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In this issue, we are starting with a series of invited reviews

on innovative and potential future therapeutic strategies in

schizophrenia and affective disorders. Hasan et al. [1]

outline that cognitive symptoms do not respond to anti-

psychotic treatment and are a main predictor for poor social

and functional outcome in schizophrenia. During the last

years, epigenetic mechanisms mediating the influence of

environmental factors on chromatin regulation and gene

expression have been reported to play an important role in

the pathophysiology of the disease. Therefore, histone

deacetylase (HDAC) inhibitors might be potential epige-

netic targets in the treatment of schizophrenia. After clar-

ification of target selectivity, adverse effects and

identification of eligible patients, future clinical studies

should follow this trail. DNA-methylation is a further

epigenetic mechanism in which the relationship with

environmental experience and brain activation has to be

assessed [2].

Aripiprazole is a potent atypical antipsychotic drug with

high effectivity and tolerability [3]. Besides its well-known

effects on the dopamine system, aripiprazole may also

influence other neurotransmitter systems which currently is

under investigation. Peselmann et al. [4] treated rats

chronically with aripiprazole in different doses and found

the vesicular c-amino-butyric (GABA) transporter and the

GABA synthesizing enzyme GAD67 to be induced in the

hippocampus, amygdala and cerebral cortex. Since reduced

expression of GAD67 and a dysfunctional GABA ergic

system possibly are involved in the pathophysiology of

schizophrenia, alterations of regulatory connections

between the dopaminergic, serotonergic and GABA ergic

system may play a role in the mode of action of aripip-

razole. However, alterations in GAD-immunoreactive

neurons have also been shown to occur in patients with

bipolar I depression [5], suggesting a neurobiological

overlap within the affective-schizophrenia continuum.

Poor outcome, often a hallmark of schizophrenia, might

be related to patients’ impaired insight into their condition

and awareness of need for treatment. Pijnenborg et al. [6]

show a strong contribution of affective empathy to insight,

suggesting that being able to feel empathy with other

peoples’ feelings may enhance insight. Alcohol-induced

psychotic disorder is a rare complication of alcohol use

disorder, but has an extremely high rehospitalization rate

indicating a more chronic course and worse prognosis [7].

Single psychiatric symptoms such as hallucination

involving the oral area are categorized as delusional dis-

order. In a SPECT study, Umezaki et al. [8] revealed

right [ left brain perfusion asymmetry in frontal and

temporal brain areas in these patients.

The rate of transition of mild cognitive impairment

(MCI) to Alzheimer’s disease (AD) is an important mea-

sure. Thus, the use of biomarkers according to the likeli-

hood of the presence of AD pathology could help

classifying patients with increased risk for developing

dementia. In a follow-up study, Guo et al. [9] show that

neuroimaging (PET, structural MRI) can contribute to

identify MCI patients with high, intermediate or low like-

lihood of the presence of AD pathology and investigated

progression toward AD. MCI-high patients had a higher

risk of developing AD than the other subgroups. Therefore,

the new clinical research criteria of the National Institute

on Aging-Alzheimer’s Association (NIA-AA) represent a

valuable research instrument in diagnosing MCI. In line
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with nuclear imaging methods, other neuroimaging

parameters such as pulsed arterial spin labeling magnetic

resonance imaging (MRI) revealed lower perfusion of the

parietal cortex in patients with MCI and AD, providing

insight into the biological process of transition from normal

aging to dementia [10]. Arlt et al. [11] showed that auto-

mated MRI-based volumetry of gray matter of the left

hippocampus correlated with performance in memory

tasks, whereas the left temporal cortex was related to

performance in language tasks. Bilateral, frontal, parietal

and occipital gray matter volumes were correlated with

multiple neuropsychological domains. Rate of the gray

matter change in the left hippocampus during a two-year

follow-up correlated with decline in performance in the

Mini-Mental State Examination, Boston Naming Test and

Trail Making Test B. Furthermore, Diffusion Tensor

Imaging (DTI) demonstrated a decline of fractional

anisotropy as a marker of fiber tract integrity in AD with

only limited effects of treatment with Galantamine [12].

Besides neuroimaging, cerebrospinal fluid (CSF)-based

protein biomarkers are needed to identify individuals at

risk [13]. Schwarz et al. [14] investigated the detectability

of an imbalance between neurotoxic and neuroprotective

kynurenine metabolites in serum of patients with AD. They

found the blood–brain barrier crossing neurotoxic

2-hydroxykynurenine concentrations to be markedly

increased in AD compared to controls. Further prospective

studies in patients with MCI are recommended. Finally,

Nordgaard et al. [15] discuss basic clinical examples

derived from structured and semi-structured interviews and

find fully structured interviews neither theoretically ade-

quate nor practically valid for obtaining psycho-diagnostic

information. They conclude that further work has to be

done to more specifically investigate psychopathology.

References

1. Hasan A, Mitchell A, Schneider A, Halene T, Akbarian S (2013)

Epigenetic dysregulation in schizophrenia: molecular and clinical

aspects of histone deacetylase inhibitors. Eur Arch psychiat clin

neurosci. doi:10.1007/s00406-013-0395-2

2. Wiers C (2012) Methylation and the human brain: towards a new

discipline of imaging epigenetics. Eur Arch Psychiatry Clin

Neurosci 262:271–273

3. de Arce Cordon R, Eding E, Marques-Teixeira J, Milanova V,

Rancans E, Schreiner A (2012) Descriptive analyses of the

aripiprazole arm i the risperidone lon-acting injectable versus

quetiapine relapse prevention tiral (ConstaTRE). Eur Arch Psy-

chiatry Clin Neurosci 262:139–149

4. Peselmann N, Schmitt A, Gebicke-Haerter PJ, Zink M (2012)

Aripiprazole differentially regulates the expression of Gad67 and

c-aminobutyric acid transporters in rat brain. Eur Arch Psychiat

Clin Neurosci. doi:10.1007/s00406-012-0367-y

5. Gos T, Steiner J, Bielau H, Dobrowolny H, Günther K, Mawrin

C, Krzyzanowski M, Hauser R, Brisch R, Bernstein H-G, Jan-

kowski Z, Braun K, Bogerts B (2012) Differences between uni-

polar and bipolar I depression in the quantitaive analysis of

glutamic acid decarboxylase-immunoreactive neuropil. Eur Arch

Psychiatry Clin Neurosci 262:647–655

6. Pijnenborg GHM, Spikman JM, Jeronimus BF, Aleman A (2012)

Insight in schizophrenia: associations with empathy. Eur Arch

Psychiat Clin Neurosci. doi:10.1007/s00406-012-0373-0

7. Soyka M, Helten B, Cleves M, Schmidt P (2012) High rehospi-

talization rate in alcohol-induced psychotic disorder. Eur Arch

Psychiat Clin Neurosci. doi:10.1007/s00406-012-0374-z

8. Umezaki Y, Katagiri A, Watanabe M, Takenoshita M, Sakuma T,

Sako E, Toyofuku A (2013) Brain perfusion asymmetry in

patients with oral somatic delusions. Eur Arch Psychiat Clin

Neurosci. doi:10.1007/s00406-013-0390-7

9. Guo LH, Alexopoulos P, Eisele T, Wagenpfeil S, Kurz A, Per-

neczky R (2012) The National Institute on Aging-Alzheimer’s

Association research criteria for mild cognitive impairment due

to Alzheimer’s disease: predicting the outcome. Eur Arch Psy-

chiat Clin Neurosci. doi:10.1007/s00406-012-0349-0
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