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Abstract: Schizophrenia and first-episode psychosis are disorders with considerable heterogeneity in several of its basic features. The 
aim of the study was to give an epidemiological overview of patients with super refractory schizophrenia.The patients included in this 
study were those participating in a prospectively designed clozapine monitoring program (n=102 subjects) who completed at least 52 
weeks of treatment and had complete data records at Psychiatric Hospital, University Hospital Centre “Mother Theresa” in Tirana, 
Albania over the period 2013 -2014. In the study participated 102 subjects with a mean age 44.2 (±10.7) years with a range 22-74 years 
old.Thirty five (34.3%) were women and 67 (65.7%) men meeting both DSM-IV criteria for schizophrenia and Kane's criteria for drug-
resistance.93 (61.2%) of patient were form urban areas while only 9 (9.8%) of them lived in rural area. The majority of patients 62 
(60.8%) are single, and 46 (45.1%) of them had only 8 years of school and 48% of them have a low and very low economic 
status.Schizophrenia usually persists, continuously or episodically, for a lifetime. Complete remission off antipsychotic medication is 
uncommon. 
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1. Introduction 
 
Schizophrenia and first-episode psychosis are disorders with 
considerable heterogeneity in several of its basic features. 
There is great variability in clinical presentation, disease 
course, and response to both pharmacological and 
psychosocial treatment (1).Some aspects of this 
heterogeneity may be gender related and, given the 
reliability, stability, and validity of its definition, study of 
the gender variable may help explain the differences. Gender 
differences have been studied extensively in recent decades 
and although there are definite findings, much uncertainty 
remains about the extent of the differences (2). This paper 
will try to summarize the most relevant research done 
around the world on gender differences in schizophrenia and 
first-psychosis episodes. The topics discussed in this paper 
will be prevalence and incidence, age of onset, symptoms, 
premorbid, social and cognitive functioning, substance 
abuse, course of illness, physical health and metabolic 
complications, and familial risk and obstetric complications 
(3). The paper will try to assess gender differences studies 
on each of these topics in people with schizophrenia and in 
first-episode psychosis. A greater understanding of the 
gender differences presents in schizophrenia and first-
episode psychosis can help us design more effective 
preventive and intervention actions (4).The existence of 
gender differences in the incidence of schizophrenia has 
been subject to debate. Traditionally, it was accepted that the 
incidence and prevalence of schizophrenia was the same in 
men and women however, recent studies suggest gender 
differences in the incidence of the illness. Lewine et al. (5) 
were the first to note that by using more restrictive criteria 
for the diagnosis of schizophrenia, the number of women 
excluded from the definition is greater than men. Castle et 
al. (6) applied a different set of diagnostic criteria to an 
incidence sample of patients with a wide range of 
nonaffective psychosis presentations and found that the 
effect of different diagnostic criteria on the gender ratio is 
profound. For example, the Feighner restrictive criteria 
found a ratio of female-men 0.41 : 1 and the ICD the ratio 

female-men is 0.92 : 1. Using standard diagnostic criteria in 
an incidence population study, a meta-analysis by Aleman et 
al. (7) confirmed that the men had a higher incidence (ratio 
1.42). However, the recent studies of prevalence of 
schizophrenia in general population did not find gender 
differences (8,9). One possible explanation for the disparity 
between incidence and prevalence could be related to 
compliance with treatment and higher rates of suicide 
completion in men than in women (10).Another possible 
explanation could be related to the design of the studies, for 
example, one centered more in epidemiological resources 
and the incidence was centered in clinical data. Gender 
differences have been found in prevalence of schizophrenia 
in epidemiological studies; however, it seems that more new 
cases of schizophrenia have been detected in men.The aim 
of the study was to give an epidemiological overview of 
patients with super refractory schizophrenia. 
 
2. Material and Methods 
 
The patients included in this study were those participating 
in a prospectively designed clozapine monitoring program (n 
= 102 subjects) who completed at least 52 weeks of 
treatment and had complete data records at Psychiatric 
Hospital, University Hospital Centre “Mother Theresa” in 
Tirana, Albania over the period 2013 -2014. In an effort to 
have consistent baseline conditions, before entering into the 
study, all the patients' psychoactive drugs except for typical 
antipsychotics were tapered and discontinued. After patients 
had been taken on this drug regimen for at least 2 weeks, 
baseline assessment was completed. Then, clozapine 
treatment was started with dose increments of 25–50 mg 
every 2 days to bring patients to the dose of 400 mg/day by 
the end of the week 2. Patients were taken at this dose 
regimen up to the end of week 4, when a second clinical 
assessment was performed. Those subjects meeting the 
response criteria (see below) were maintained on the 400 
mg/day dose regimen up to the end of the study, whereas the 
remaining patients received further dose increments of 50 
mg every 2 days to reach the maximum established dose of 
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600 mg/day by the end of week 6, and then were kept on this 
dose regimen up to week 52. Typical antipsychotics were 
rapidly tapered and discontinued during the first week of 
clozapine treatment. Clozapine was administered in 2–3 
divided (and approximately equal) doses, with the last dose 
of the day given between 7:00 P.M. and 8:00 P.M. Patients 
were hospitalized up to the achievement of their maximum 
clozapine daily dose; then, they were discharged and 
clozapine was administered at home by staff nurses, who 
carefully checked patients' compliance up to the end of the 
study. Psychopathological assessment was performed by 
means of the Expanded Brief Psychiatric Rating Scale 
(BPRS: 24 items and a scoring from 1 to 7) both before 
starting clozapine (baseline) and every 2 weeks up to week 
52. Patients were a priori defined responders as they attained 
a 20% decrease in the BPRS total score plus a post-treatment 
BPRS score of 47 or less. These criteria had to be met at two 
consecutive rating points; responders were classified as such 
when they first met a priori criteria. 
 

3. Results and Discussion 
 
In the study participated 102 subjects with a mean age 44.2 
(±10.7) years with a range 22-74 years old.Thirty five 
(34.3%) were women and 67 (65.7%) men meeting both 
DSM-IV criteria for schizophrenia The mean duration of 
their illness was 23.4 years.93 (61.2%) of patient were form 
urban areas while only 9 (9.8%) of them lived in rural area. 
The majority of patients 62 (60.8%) are single, and 46 
(45.1%) of them had only 8 years of school and 48% of 
them have a low and very low economic status. The most 
affected agegroup is 41-50 years old with 37 (36.3%) Of the 
102patients, 27 (26.8%) were classified as responders, 45 
(44%) being refractory (Clozapine responders) and 30 
(29.2%) super-refractory. The super-refractory group had the 
highest scores for totals of BPRS (p<0.01) in all visits.To 
date, only a few studies have addressed the characteristics of 
patients with super-refractory schizophrenia.There are 
numerous gender differences in the presentation and course 
of schizophrenia (10,11). Men with schizophrenia have been 
noted to have a younger age at onset, a poorer 
premorbidhistory, more negative symptoms, a greater 
likelihood of having the deficit syndrome (12,13), and a 
poorer overall course than women with schizophrenia (14). 
Compared withmen, women are more likely to have 
affective symptoms, auditory hallucinations, and 
persecutorydelusions, but they have a better overall course 
and better outcomes than men, as evidencedby better social 
and occupational functioning, fewer hospitalizations, and 
less substance use andantisocial behavior (15). While such 
differences may be biologically mediated, 
psychosocialfactors, including family and societal 
expectations, may also affect outcome. Haas andcolleagues 
(16) noted that social and occupational role demands may 
result in unrealistic familyexpectations of men with 
schizophrenia, and this issue should be dealt with in 
treatment.There are also gender differences in both response 
to and adverse effects of treatments forschizophrenia. Most 
of this research has been conducted with first-generation 
antipsychotic medications.Women exhibit more rapid 
responses to antipsychotic medications and a greater 
degreeof improvement in both first-episode and multi-
episode schizophrenia (17). It has also been observedthat 

even after body weight is considered, women require lower 
antipsychotic doses (18) than men, although there is 
suggestive evidence that postmenopausal women may 
requirehigher doses. Although women may show greater 
responsivity to antipsychotics, they alsoexperience more 
neurological side effects, including acute dystonia, 
parkinsonism, akathisia, andtardive dyskinesia (19). Women 
also develop higher serum prolactin levels in response to 
bothfirst-generation antipsychotics and risperidone, 
compared with men (20), and therefore womenmay be more 
prone to the sexual side effects of the medications. Finally, 
although studies of gender differences in response to 
psychosocial treatments are sparse, there is some evidence to 
suggest that social skills training may be more effective for 
male patients, whereas inpatient family interventions have 
shown greater success in families of female patients (21). 
 
4. Conclusion 

 
Schizophrenia usually starts between the late teens and the 
mid-30s, whereas onset prior to adolescence is rare 
(although cases with age at onset of 5 or 6 years have been 
reported). Schizophrenia can also begin later in life, after 
age 45 years, but this is uncommon. Usually the onset of 
Schizophrenia occurs a few years earlier in men than 
women. The onset may be abrupt or insidious. Usually 
Schizophrenia starts gradually with a prepsychotic phase of 
increasing negative symptoms. A few months or years later, 
a psychotic phase develops. Individuals who have an onset 
of Schizophrenia later in their 20's or 30's are more often 
female, have less evidence of structural brain abnormalities 
or cognitive impairment, and display a better outcome. 
Schizophrenia usually persists, continuously or episodically, 
for a lifetime. Complete remission off antipsychotic 
medication is uncommon. Yet 10%-20% of individuals with 
Schizophrenia fully recover on antipsychotic medication. 
Some individuals appear to have a relatively stable course, 
whereas others show a progressive worsening associated 
with severe disability. The psychotic symptoms usually 
respond to treatment with antipsychotic medication, whereas 
the negative symptoms are less responsive to antipsychotic 
medication. Often the negative symptoms steadily become 
more prominent during the course of Schizophrenia.  
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Table 1: Sociodemographic characteristics of patients 
Variables N % P 

Gender   0.5 
Females 35 34.3  
Males 67 65.7  

Agegroup, yrs   <0.01 
≤30 13 12.7  

31-40 28 27.5  
41-50 37 36.3  
51-60 16 15.7  
>60 8 7.8  

Residence   <0.01 
Urban 93 91.2  
Rural 9 9.8  

CivilStatus   <0.01 
Single 62 60.8  

Married 22 21.6  
Divorced 18 17.6  

Education level   <0.01 
None 3 2.9  

4 years 10 9.8  
8 years 46 45.1  

High school 32 31.4  
University 9 8.8  

Post university 1 1.0  
Socio-economic status   <0.01 

Very low 24 23.5  
Low 25 24.5  

Moderate 53 52.0  
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