigating the association with the 5-HTTLPR promoter polymorphism and the intron 2 VNTR. Seventeen

population-based studies comprising 1,712 cases and 2,583 controls and 6 family-based studies comprising 587 trios were included in the 5-HTTLPR

metaanalysis. Sixteen population-based studies comprising 1,764 cases and 2,703 controls as well as for family-based studies comprising 382 trios were

included in the intron 2 VNTR metaanalysis. Meta-regression showed that neither study type nor ethnic sample significantly contributed to heterogeneity of

the metaanalyses. Overall, odds ratios suggested a very small but detectable effect of the serotonin transporter in susceptibility to bipolar disorder.

Major Depressive Disorder

In a prospective-longitudinal study of a representative birth cohort, Caspi et al. (2003) tested why stressful experiences led to depression (608516) in some

people but not in others. The functional polymorphism in the promoter region of the serotonin transporter gene was found to moderate the influence of

stressful life events on depression. Individuals with 1 or 2 copies of the short allele of the promoter polymorphism exhibited more depressive symptoms,

diagnosable depression, and suicidality in relation to stressful life events than individuals homozygous for the long allele. The Dunedin Multidisciplinary Health

and Development Study Cohort was used for this study. It consists of a birth cohort of 1,037 children, of whom 52% were male, that was assessed at ages

3, 5, 7, 9, 11, 13, 15, 18, and 21 and was virtually intact at the age of 26 years. A total of 847 Caucasian non-Maori study members were divided into 3 groups

on the basis of their genotype. There was no difference in genotype frequencies between the sexes. Stressful life events occurring after the 21st birthday

and before the 26th birthday were assessed with the aid of a life-history calendar, a highly reliable method for ascertaining life event histories. Thirty percent

of the study members experienced no stressful life events, 25% experienced 1 event, 20% 2 events, 11% 3 events, and 15% 4 or more events. There were no

significant differences between the 3 genotype groups in the number of life events they experienced, suggesting that the serotonin transporter genotype

did not influence exposure to stressful life events. In a hierarchical logistic regression model, the main effect of genotype was not significant, the main effect

of number of life events was significant, and the interaction between genotype and number of life events was significant. Caspi et al. (2003) concluded that

their epidemiologic study provided evidence of a gene-by-environment interaction, in which an individual's response to environmental insults is moderated

by his or her genetic makeup.

Grabe et al. (2005) studied 1,005 subjects from a general Pomeranian population sample to determine the potential environmental interaction with the

short allele of the promoter region of the SLC6A4 gene and depression. Significant interactions between genotype, unemployment, and chronic diseases

were found in females but not in males. The genotype explained 2% of the total variance of the rating scale used and 9.1% of the explained variance. The

results supported previous findings of a significant gene-environmental interaction of the short allele indicating a higher mental vulnerability to social

stressors and chronic disease.

Risch et al. (2009) performed a metaanalysis of the interaction between the serotonin transporter gene and stressful life events on depression using both

published data and individual-level original data. They found no evidence that the serotonin transporter genotype alone or in interaction with stressful life

events is associated with an elevated risk of depression in men alone, women alone, or in both sexes combined.

Seasonal Affective Disorder

Willeit et al. (2003) genotyped 138 patients with seasonal affective disorder (SAD; see 608516), which is usually a variant of major depressive disorder, and

146 healthy volunteers for the long/short promoter polymorphism. No difference between patients and controls was found for genotype distribution and

allele frequency. However, genotype distribution and allele frequencies were strongly associated with DSM-IV depressive subtypes such that melancholic

depression was associated with the long allele and atypical depression with the short allele (2-sided Fisher exact test: genotype distribution, p = 0.0038;

allele frequencies: p = 0.007). Willeit et al. (2003) concluded that their findings support the notion that the promoter region of the serotonin transporter

influences phenotypic expression of disease but does not cause the disease.

In a functional MRI study of 29 healthy males, Heinz et al. (2005) found that the number of S alleles was positively correlated with activation of the

amygdala in response to the viewing of aversive, but not pleasant, pictures. Carriers of the S allele also showed increased coupling between the amygdala

and the ventromedial prefrontal cortex, suggesting that S carriers have increased capacity for emotional states and possibly for the development of

depression in response to adverse events.
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Taylor et al. (2005) studied the influence of serotonin transporter promoter polymorphisms on hippocampal volumes in late-life depression. They

genotyped and performed brain MRIs on 72 individuals with early-onset depression, 63 with late-onset depression, and 83 healthy controls. Subjects with

late-onset depression who were homozygous for the long allele (L/L) had significantly smaller right hippocampal volumes than did L/L individuals with

early-onset depression (p = 0.046) or L/L control individuals (p = 0.01). Post hoc analysis also showed that later age of depression onset was associated

with smaller hippocampal volumes in individuals with the L/L genotype, but earlier age of onset was associated with smaller hippocampal volumes in

individuals who were homozygous for the short allele.

In 114 healthy Caucasian controls, Pezawas et al. (2005) found that carriers of the short allele had significantly reduced gray matter volume of the

perigenual anterior cingulate cortex (pACC) and amygdala compared to those with the long allele. Functional MRI of 94 control individuals during perceptual

processing of fear stimuli showed functional connectivity between these 2 regions, suggesting a feedback circuit. Carriers of the short allele had highly

significant reduction of amygdala-pACC connectivity, particularly with the rostral ACC, compared to carriers of the long allele. Pezawas et al. (2005)

postulated that carriers of the short allele have functional uncoupling of this mood circuit, reflecting differential brain development of these core regions.

The differences may underlie normal emotional reactivity and influence genetic susceptibility for depression.

In a study of 466 patients with major depressive disorder and 836 control subjects of German descent, Hoefgen et al. (2005) found that the short allele

was significantly more frequent in patients than in control subjects (45.5% vs 39.9%; p = 0.006; odds ratio = 1.26).

SSRI Antidepressant Response

Yu et al. (2002) tested the hypothesis that the 5-HTTLPR polymorphism is associated with SSRI antidepressant response by evaluating total and cluster

depressive symptoms in 121 Chinese patients diagnosed with major depression. The results revealed that patients with the L/L genotype had a significantly

better response to SSRI (fluoxetine) when compared to the S allele carriers on the basis of total (p = 0.013), core (p = 0.011), psychic anxiety (p = 0.005),

and somatic anxiety (p = 0.002) symptoms of the Hamilton Depression Rating Scale-score percentage change.

Smits et al. (2004) conducted a systematic review of the literature on the influence of the serotonin 5-HTTLPR L/S polymorphisms and intron 2 VNTR

polymorphisms (STin2) on SSRI antidepressant response. The weighted mean decrease in depression score for patients with the S/S, S/L, and L/L

genotypes were 35.4%, 46.3%, and 48.0% at week 4, respectively, and 53.9%, 54.6%, and 48.3% at week 6. Among Caucasian patients, both the mean

decrease in depression scores and response rate were lowest in the S/S group. The 5-HTTLPR results were inconsistent in Asian patients. Among Asian

patients, weighted response rates were 36.1% for the 10/12 STin2 genotype and 80.7% for the 12/12 genotype (chi square = 27.8, P less than 0.001).

Murphy et al. (2004) studied the long/short polymorphism in the SLC6A4 gene because previous reports had identified an association between the S allele

and decreased efficacy of selective serotonin reuptake inhibitors. They randomized 246 cognitively intact patients aged 65 years or older with major

depression to either mirtazapine (a mixed noradrenergic and serotonergic antidepressant) or paroxetine hydrochloride (a serotonin reuptake inhibitor-type

antidepressant) treatment for depression. Patients with the S allele treated with paroxetine showed a small impairment in antidepressant response. Among

mirtazapine-treated patients, there was little indication that the promoter polymorphism affected antidepressant efficacy; however, the promoter

polymorphism had a dramatic effect on adverse events. Among paroxetine-treated patients, S allele carriers experienced significantly more severe adverse

events, achieved significantly lower final daily doses, and had more discontinuations. Mirtazapine-treated patients had the opposite finding: S allele carriers

had significantly fewer discontinuations due to adverse events, experienced less severe adverse events, and achieved higher final daily doses. Murphy et al.

(2004) concluded that the S allele of the SLC6A4 promoter polymorphism is associated with a poor outcome after treatment with selective serotonin

reuptake inhibitors.

Alcoholism

Feinn et al. (2005) conducted a metaanalysis of the association of the functional serotonin transporter promoter polymorphism with alcohol dependence

(103780). The metaanalysis was from data collected from 17 published studies including 3,489 alcoholics and 2,325 controls. The frequency of the short

allele was significantly associated with alcohol dependence (OR, 1.18, 95% CI, 1.03-1.33). A greater association with the S allele was seen among individuals

with alcohol dependence complicated by either a comorbid psychiatric condition or an early-onset or more severe alcoholism subtype (OR, 1.34, 95% CI, 1.11-

1.63).

Following up on a study by Herman et al. (2003) that showed an association between the SLC6A4 short form of the promoter polymorphism and alcohol

consumption in a college population, Munafo et al. (2005) studied 755 individuals, aged 33 to 73 years, who were recruited from general practices in the

U.K. as part of a study of genetic associations with smoking cessation. Subjects were assessed for age, gender, body mass index, weekly alcohol

consumption, ethnicity, and smoking habits. Individuals who were nondrinkers were excluded from the study. Genotyping was done for SLC6A4 long and

short promoter polymorphisms. The short allele was significantly associated with increased alcohol consumption (p = 0.03). There was suggestive evidence

of a genotype-sex interaction (p = 0.04). Post hoc analysis indicated higher alcohol consumption in men with one or more copies of the short allele,

whereas consumption in women was highest among heterozygotes compared to both homozygote groups.
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Migraine with Aura

Marziniak et al. (2005) found an increased frequency of the S allele in 96 patients with migraine with aura (see 157300) (56.3%) compared to 101 patients

with migraine without aura (37.1%) and 115 controls (42.6%). The authors suggested that the decreased overall level of serotonergic transmission conferred

by the S allele may be a factor in the pathogenesis of migraine with aura. Todt et al. (2006) found no association between the promoter length

polymorphism in the SLC6A gene and migraine with aura among 472 German patients and 506 controls.

Sudden Infant Death

Narita et al. (2001) and Weese-Mayer et al. (2003) found an excess of the L/L genotype and the L allele in association with sudden infant death syndrome

(272120). Weese-Mayer et al. (2003) subsequently showed that an intron 2 polymorphism (12-repeat allele), which also differentially regulates 5-HTT

expression, was associated with increased risk of SIDS in African American but not Caucasian SIDS cases.

Pulmonary Hypertension

Eddahibi et al. (2001) reported that pulmonary artery smooth muscle cells (SMCs) from patients with primary pulmonary hypertension (PPH; see 178600)

grew faster than those from controls when stimulated with serum or serotonin, due to increased expression of 5-HTT. Inhibitors of 5-HTT attenuated the

growth-stimulatory effects of serum and serotonin. Expression of 5-HTT was increased in cultured pulmonary artery SMCs as well as in platelets and lungs

from patients with PPH, where it predominated in the media of thickened pulmonary arteries and in onion bulb lesions. The L allele of the 5-HTT promoter,

which is associated with 5-HTT overexpression and increased pulmonary artery SMC growth, was present in homozygous form in 65% of PPH patients but

in only 27% of controls (p less than 0.001). Eddahibi et al. (2001) concluded that 5-HTT activity plays a key role in the pathogenesis of pulmonary artery

SMC proliferation in PPH and that a 5-HTT polymorphism confers susceptibility to PPH.

In 103 patients with chronic obstructive pulmonary disease (COPD; see 606963), Eddahibi et al. (2003) determined the 5-HTTLPR genotype and measured

pulmonary artery pressure. They found that patients carrying the LL genotype, which is associated with higher levels of 5-HTT expression in pulmonary

artery smooth muscle cells than the LS and SS genotypes, had more severe pulmonary hypertension than LS or SS patients (p less than 0.01). Eddahibi et

al. (2003) concluded that the 5-HTTLPR genotype appears to determine the severity of pulmonary hypertension in patients with COPD.
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rs1799987 - NM_000579.3(CCR5):c.-301+246A>G

Using in vitro studies, McDermott et al. (1998) showed that alleles containing an A at the -2459 position of the CCR5 gene displayed higher CCR5 promoter

activity than alleles with a G at this position. The in vivo relevance of these observations was supported by the finding that HIV-infected individuals

homozygous for the A allele (-2459A/A) progressed more rapidly to AIDS (see 609423) than those who were homozygous for the G allele (-2459G/G). A

32-bp deletion in the open reading frame of the CCR5 gene (601373.0001), which confers protection against HIV infection, is tightly linked to the promoter

-2459A allele.

Kawamura et al. (2003) found that, in vitro, Langerhans cells from individuals heterozygous for both the -2459A/G polymorphism and the 32-bp deletion in

the CCR5 gene were markedly less susceptible to HIV than were Langerhans cells from individuals homozygous for the A allele at -2459 and heterozygous

for the 32-bp deletion (P = 0.012). These genetic susceptibility data in Langerhans cells paralleled those of susceptibility studies performed in cohorts of

HIV-infected individuals. This suggested that CCR5-mediated infection of Langerhans cells is the biologic basis for host genetic susceptibility to initial HIV

infection. Kawamura et al. (2003) stated that the resistant diplotype occurs in approximately 10% of whites, whereas the more susceptible diplotype occurs

in approximately 6% of whites.
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rs10509305 - NM_152709.5(STOX1):c.1824A>C (p.Glu608Asp)

In 2 preeclamptic Dutch sib pairs (609404), van Dijk et al. (2005) identified a glu608-to-asp (E608D) substitution in exon 3 of the STOX1 gene. The

mutation was also found in their mothers, who had a history of pregnancy-induced hypertension (see 189800). One sib pair also carried the Y153H

mutation (609397.0001): 1 third-generation daughter carried both mutations and was born of a preeclamptic pregnancy; the other carried neither and was

born of a normal pregnancy.

Preeclampsia is a complication of pregnancy in which affected women develop high blood pressure (hypertension); they can also have abnormally high levels

of protein in their urine (proteinuria). This condition usually occurs in the last few months of pregnancy and often requires early delivery of the infant.

However, this condition can also appear shortly after giving birth (postpartum preeclampsia).Many women with mild preeclampsia do not feel ill, and the

condition is often first detected through blood pressure and urine testing in their doctor's office. In addition to hypertension and proteinuria, signs and

symptoms of preeclampsia can include excessive swelling (edema) of the face or hands and a weight gain of more than 3 to 5 pounds in a week due to

fluid retention. Affected women may also experience headaches, dizziness, irritability, shortness of breath, a decrease in urination, upper abdominal pain, and

nausea or vomiting. Vision changes may develop, including flashing lights or spots, increased sensitivity to light (photophobia), blurry vision, or temporary

blindness.In many cases, symptoms of preeclampsia go away within a few days after the baby is born. In severe cases, however, preeclampsia can damage

the mother's organs, such as the heart, liver, and kidneys, and can lead to life-threatening complications. Extremely high blood pressure in the mother can

cause bleeding in the brain (hemorrhagic stroke). The effects of high blood pressure on the brain (hypertensive encephalopathy) may also result in seizures.

If seizures occur, the condition is considered to have worsened to eclampsia, which can result in coma. About 1 in 200 women with untreated preeclampsia

develop eclampsia. Eclampsia can also develop without any obvious signs of preeclampsia.Between 10 and 20 percent of women with severe preeclampsia

develop another potentially life-threatening complication called HELLP syndrome. HELLP stands for hemolysis (premature red blood cell breakdown),

elevated liver enzyme levels, and low platelets (cell fragments involved in blood clotting), which are the key features of this condition.Severe preeclampsia can

also affect the fetus, with impairment of blood and oxygen flow leading to growth problems or stillbirth. Infants delivered early due to preeclampsia may

have complications associated with prematurity, such as breathing problems caused by underdeveloped lungs.Women who have had preeclampsia have

approximately twice the lifetime risk of heart disease and stroke than do women in the general population. Researchers suggest that preeclampsia, heart

disease, and stroke may share common risk factors. Women who have health conditions such as obesity, hypertension, heart disease, diabetes, or kidney

disease before they become pregnant have an increased risk of developing preeclampsia. Preeclampsia is most likely to occur in a woman's first pregnancy,

although it can occur in subsequent pregnancies, particularly in women with other health conditions.

 PMID: 15806103

rs3733402 - NM_000892.5(KLKB1):c.428G>A (p.Ser143Asn)

For discussion of the asn124-to-ser (N124S) mutation in the KLKB1 gene that was found in compound heterozygous state in patients with plasma

prekallikrein deficiency (612423) by Katsuda et al. (2007), see 229000.0004.

Prekallikrein deficiency is a blood condition that usually causes no health problems. In people with this condition, blood tests show a prolonged activated

partial thromboplastin time (PTT), a result that is typically associated with bleeding problems; however, bleeding problems generally do not occur in

prekallikrein deficiency. The condition is usually discovered when blood tests are done for other reasons.A few people with prekallikrein deficiency have

experienced health problems related to blood clotting such as heart attack, stroke, a clot in the deep veins of the arms or legs (deep vein thrombosis),

nosebleeds, or excessive bleeding after surgery. However, these are common problems in the general population, and most affected individuals have other

risk factors for developing them, so it is unclear whether their occurrence is related to prekallikrein deficiency.
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List of Conditions:

Unknown

Neurofibromatosis

Primary ciliary dyskinesia

Radial aplasia-thrombocytopenia syndrome

Hereditary cancer-predisposing syndrome

Arrhythmogenic right ventricular cardiomyopathy

Acute myeloid leukemia with maturation

Orofaciodigital syndrome I

Alzheimer's disease

Estrogen resistance

Cancer progression and tumor cell motility

Hepatocellular carcinoma

Lissencephaly 1

Alexander Disease

Serotonin transporter activity

Metabolic syndrome

Inflammatory bowel disease 1

Proline dehydrogenase deficiency

Hyperphosphatasemia with bone disease

PERIPHERAL NEUROPATHY
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Methods

Versions

VCF Version: IXpvI0HQnqCwLQbZrj0tpqDJmLuzXWJM 

Clinvar Database Version: QoqCB67VTISXJBo0M_5ZtdenJ9F4gGG0

Extraction

Before sequencing, DNA extraction and library preparation processes were carried-out by automated liquid handling robots. Sequencing was completed using the NovaSeq 6000

instrument (Illumina).

The Nextera DNA Flex (Illumina) library was used during sequencing.

Analysis

Primary and secondary analysis was performed on the Illumina DRAGEN platform. Our secondary analysis extends the GATK 'best practices' pipeline. This includes Variant Quality

Score Recalibration

It is important to note that applying a filter will not remove any data from the VCF file; it will just annotate the “FILTER” column. Variants with the “PASS” annotation are

considered high quality and may, therefore, be used for advanced downstream analysis.

Sequence data is primarily aligned to the GATK GRCh37 reference genome and mitochondria is aligned to the Revised Cambridge Reference Sequence (NC_012920.1). Additional

references may have been requested though tertiary analysis is not conducted on variant calls using references other than GRCh37.

Limitations

Test results are not interpretations. All variants reported in the genes included in the panel are reported.

Rare polymorphisms may lead to false-negative or false-positive results.

Due to limited read length and other contributing technical limitations, repeat expansions (e.g. in the Huntington gene, the SCA-genes, the myotonic dystrophy repeat region,

and other similar regions) cannot be assessed with the applied method

Disclaimer

Any preparation and processing of a sample from saliva collection kit to Dante Labs by a customer is assumed to belong to the email used by the customer at the moment of kit

registration on the Dante Labs Genome Manager platform before the shipment of the specimen to the laboratory.

The analysis and reporting conducted by Dante Labs are based on information from one or more published third-party scientific and medical studies.

Because of scientific and medical information changes over time, your risk assessment for one or more of the conditions contained within this report may also change over time.

For example, opinions differ on the importance and relative weights given to genetic factors. Also, epidemiological data isn't available for some conditions, and this report may

not be able to provide definitive information about the severity of a particular condition. We recommend asking your healthcare provider to correctly interpret them. Therefore,

this report may not be 100% accurate (e.g., new research could mean different results) and may not predict actual results or outcomes.

This test has not been cleared or approved by the U.S. Food and Drug Administration (FDA). The US Food and Drug Administration (FDA) has determined that clearance or

approval of this method is not necessary and thus neither have been obtained.

Contact

Please contact contact@dantelabs.com for more information on the contents of this report, our analysis methodology, and the limitations of this process.

https://software.broadinstitute.org/gatk/documentation/article.php?id=39
https://www.ncbi.nlm.nih.gov/assembly/GCF_000001405.25
https://www.ncbi.nlm.nih.gov/nuccore/NC_012920.1
mailto:contact@dantelabs.com



