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Twin Studies of Affective lliness

Study Monozygotic Dizygotic

Concordance (%) Concordance

Luxenberger, 1930 3/4 75.0 0/13
Rosanoff et al., 1935 16/23 69.6 11/67
Slater, 1953 4/7 571 4/17
Kallman, 1954 25/27 92.6 13/55
Harvald and Hauge, 1965 10/15 66.7 2/40
Allen et al., 1974 5/15 33.3 0/34
Bertelsen, 1979 32/55 58.3 9/52

TOTAL 95/146 65.0 39/278
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Genes and environment

Gene subset A
Pathophysiology A

Gene subset B Disease
Pathophysiology B

Final Common

pathway
Gene subset C
Pathophysiology C
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The Universe of Bipolar Genes

Spectrum
temperaments

Bipolar 1

Unipolar
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The Human Genome Project

Goal

Sequence all 3 billion base pairs in the human
genome

|dentify all human genes

The largest and most important scientific
project in the history of biology

Results
Only ~35,000 human genes

Function known of ~7000 genes
Tools — over 3 Million DNA markers
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Goal

Sequence all 3 billion base pairs in the human
genome

|dentify all human genes

The largest and most important scientific
project in the history of biology
Results

Only ~35,000 human genes

Function known of ~7000 genes

Tools — over 3 Million DNA markers
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Study the inheritance of 400 markers on all the chromosomes
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Genetic Mapping

Collect Families

Find the chromosomal location of a disease gene
What genes are in that region?

Identify the disease gene

Find the mutation in the gene

Understand the function of the gene
And the mechanism of disease
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Common Genes for Bipolar
Disorder and Schizophrenia
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SCHIZOPHRENIC PSYCHOSIS

A complex multigenelic disease

Multiple genetic risk factors
Susceplibility genes / at-risk haplolypes / protective alleles

Critical "genetic load" for spontaneous disease onset?

|—|—| YES no |
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Schizophrenic Patients (DSM-IV)
N=350

Male 70% Female 30%

I—J—\I—L—1

Classical Schizoaffective Classical Schizoaffectiva
Schizophrenia 85% Disorder 15% Schizophrenia 73% Disorder 27%

Duration of Disease 2 10 Years 39% Duration of Disease < 10 Years §1%

Type of Present Antipsychotic Medication
| Mixed
Typical
13%

16%

Atypical 71%

Comorbidity

Neurological Somatic Psychiatric  Nourological No
Comarbidity Comaorbidity Comaorbidity Soft Signs Comorbidity

Neurological comorbidity (e.g. multiple sclerosis, hemiparesis); somatic comorbidity (e.g.
hypertension, thyroid dysfunction, chrenic hepatits); psychiatric comeorbiditiy (e.g. mood
disorder, anxiety disorder, obsessive compulsive disorder), Selected neurological soft
slgns are: Left-right disorientation, graphesthesia, finger-thumb opposition, finger to nose,
fist edge palm, palmomental reflex, snout reflex, articulation, saccadic eye movement,
extinclion

Employment Status

Other (i.e. students, housewives)
1

9% 18% j Employe'd'

33%

40%
Unemployable __Unemployed
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Schizophrenic Patients (DSM-IV)
N=350

Male 70% Female 30%

l—‘—l l—l—1

Classical Schizoaffective Classical Schizoaffective
Schizophrenia 85% Disorder 15% Schizophrenia 73% Disorder 27%

Duration of Disease 2 10 Years 38% Duration of Disease < 10 Years §1%

Type of Present Antipsychotic Medication

Figure 7 : Overview: State of the Cross- [Mied [
Sectional Schizophrenia Study ("GRAS 165
Data Collection™) in October 2006
Collaborating centers: Gottingen, S
Merxhausen-Kassel <Rostock <Fulda « S
Kiel <Bonn, Rieden
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Neurological comorbidity (e.g. multiple sclerosis, hemiparesis); somatic comorbidity (e.9.

. u hypertension, thyroid dysfunction, chronic hepalits); psychiatric comorbiditiy (e.9. mood
. ua 3 disorder, anxiety disorder, obsessive compulsive disorder), Selected neurological soft

signs are: Left-right disorientation, graphesthesia, finger-thumb opposition, finger to nose,
fist edge palm, palmomental reflex, snout reflex, articulation, saccadic eye movement,
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Figure 7 : Overview: State of the Cross-
Sectional Schizophrenia Study ("GRAS Data
Collection™) in October 2006 Collaborating
centers: Gottingen, Merxhausen-Kassel
Rostock Fulda <Kiel :Bonn, Rieden

' Schizophrenic Patients (DSM-IV)

N=350
I |
Male 70% Female 30%
Classical Schizoaffective Classical Schizoaffective
Schizophrenia 85% Disorder 15% Schizophrenia 73% Disorder 27%
Duration of Disease 2 10 Years 39°% Duration of Disegase <10 Years 61%

Figure 7 (A)
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Type of Present Antipsychotic Medication

Atypical

Figure 7 (B)
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Comorbidity
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Figure 7 (C)
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Employment Status

 Other (i.e. students, housewives) |

LR

Employed |

ll ..| -—-T—\.—
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Unemployed
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Figure 7 (D)
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