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Editorial

Dear colleagues,

It is my great pleasure to introduce to you the eighth
issue of 2020 featuring original research on depression,
drug–drug interaction in psychiatric treatment of HIV,
cannabinoid treatment of tardive dyskinesia, treatment of
concurrent abuse of cocaine/nicotine and a review article
on management of mild cognitive impairment (MCI).

Reduction of circulating brain-derived neurotrophic
factor (BDNF) levels and increase of plasma dipeptidyl
peptidase-4 (DPP4) activity have both been reported to
link to the pathogenesis of depression. Zheng and col-
leagues explored the correlation between the ratio
DPP4 activity/BDNF levels (DBR) and depressive
symptoms as a biomarker for depression. In general,
DPP4 activity was negatively correlated to BDNF levels in
participants with and without depression. Depressed
patients had lower levels of BDNF and higher DPP4 activ-
ity and DBR in peripheral circulation when compared
with controls. The results suggested that the positive cor-
relation between DBR and depressive symptoms identify
DBR as a novel biological marker or a possible thera-
peutic target for depression.

Lee et al. found that detection of intracellular cyto-
kines after lipopolysaccharide (LPS) stimulation of
monocytes in vitro rather than simple measurement
of circulating cytokines may be more sensitive corre-
lates of subthreshold depressive symptoms. Circulating
inflammatory markers have been correlated with mood
disorders, but often no changes are found in case-control
studies (Mucci et al. 2020). They measured plasma
tumour necrosis factor-a (TNF- a), interleukin-6 (IL-6) and
C-reactive protein (CRP), and in vitro LPS-induced mono-
cyte production of IL-6 and TNF- a, in 117 participants to
a cross-sectional insomnia study in a healthy community-
dwelling older adults. Multivariate linear regression was
conducted to test the associations between inflammatory
markers and subthreshold depressive symptoms in the
entire sample, as well as in subgroups stratified into
higher and lower inflammation levels. In the entire sam-
ple, no circulating biomarkers were significantly associ-
ated with subthreshold depressive symptoms. Instead,
LPS-induced cytokines significantly and positively corre-
lated with subthreshold depressive symptoms in higher
inflammation subgroups. The authors concluded that
LPS-induced cytokines may be more sensitive correlates
of subthreshold depressive symptoms than circulating
cytokines, particularly in older adults with higher sys-
temic inflammation.

The management of psychiatric illness in HIV-infected
patients is clinically challenging because of the risk of
potential drug–drug interactions. Cattaneo and associates
aimed to measure the anti- depressant and/or anti-
psychotic drug concentrations in HIV-infected
patients during routine outpatient visits. Six hundred
HIV-infected patients were screened during the first
15months after the introduction of outpatient polyther-
apy management service. The distribution of psycho-
tropic drug concentrations in HIV-infected patients was
compared with that observed in a control group of HIV-
negative patients monitored over the same period. Fifty-
five per cent of patients receiving concomitant antiretro-
viral and psychotropic drug treatment had plasma psy-
chotropic drug concentrations that were below minimum
effective levels, compared to 26% of HIV-negative
patients. The results were not affected by patients’ gen-
der, age, adherence to therapies or drug–drug interac-
tions and showed that psychotropic drug treatments are
associated with a higher rate of subtherapeutic concen-
trations in HIV-infected patients. The possible reasons for
this finding in HIV-infected patients are analysed.

Lateral habenula (LHb) is a key brain structure for
mediating behavioural responses to aversive stimuli
and recently hyperactivation of this area has been
involved in pathophysiology of depression (Cui et al.
2018). LHb receives presynaptic inputs from ventral pal-
lidum (VP) which relates to reward, motivation and
hedonics. Liu and colleagues investigated the role of glu-
tamatergic VP-LHb projections in negative emotions and
depressive-like behaviour, using optogenetic manipula-
tion in mice. Activation of VP-LHb glutamatergic projec-
tions induced aversive behaviour in the real time place
aversion test. In mice subjected to chronic social defeat
stress (a stress protocol used to induce depressive/anx-
ious-like behaviour), optogenetic activation of this circuit
induced depressive-like phenotype, while inhibition of
the circuit exerted antidepressant effect in social stress
susceptible mice. Local injection of ketamine into LHb
rescued the depressive-like phenotype caused by activa-
tion of this circuit. The results of the study demonstrated
an involvement of the glutamatergic VP-LHb circuit in
stress-induced depression-related behaviours and in the
antidepressant action of ketamine.

Movement disorders, such as tardive dyskinesia (TD),
are associated not only with typical and atypical antipsy-
chotics, but also with levodopa treatment, although they
are more common in patients on typical antipsychotics.
Kajero and associates investigated the effects of oral
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cannabidiol (CBD; the most abundant non-psychoto-
mimetic compound in Cannabis, which has raised
much interest for its putative therapeutic actions in
CNS; Khoury et al. 2019) on TD. They assessed haloperi-
dol-induced vacuous chewing movements (VCM) in rats,
an animal model of TD. Rats were administered haloperi-
dol only or haloperidolþCBD at various doses between
3 and 10mg/kg. The results showed that CBD co-admin-
istration with haloperidol at different doses attenuated
the VCMs and increased motor tone produced by halo-
peridol. CBD also ameliorated haloperidol-induced
increased blood glucose levels. CBD alone at 5mg/kg
showed anxiolytic properties. This work confirmed that
CBD can ameliorate motor impairments produced by
haloperidol. The data suggest that CBD could be com-
bined with haloperidol to prevent the emergence of
extrapyramidal side effects and long-term movement dis-
orders, such as acute dystonic disorder and TD.

The review by Kasper et al. addresses the issue of
management of mild cognitive impairment (MCI). The
authors aim to describe the concept of MCI with regard
to diagnosis, pathogenesis and treatment, review the
evidence of available pharmacological and non-
pharmacological treatments for MCI, and analyse
respective information and limitations in national and
international guidelines. Consensus diagnostic criteria for
MCI are available; early recognition and accurate classifi-
cation of MCI subtypes is possible. Operational use of
biomarkers for amyloid pathology and neuronal injury
allows to differentially assess the likelihood of progres-
sion to Alzheimer’s disease (AD) dementia at the MCI
stage, including cerebrospinal fluid concentrations of
amyloid beta 42, phospho-tau/total tau protein, and sev-
eral blood-based biomarkers (Lewczuk et al. 2018). Mixed
pathologies are the rule in MCI, thus a multi-target treat-
ment approach is a rational strategy. Promising evidence
has been generated for multi-domain interventions.
Limited evidence is available for different pharmaco-
logical classes that have been investigated in MCI clinical
trials (e.g. acetylcholinesterase inhibitors). EGb 761VR
treatment improved symptoms in some clinical trials and
is currently the only pharmacological treatment recom-
mended in existing guidelines for the symptomatic treat-
ment of MCI. Recent national guidelines are only just
beginning to consider pharmacological and non-pharma-
cological treatment options for patients with MCI.
However, recommendations reported in international and
national dementia guidelines are inconsistent and do not
consider the recent diagnostic concepts, nor the most
recent pharmacological and non-pharmacological treat-
ment evidence. The role of biomarkers as a tool for diag-
nosing the MCI stage of AD is not considered; and
treatment outcomes in MCI only focus on the lack of risk
reduction for progression to dementia. In order to
improve management of MCI and recognise the import-

ance of this disease stage within the AD continuum, it is
necessary to update existing guidelines with respect to
available evidence.

Barbosa-Mendez and colleagues assessed the use of
mirtazapine to reduce the reinforcing effects of con-
current use of cocaine and nicotine. Concurrent abuse
of cocaine and nicotine is considered a public health prob-
lem, but no effective therapy is available. Mirtazapine is an
antagonist of the a2-adrenoceptor and 5-HT2A/C and 5-
HT3 receptors, and has been shown to reduce cocaine,
nicotine and methamphetamine behavioural effects in
humans and animals. The study evaluated the effect of mir-
tazapine on the enhancement of locomotor activity during
the induction and expression of cocaine and nicotine-
dependent locomotor sensitisation. Wistar rats were dosed
with cocaine, nicotine or cocaineþ nicotine combination.
Mirtazapine was administered during the extinction phase.
Mirtazapine decreased cocaineþ nicotine-induced loco-
motor activity and induction and expression of locomotor
sensitisation. In addition, co-administration of mecamyl-
amine and mirtazapine significantly enhanced the effect of
mirtazapine. The result suggest that mirtazapine shows effi-
cacy in decreasing the psycho-stimulant effects of concur-
rent use of cocaine and nicotine.
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Yours sincerely,
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Field Editor
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