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Introduction: Treatment resistant schizophrenia (TRS) affects at
least 15-20% of newly diagnosed patients with schizophrenia. Clo-
zapine treatment for this sub-group of patients should be
considered immediately after the failure in response to two anti-
psychotics (usually risperidone and olanzapine) received in
adequate doses and time. Immune changes have been reported in
first episode patients with psychosis, although results from various
studies remain inconclusive. Very few studies have investigated so
far cytokine and adipokine changes in TRS.
Objectives: To measure Interleukin-4 (IL-4), Tumor Growth
Factor-β2 (TGF-β2), adiponectin and resistin in a sample of forty
first-episode patients with psychosis (FEP) who proved to be treat-
ment resistant (TRS),after treatment with two atypical antipsychot-
ics ( olanzapine and risperidone) and after clozapine treatment.
Methods: Serum levels of adiponectin, resistin, IL-4 and TGF-β2
were measured by enzyme linked immunosorbent assay (ELISA)
before and after clozapine treatment. Psychopathology was
assessed with the Positive and Negative Syndrome Scale (PANSS)
before and after clozapine treatment, BMI was calculated in the
days of blood sample collection.
Results: We observed a significant decrease of adiponectin
levels after switching from olanzapine/risperidone to clozapine
(p<0.0001,Wilcoxon signed rank testW=820.0) and a statistically
significant increase of resistin levels after switching to clozapine
(p<0.0001, Wicoxon signed rank test W=-658.0). Similarly, a
significant increase of TGF-β2 and of IL-4 levels was found after
clozapine treatment (p=0.039, Wilcoxon signed rank test test
W=-454.0 and p=0.029, Wilcoxon signed rank test W=-386.0,
respectively).
Conclusions: Resistin, IL-4 and TGF-β levels increase after cloza-
pine treatment while adiponectin levels significantly decrease. The
findingsmay of importance, since theymay reflect specific immune
changes to clozapine responders.
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Introduction: The lack of insight can be present among patients
with a diagnosis of schizophrenia, which often results in lack of
adherence to pharmacological treatments1 and, subsequently, in
treatment discontinuation and relapses2. This vicious pattern leads
to further clinical deterioration, impaired functioning, and reduced
quality of life 3. There is a plethora of evidence supporting the fact
that long-acting injectable and depot antipsychotics can increase
adherence to treatment, reduce the risk of discontinuation and
hospital admissions4. It is also known that low fluctuations between
peaks and lows in plasma drug levels could be related to a better
tolerability profiles5. A new paliperidone palmitate prolonged
release formulation, which is administered twice annually, has been
approved as maintenance treatment for patients with schizophre-
nia who are already stable on the monthly or quarterly prolonged
release paliperidone palmitate6.
Objectives: We aimed to evaluate the transition of monthly and
quarterly paliperidone palmitate to the new six-monthly formula-
tion and patients’ satisfaction with it in a real-world clinical setting.
Methods: We collected a basic epidemiologic questionnaire,
responses to a query about local pain after administration, and
the Drugs Attitude Inventory (DAI).
Results: A total of 21 patients from an outpatient clinic for severe
mental disorders with a long evolution of their disease in Sala-
manca, Spain, were included. All of themhad aDSM5-TR diagnosis
of Schizophrenia. Sixteen were male and 5 female. The mean age
was 42.6 years. 14 were receiving quartlery paliperidone palmitate
(10 with high doses (525 mg) and 4 with moderate doses (350 mg))
and 7 were on monthly injections (6 with high doses (150 mg) and
1 with a moderate dose (100 mg)). Those receiving moderate doses
of quarterly or monthly paliperidone palmitate were administered
700 mg of six-monthly paliperidone palmitate; 1000 mg were
injected to those with higher doses. The mean score on the DAI
scale was 8. Only one patient reported an increase in local pain after
the injection, and another reported dissatisfaction with the admin-
istration in the gluteus instead of the deltoid muscle. The first
administration of the new formulation in our site was on June
26th; to date none of these patients have required hospital admis-
sion due to relapse.
Conclusions: Six-monthly prolonged release paliperidone palmi-
tate seems to be an effective maintenance treatment for schizophre-
nia. In addition, this new formulation is well received and tolerated
by patients previously on monthly or quarterly formulations of the
same drug.
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