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Adherence to psychiatric medications: 

Comparing patients with schizophrenia, bipolar 

disorder and major depression 

Findings of three articles reporting results in 1372 stabilized outpatients taking 2454 
medications in Spain, Argentina, and Venezuela were combined. Prevalence of good adherence 
was not obviously diff erent across diagnoses: 69.5% (N=212) for schizophrenia, 66.3% (N=142) 
for bipolar disorder, and 69.8% (N=521) for depression. Besides the focus on stabilized 
outpatients, other study biases included use of a research sample; limited to oral medications, 
ignoring long-acting injectable antipsychotics; and lack of data on active substance abuse, 
clinical severity, and insight. Logistic regression models explored predictors of good vs. poor 
adherence. The six self-reported variables studied were pharmacophobia, pharmacophilia, 
high psychological reactance, high internal health locus of control (LOC), high doctor LOC, 
and skepticism concerning specifi c medications. ORs were signifi cant in 56% (47/84) of the 
statistical tests vs. 24% (23/98) of ORs signifi cant in case of 7 demographic/clinical variables 
(p=0.001). At least 2/3 of the ORs for pharmacophobia, pharmacophilia and skepticism were 
signifi cantly associated with adherence in cases and controls, indicating their independence 
from diagnoses. In need of replication, three other self-reported measures had diff erential 
eff ects on adherence across diagnoses. High psychological reactance was associated with 
decreased adherence to antidepressant medications in general, or for patients with mood 
disorders.  High internal LOC as associated with poor adherence may refl ect the distrust 
patients with schizophrenia or severe bipolar disorder have of other people. High doctor LOC 
was signifi cantly associated with increased adherence only in patients with bipolar disorder, 
but was signifi cant for all medications, mood stabilizers and antipsychotics, indicating the 
relevance of the patient-psychiatrist relationship in these patients. 
(Neuropsychopharmacol Hung 2021; 23(4): 363–373)
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INTRODUCTION

Th is article tries to summarize the prior 4 articles on 
adherence to medication in this issue (De las Cuevas 
et al., 2021a; 2021b; 2021c; 2021d) by comparing 
adherence in schizophrenia, bipolar disorder and 
major depression using the Sidorkiewicz scale 
(Sidorkiewicz et al., 2016). 

Even though medication is an essential component 
in the treatment of patients with these severe 
mental illnesses (schizophrenia, bipolar disorder 
and major depression) to reduce or eliminate signs 
and symptoms, to restore the role/function of the 
individual, and to minimize the risk of relapse/
recurrence, poor adherence to prescribed treatments 
is a global problem of alarming magnitude (Marder, 
2003; Weiden et al., 2004; De las Cuevas and de 
Leon, 2020). Although the rates of non-adherence to 
psychopharmacological medications diff er based on 
defi nition and measurement, it has been estimated that 
between one-third and one-half of psychiatric drugs 
for long-term diseases are not taken as recommended, 
20-30% of patients do not adhere to therapeutic 
regimens that are curative or relieve symptoms, and 
30-40% fail to follow regimens designed to prevent 
mental health problems (Jónsdóttir et al., 2010; 
Chapman and Horne, 2013; Semahegn et al., 2020).

MAJOR PREDICTORS OF ADHERENCE 

IN SEVERE MENTAL ILLNESSES 

Th e non-adherence of some psychiatric patients to 
their prescribed treatment is a complex phenomenon 
determined by diff erent factors. However, there is still 
considerable ambiguity about the key determinants 
of non-adherence in psychiatric disorders.

Th e extent and wide-ranging consequences of 
inadequate adherence to prescribed medication make 
research focused on understanding the predictors 
of non-adherence in all severe mental illnesses 
important; each of them is essential for designing 
and evaluating interventions that can improve this 
health behavior. 

Eff ects of clinical/sociodemographic 
variables on adherence

Research literature examining demographic, 
clinical and medication-related factors has supplied 
inconsistent results that fail to address the complexities 

of adherence behavior (Chakrabarti, 2016). Neither 
demographic nor clinical (illness-related) factors 
have been successful in predicting nonadherence 
to prescribed treatment (Scott and Pope, 2002; 
Byrne et al., 2006; Hung, 2014; Phan, 2016; De las 
Cuevas et al., 2017; De las Cuevas and de Leon, 2020). 
Th ese inconsistent results and failure to address the 
complexities of adherence behavior have motivated a 
shift  to a more patient-centered approach of viewing 
non-adherence focused on patients’ personal beliefs 
and attitudes as well as their perceptions of the benefi ts 
and disadvantages of treatment (De las Cuevas and 
de Leon, 2017; De las Cuevas et al., 2020).

However, three clinical factors have been considered 
important for their occasional association with 
non-adherence (De las Cuevas and de Leon, 2020): 
concomitant substance use disorder (Rivero-Santana 
et al., 2013; Czobor et al., 2015; Edgcomb and Zima, 
2018), poor insight (Sendt et al., 2015; Czobor et 
al., 2015; Bitter et al., 2015; Garcia et al., 2016), and 
severity of disorder (Garcia et al., 2016; Edgcomb 
and Zima, 2018).

Our research has focused 
on self-reported dimensions

Our adherence studies have focused on self-reported 
measures that according to our review of the literature 
may be better predictors of adherence that demographic 
and clinical variables (De las Cuevas & de Leon al., 
2020). Th us, we have expanded our methodology by 
developing short tools to assess adherence (De las 
Cuevas et al., 2021d). Th e development of the Patient's 
Health Belief Questionnaire on Psychiatric Treatment 
(De las Cuevas & de Leon, 2019) and its translation to 
Hungarian (Pogany et al., 2021) has allowed inpatient 
studies (Pogany & Lazary, 2021).  

Th e Patient Health Beliefs Questionnaire on 
Psychiatric Treatment which provides 5 self-
reported personality dimensions: negative aspects 
of medication (pharmacophobia), positive aspects of 
medication (pharmacophilia), high/low psychological 
reactance, high/low doctor health locus of control 
(HLOC) and high/low internal HLOC. Based on 
the Beliefs about Medicines Questionnaire we have 
developed a measure of skepticism for each specifi c 
medication. Skepticism is defi ned as a patient’s high 
concern about adverse reaction to an individual 
medication and a low belief in its necessity (De las 
Cuevas et al., 2018d).

O R I G I N A L  P A P E R S  Judit Lazary et al.
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Lack of studies focusing on 
diagnosis and medication class

As far as we know there are no published studies 
comparing adherence in schizophrenia, bipolar 
disorder, and depression. Th us, we designed a study 
in Spain, Argentina, and Venezuela (De las Cuevas 
et al., 2021a; 2021b; 2021c). In this large study in 
3 countries including 1372 stabilized outpatients 
taking 2454 medications, we did not fi nd relevant 
diff erences in adherence since good adherence was 
present in 69.5% (212 patients) with schizophrenia, 
66.3% (142 patients) with bipolar disorder, and 69.8% 
(521 patients) with depression (De las Cuevas et al., 
2021a; 2021b; 2021c). Th is study also for the fi rst time 
explored diff erences on predictors of adherence across 
medication classes such as antipsychotics, mood 
stabilizers, and antidepressants.

THE EFFECTS OF BIASES 

IN OUR STUDY IN 3 COUNTRIES

Th is large outpatient study in Spain, Argentina, and 
Venezuela is not free of biases (De las Cuevas et al., 
2021a; 2021b; 2021c). It is not easy to construct a 
research study on adherence that can accurately 
represent the real world of adherence out in the 
community, as some patients may not come for 
psychiatric treatment and therefore never get close 
to entering any research study. We have focused on 
stabilized outpatients. Other biases in this study 
include research (vs. clinical) samples, the focus on 
oral medications ignoring long-acting injectable (LAI) 
antipsychotics, the lack of data on active substance 
abuse, clinical severity, or insight.

Outpatient focus 

Community psychiatry assumes that people with 
psychiatric disorders can be most eff ectively helped 
when they live with their families and friends and 
are supported by the society in which they live. 
However, there are situations in which a person 
with a psychiatric disorder must be admitted to a 
psychiatric ward, they include: imminent risk of 
danger to self or others as a result of a behavioral 
health condition; disturbance of mood, thought or 
behavior which renders the person acutely incapable 
of developmentally appropriate self-care or self-
regulation; disturbance of mood, thought or behavior 
that requires an assessment or medication trial that 

cannot be safely or adequately implemented in a 
less restrictive setting; or level of functioning that 
does not meet the above criteria, but the person 
cannot return to his or her residence due to risk of 
harm to self or others due to a treatable behavioral 
health disorder, or there is a likelihood of imminent 
behavioral decompensation. At present, there is 
still little information in the literature concerning 
adherence to psychiatric inpatient treatment among 
patients with psychiatric disorders (Timlin et al., 
2013), probably as a consequence of the close 
supervision of patients when taking medication in 
these medical devices and the fact that a considerable 
number of patients cannot refuse due to their alt-
ered mental state. But the situation changes once the 
patient’s symptoms improve and he/she is discharged. 
From this moment on, (i.e., during outpatient care), 
it is the patient who decides if he wants to and should 
continue with the prescribed treatment, making the 
assessment of adherence essential.

Th e fact that all of our adherence studies in the past 
have focused on more or less stabilized psychiatric 
outpatients living in the community where they 
are cared for entails some biases that deserve to be 
discussed. Th e fl aws of the sample selection process 
(sample selection bias) lead to situations where some 
groups or individuals in the population are less likely 
to be included in our samples in Spain, Argentina, 
and Venezuela. 

Spain has a National Healthcare System that 
guarantees universal coverage and free healthcare 
access to all Spanish nationals, regardless of economic 
situation. In this way, the Spanish sample may be much 
more representative since it represents a catchment 
area from Spain’s free universal health system. In 
Venezuela and Argentina, the healthcare models are 
highly fragmented with health coverage distributed 
among the public and private sectors with unequal 
access, so our samples did not include patients with 
underprivileged socioeconomic status. 

 In our Spanish sample from the Canary Islands, the 
lack of long-term psychiatric hospitals in the Canary 
Islands may have improved representativeness; the 
most severe patients could be included if they came 
for treatment with oral medications and signed the 
consent form. No data exists in the Canary Islands 
that establishes how many schizophrenia patients 
do not come for treatment, but a national cohort 
in Finland indicated that on average up to 30% of 
schizophrenia treatment years may not include 
antipsychotic treatment (Taipale et al., 2018).   
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Biases of a research sample

Since all of our research patients studied exercise 
control over the decision to participate in the study 
to a certain extent (i.e., the participants may decide 
whether to participate in the research or not), the 
selected sample does not represent the entire 
population of psychiatric patients.

Th e samples studied come from three diff erent 
health-care systems among the three countries. 
Spain, Argentina, and Venezuela that have very 
diff erent mental health systems that allow varying 
degrees of access and availability of psychotropic 
medicines. Although in Spain, mental health care 
satisfactorily responds to the needs of the population 
through community mental health services 
integrated into the National Health Service, which 
is publicly fi nanced and provides universal health 
care free of charge at the point of use. In Argentina 
and Venezuela, psychiatric hospitals continue to 
be the core of mental health care; outpatient care is 
still limited and psychotropic medications are only 
partially available. 

Lack of data on lai antipsychotics

In patients with chronic schizophrenia, bipolar 
and schizoaff ective disorders, for example, LAI 
antipsychotics are typically used to maintain 
treatment adherence but they remain underutilized 
in clinical practice (Correll et al., 2016). Regulation 
varies throughout the world; in some countries LAIs 
are sometimes started as a compulsory treatment 
for inpatients, but their continuation needs patient 
approval once his/her mental state allows him/her 
to participate in the shared decision-making process 
(Haddad et al., 2014). If, as a result of adequate 
prescription, the patient improves, it is possible that 
he/she will gain insight and continue treatment of 
his/her own accord. In the medium or long term, this 
therapeutic approach will only improve adherence if 
the patient agrees to use the treatment.

Despite their potential to positively impact 
adherence, prescription rates vary considerably 
among service providers, and oft en fall below 20% 
nationally (Jaeger & Rossler, 2010). In our healthcare 
environment in Spain, Argentina and Venezuela, 
these drugs are usually reserved for more diffi  cult-
to-treat psychiatric patients (more severe disease, 
poorer global functioning, and less insight into the 
illness) and those least likely to adhere to oral therapy 
(Llorca et al., 2018). Th e number of patients willing 

to take LAI in Spanish, Argentina or Venezuelan 
samples is, unfortunately, very small. Th ere are no 
outpatient commitments in these countries to force 
medications and oral medications are preferred by 
patients over LAI antipsychotics. Th us, there was no 
attempt to study adherence to LAI antipsychotics, but 
the key aspect of adherence for LAI antipsychotics 
is showing up for the injection. In our samples of 
212 patients with schizophrenia, there were 4.2 % 
(9/212) taking at least one other oral medication, 
but no oral antipsychotics. We have no data in how 
many of them were taking LAI antipsychotics or how 
many of the 203 patients with schizophrenia taking 
at least one oral antipsychotic were also taking a LAI 
antipsychotic. 

Lack of data on active substance abuse

Comorbidity between substance use disorders and 
psychiatric disorders varies enormously from country 
to country and from culture to culture, but it appears 
reasonable that in those countries with substantial 
prevalence, active substance abuse is an important 
factor independent of lack of adherence in psychiatric 
patients (De las Cuevas and de Leon, 2020).

Our adherence studies of outpatients in Spain, 
Argentina, and Venezuela (De las Cuevas et al., 2021a; 
2021b; 2021c) are not likely to include patients with 
signifi cant active substance abuse since the studied 
patients were relatively stable, coming to outpatient 
treatment and willing to sign a written consent form.

As described, in Argentina and Venezuela outpatient 
care is still limited, psychotropic medications are only 
partially available, and the included patients were 
not likely to have clinically relevant substance abuse. 
In Spain dual disorders (coexistence of an addictive 
disorder and another mental health disorder) are an 
important challenge in mental health that in some 
countries, such as Spain, are currently attended by 
insuffi  cient specifi c health care resources other than 
the mental health network belonging to the Natio-
nal Health Service (Szerman et al., 2014). Although 
not studied in our sample from the Canary Islands, 
we believe that outpatients are similar to published 
Spanish samples (Gurpegui et al., 2004; Arias et al., 
2013; Al-Halabí et al., 2016). As with these other 
studied Spanish samples, our outpatients, particularly 
those with schizophrenia, tend to consume high 
amounts of coff ee and tobacco. To a lesser extent, they 
occasionally take some alcohol or cannabis derivatives 
but no other street drugs (Gurpegui et al., 2004; Arias 
et al., 2013; Al-Halabí et al., 2016).

O R I G I N A L  P A P E R S  Judit Lazary et al.
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Lack of data on clinical severity

Increased illness severity has sometimes been 
reported as a factor decreasing treatment adherence 
in schizophrenic, bipolar, and depressive patients 
(Rivero-Santana et al., 2013; García et al., 2016), no 
systematic review that compared adherence across 
diff erent levels of severity in these severe mental 
disorders is available. Our studies including >1000 
patients in 3 countries was not supported by any 
grant funding so it was not possible to add labor-
intensive assessments such as clinical scales of severity 
of psychiatric symptoms. Anyway, a cross-section of 
the current symptoms may not refl ect the long-term 
longitudinal severity of the illness. When we tried to 
develop a measure of long-term severity for stabilized 
outpatients with schizophrenia in Spain, we found that 
a cross-sectional assessment of psychiatric symptoms 
was not particularly helpful since they were relatively 
low; thus, we had to develop a measure of severity 
based on what was a high number of hospitalizations 
in that catchment area that did not have long-term 
psychiatric hospitals (Aguilar et al., 2005). If one 
agrees that a high number of hospitalizations is a 
good measure of severity in a catchment area the 
problem is that this measure of illness severity is 
highly dependent on long-term adherence and it is 
possible that it may not be completely independent of 

the current self-reported adherence. One suspects that 
current self-reported adherence may vary according 
to stage of illness and the presence or absence of recent 
hospitalizations, but also may have some infl uence on 
the long-term outcome of the illness.    

Lack of data on insight

Insight and medication adherence used to be highly 
correlated (bidirectional association) in patients with 
severe psychiatric disorders, with both co-varying 
during the course of the disorder and improvements 
in one are accompanied by improvements in the 
other (Novick et al., 2015; García-Cabeza et al., 
2018). However, many issues remain unanswered 
concerning insight’s role in adherence, partly due to 
the inconsistent defi nitions of the concept but also due 
to contradictory results about the impact of insight on 
patient outcomes (Charkraborty & Basu, 2010). Recent 
studies have recognized that insight does not predict 
outcomes, changes over time, and is dependent on the 
trajectory of the individual's illness and the social and 
cultural context arguing that "insight" is an explanatory 
model and a coping strategy (Jacob, 2020).

Th us, the concept of insight has evolved from 
an all or none phenomenon unitary construct to 
a multidimensional, continuous and modifi able 
construct with diff erent facets and degrees (Baier, 

Table 1.  Comparison of odds ratios (ORs) in cases vs. controlsa in depression, 
bipolar disorder and schizophrenia: signifi cantb self-reported dimensions

Pharmacophobia Pharmacophilia 
High 

Psychological
Reactance

High
Internal 

LOC

High
Doctor

LOC
Skepticism

Depression

All drugs 0.500 vs 0.599 1.51 vs 1.65 0.685 vs NS NS vs 0.607 NS vs 1.68 0.443 vs 0.569
Antidepressants 0.312 vs NS NS vs 2.847 0.597 vs 0.561 NS vs 1.80 0.450 vs NS

Bipolar

All drugs 0.361 vs 0.614 NS vs 1.84 0.572 vs 0.798 NS vs 0.731 1.87 vs 1.25 0.300 vs 0.566
Mood stabilizers NS vs 3.22 2.38 vs NS 0.390 vs NS
Antipsychotics 0.19 vs 0.427 0.059 vs 1.80 0.119 vs NS 5.00 vs NS 0.053 vs NS

Schizophrenia

All drugs 0.389 vs 0.591 2.18 vs 1.59 NS vs 0.721 0.389 vs NS NS vs 1.28 NS vs 0.550
Antipsychotics 0.324 vs 0.237 NS vs 0.237 NS vs 0.626 0.535 vs NS

a In the three analyses of all drugs, the number of cases vs. controls was 1) 521 patients with major depression taking 920 medications 
 vs. 851 controls taking 1534 medications; 2) 142 patients with bipolar disorder taking 320 medications vs. 1230 controls taking 2134 
 medications; and 3) 212 patients with schizophrenia taking 387 medications vs. 1160 controls taking 2067 medications.  In the analysis 
 of antidepressants, the number of cases vs. controls was 470 patients with major depression taking 510 antidepressants vs. 348 
 controls taking 370 antidepressants. In the analysis of mood stabilizers, the number of cases vs. controls was 104 patients with bipolar 
 disorder taking 122 mood stabilizers vs. 136 controls taking 140 mood stabilizers.  In the two analyses of antipsychotics, the number of 
 cases vs. controls was: 1) 87 patients with bipolar disorder taking 97 antipsychotics vs. 417 controls taking 458 antipsychotics, and 2) 
 204 patients with schizophrenia taking 240 antipsychotics vs. 301 controls taking 315 antipsychotics. 
b Only ORs with p<0.05 are included. When the other pair (cases or control) was non-signifi cant, they are described as NS.  When both 
 ORs in cases and controls were not signifi cant, no values are presented. The use of italics refl ects extremely signifi cant (p≤0.001) ORs. 
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2010). At present, in the context of severe psychiatric 
disorders, insight is considered a multi-dimensional 
and complex construct that refl ects a patient’s 
recognition of having a mental illness and awareness 
that treatment could be benefi cial (Cleary et al., 
2014).

Th is study in Spain, Argentina, and Venezuela did 
not include any measure of insight. Since impaired 
insight into psychiatric illness has been recognized 
as one of the principal drivers of medication 
nonadherence (Kim et al., 2020), we added an insight 
subscale to our questionnaire called the Patient's He-
alth Belief Questionnaire on Psychiatric Treatment 
(De las Cuevas & de Leon, 2019). We hope that this 
may increase its validity as adherence tool in future 
studies. Although Lincoln et al. (2007) have suggested 
that a one-item measure could be suffi  cient for a 
screening of insight in severe psychiatric disorders, 
we preferred to include three distinct, yet somewhat 
overlapping, self-reported items that assess the 
patient’s understanding of his or her mental illness, the 
need for treatment, and the need to see a psychiatrist, 
that will allow us to learn more about specifi c aspects 
of insight and their clinical relevance.

ADHERENCE IN SCHIZOPHRENIA, BIPOLAR 

DISORDER, AND DEPRESSION 

Self-reported dimensions better predictors than 
clinical measures  

In a prior review we have argued that self-reported 
dimensions may be more relevant than clinical and 
demographic factors in predicting lack of adherence 
(De las Cuevas and de Leon, 2020). Logistic regression 
models in 3 case groups (schizophrenia, bipolar 

disorder and major depression) and controls were 
used to study predictors of good vs. poor adherence. 
To clarify, when a disorder is presented as cases (e.g., 
schizophrenia), the others (e.g., bipolar disorder, 
depression and other heterogenous patients) were 
considered controls.

Table 1 shows that in this group of studies in 
schizophrenia, bipolar disorder, and depression, 
the 6 self-reported variables (pharmacophobia, 
pharmacophilia, high psychological reactance, high 
internal LOC, high doctor LOC and skepticism) had 
signifi cant (p<0.05) odds ratios (ORs) associated 
with adherence in 56% (47/84) of the statistical 
tests conducted. Table 2 illustrates that the ORs 
of the 7 demographic or clinical variables studied 
were signifi cant in 24% (23/98) of the statistical 
tests conducted. When these two prevalences were 
compared, the 56% was signifi cantly higher than the 
24% in a 2-sided Fisher exact test (p=0.001). Th is 
indicates that in these samples, the self-reported 
measures as a group were signifi cantly better 
predictors of adherence than demographic and 
clinical variables.   

If we focus on the presence of very highly signifi cant 
ORs (p≤0.001) associated with adherence, it is highly 
unlikely that these ORs with very low p values are 
signifi cant due to the multiple signifi cance tests 
performed. Th e prevalences were 32% (27/84) in the 
self-reported measures vs. 7% (7/98). Th is diff erence 
was also signifi cant (p<0.001).  

Self-reported measures may have diff erential 
eff ects according to diagnosis 

Table 1 shows that in our studies in schizophrenia, 
bipolar disorder, and depression, three self-reported 

O R I G I N A L  P A P E R S  Judit Lazary et al.

Table 2.  Comparison of cases vs. controls in depression, bipolar disorder and schizophrenia: clinical and demographic variables

Geriatric 
Age

Treatment 
> 1 year

Specifi c 
medication 

> 1 year

Extreme 
polypharmacy 

(≥ 4 medications)
Spain University 

education
Female 
gender

Depression

All drugs 2.28 vs 3.02 0.731 vs 0.608 0.744 vs NS
Antidepressants NS vs 0.518 0.597 vs 1.65 NS vs 0.606

Bipolar

All drugs NS vs 2.81 0.639 vs NS 2.49 vs NS
Mood stabilizers
Antipsychotics NS vs 3.29 5.33 vs NS

Schizophrenia

All drugs NS vs 2.48 0.161 vs NS 1.92 vs 0.687 1.92 vs NS 0.575 vs NS NS vs 1.27
Antipsychotics NS vs 4.34 0.362 vs NS
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measures were signifi cant (p<0.05) in most of the 
statistical tests for adherence ORs including both 
cases and controls. Th e ORs for pharmacophobia 
were signifi cant in 79% (11/14) of the statistical 
tests conducted, skepticism in 57% (8/14), and 
pharmacophilia in 64% (9/14). Th us, this suggests 
to us that for the most part these three variables may 
be important determinants in most patients with 
severe mental illnesses, independent of their clinical 
diagnoses. 

In need of replication in future samples, it is 
possible that 3 other self-reported measures may have 
diff erential eff ects on adherence across diagnoses. 
High psychological reactance was signifi cantly 
associated with decreased adherence in patients with 
depression for all medications and antidepressants. It 
was signifi cant for antidepressants in patients who 
had other diagnoses besides major depression and 
for all medications in patients with bipolar disorder. 
Th us, this may suggest that it is possible that high 
psychological reactance may be associated with 
decreased adherence for antidepressant medications 

in general or be more relevant for patients with mood 
disorders (Figure 1).  

High internal LOC was signifi cantly associated with 
decreased adherence to all medications only in one 
group of cases, patients with schizophrenia (Figure 1). 
Interestingly, this variable was also signifi cant for 
antipsychotics in patients with bipolar disorder, 
despite the small sample of 87 patients taking 97 
antipsychotics (Figure 2). Th ese are probably the most 
severe and most prone to psychosis of the 142 patients 
with bipolar disorder. Th us, high internal HLOC as a 
predictor of poor adherence may refl ect the distrust 
patients with schizophrenia (De las Cuevas et al., 
2021c) or severe bipolar disorder have of other people 
regarding control of their mental illness.

High doctor LOC was signifi cantly associated with 
increased adherence only in one group of cases, the 
bipolar patients and, interestingly, it was signifi cant for 
all medications, mood stabilizers and antipsychotics 
(Figure 2). Th is would suggest that the patient-
psychiatrist relationship may be particularly relevant 
for adherence in patients with bipolar disorder.     

Figure 1. Eff ects of HLOCs and Psychological reactance on Adherence to all medications, according to diagnosis

Figure 2. Eff ects of Doctor HLOC on adherence to specifi c medications in patient with bipolar disorder
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CONCLUSIONS

In this large study in 3 countries including 1372 
stabilized outpatients taking 2454 medications, we 
did not fi nd relevant diff erences in adherence since 
good adherence was present in 69.5% (212 patients) 
with schizophrenia, 66.3% (142 patients) with bipolar 
disorder, and 69.8% (521 patients) with depression (De 
las Cuevas et al., 2021a; 2021b; 2021c). Th is study also, 
for the fi rst time, explored diff erences in predictors 
of adherence across medication classes such as 
antipsychotics, mood stabilizers and antidepressants. 
Besides the circumscription to stabilized outpatients, 
other biases in this study include use of research 
samples; focus on oral medications, while ignoring 
LAI antipsychotics; and the lack of data on active 
substance abuse, clinical severity, and insight. 

In spite of these limitations, this group of studies in 
schizophrenia, bipolar disorder, and depression found 
that the 6 self-reported variables (pharmacophobia, 
pharmacophilia, high psychological reactance, high 
internal LOC, high doctor LOC and skepticism about 
specifi c medications) had signifi cant ORs in 57% 
(48/84) of the statistical tests versus 23% (23/98) of the 
ORs of the 7 demographic or clinical variables. Th is 
was statistically signifi cant, indicating that in these 
samples, the self-reported measures as a group were 
signifi cantly better predictors of adherence than the 
studied demographic and clinical variables.   

Th e ORs pharmacophobia, pharmacophilia 
and skepticism were signifi cantly associated with 
adherence in at least 2/3 of the statistical tests 
conducted. Th us, this suggests to us that, for the 
most part these three variables may be important 
determinants of adherence in most patients with 
severe mental illnesses, independent of their clinical 
diagnoses.

In need of replication in future samples, our study 
suggested the possibility that 3 other self-reported 
measures may have diff erential eff ects on adherence 
across diagnoses. High psychological reactance 
may be associated with decreased adherence for 
antidepressant medications in general or be more 
relevant for patients with mood disorders.  High 
internal LOC as a predictor of poor adherence may 
refl ect the distrust patients with schizophrenia or 
severe bipolar disorder have of other people regarding 
control of their mental illness. High doctor LOC was 
signifi cantly associated with increased adherence only 
in the patients with bipolar disorder, but signifi cantly 
associated for all medications, mood stabilizers and 

antipsychotics. Th is would suggest that the patient-
psychiatrist relationship may be particularly relevant 
for adherence in patients with bipolar disorder.     
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Pszichotróp gyógyszer-adherencia: 

szkizofréniával, bipoláris zavarral és major 

depresszióval élő páciensek összehasonlítása

A tanulmányban 1372, stabil pszichés állapotú, ambuláns pszichiátriai kezelés alatt álló spanyol, 
argentin és venezuelai beteg adatait mutatjuk be, három különböző vizsgálat eredményeit ösz-
szesítve. A megfelelő adherencia előfordulása tekintetében nem találtunk releváns különbséget 
az egyes diagnosztikus kategóriák között: szkizofrénia esetében ez a betegek 69,5% (n=212), 
bipoláris aff ektív zavar esetében 66.3% (n=142), depresszió miatt kezelt betegeknél pedig 
69,8% (n=521) volt. Az eredményeket a klinikai vizsgálati körülményeken kívül potenciálisan 
az is torzíthatja, hogy a vizsgálatokba kizárólag stabil pszichés állapotú betegek kerültek bevo-
násra, akik per os gyógyszeres kezelésben részesültek, hosszúhatású antipszichotikus injekciós 
kezelés alatt álló beteg nem vett részt a vizsgálatban, továbbá a szerhasználattal, a betegség 
súlyosságával és a betegségtudat meglétével kapcsolatos adatok is hiányoztak. Logisztikus 
regressziós modellekkel vizsgáltuk a megfelelő, valamint a hiányos adherencia prediktorait. A 
vizsgált hat változó a farmakofóbia, farmakofília, magas pszichológiai reaktancia, magas belső 
egészségkontrollhit, magas orvos egészségkontrollhely pontszám és az egyes gyógyszerekkel 
kapcsolatos szkepticizmzus volt. Az esélyhányados (OR) a statisztikai tesztek 56%-a (47/84) 
esetében volt szignifi káns, a hét demográfi ai/klinikai változó esetében ez 24% (23/98) volt. A 
farmakofóbiára, farmakofíliára és szkepticizmusra vonatkozó esélyhányadosok (OR) legalább 
2/3-a szignifi káns összefüggést mutatott az adherencia mértékével a betegek és kontrollsze-
mélyek esetében, a diagnózistól függetlenül. További három tényezőnek volt kimutatható 
befolyása az adherencia mértékére. A magas pszichológiai reaktanciához hiányos adherencia 
társult az antidepresszívummal kezelt betegek esetében.  A magas belső egészségkontrollhely-
pontszámhoz társuló hiányos adherencia a szkizofrénia vagy súlyos bipoláris aff ektív zavar miatt 
kezelés alatt álló betegek esetében a páciensek más személyekkel szembeni bizalmatlanságát 
tükrözheti. A magas orvos egészségkontrollhely alskála pontszám és a megfelelő adherencia 
között csak bipoláris betegek esetében sikerült szignifi káns összefüggést találni, de ebben a 
populációban ez az összefüggés valamennyi alkalmazott gyógyszercsoport esetében kimu-
tatható volt, ami az orvos-beteg kapcsolat jelentőségére hívja fel a fi gyelmet. 

Kulcsszavak: egészségi állapottal szembeni viszonyulás, bipoláris aff ektív zavar, depresszió, 
adherencia, egészségmagatartás, pszichofarmakológia, szkizofrénia


