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Objectives: Non-adherence limits the effectiveness of medications among patients with
bipolar disorder. Many studies have investigated the predicting factors of non-adherence. This
paper aims to present the pattern of adherence in patients with bipolar | disorder (BID).

Methods: Seventy six patients with BID enrolled in a prospective study. The Medication
Possession Ratio (MPR) was used to evaluate patients' adherence to medications, and repeated
measure analysis was performed to reveal the pattern of variations. A Persian translation of
Drug Attitude Inventory (DAI-10) (shortened version) was used to assess the attitude of
patients toward medications.

Results: the repeated measure analysis revealed that the adherence to medications
successively decreased (p<0.001). Age, gender, marital status, educational level, comorbid
substance abuse did not alter the pattern.

Conclusion: There is a decreasing pattern in the adherence to medications among BID
patients, regardless of known predicting factors of non-adherence. It means even fully adherent
patients could potentially become non-adherents during the course of maintenance treatment.
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Introduction

he fourth edition of the diagnostic and

statistical manual of mental disorders

(DSM-1V), defines Bipolar | Disorder
(BID) as "having a clinical course of one or
more manic episodes and, sometimes, major
depressive episodes”. The life-time prevalence
of BID is estimated to be 0-2.4% (1) The
prevalence of the disorder is equal in both
sexes, and has been assumed to have an earlier
onset compared to other mood disorders (1).
Dual medical treatment (pharmacotherapy in
addition to psychotherapy) is considered the
main principle of treating a BID patient, but
non-adherence is the most common limit to
gain the optimal effectiveness of medications
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among patients (2). The non-adherence is
prevalent among bipolar patients; the range
has been reported from 18% to 52% or 20% to
60% (3, 4) There are researches showing that
even more than 60% of bipolar patients are at
least partially non-adherent to medications (5,
6).the wide range of reports are mainly
because of discrepancies in the definition of
adherence or assessing non-adherence in
different studies, rather than socio-economic
or geographical factors (7,8). Many studies
have been conducted to determine the
predicting factors of adherence. Medication
side effects (3, 9-11), youth (9, 12, 13),
negative attitude toward medications (3,11,14-
17), and co-morbid substance abuse (9,
13,14,18-20), are well known predictors of
non adherence. This paper aims to present the
pattern of adherence in BID patients.

Materials and Method

Seventy six patients with confirmed
diagnosis of maniac episode of bipolar |
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disorder, enrolled in an observational,
prospective and longitudinal study, conducted
in Iran Psychiatric Hospital, Tehran, Iran. The
patients were to be older than 18, speak Farsi,
resident in Tehran, Karaj or suburbs, and give
their consent to participation.

Each enrolled patient was followed every
two weeks for eight weeks. The four follow up
visits were free of charge and were to be held
in outpatient setting, unless the patients had to
be admitted due any medical/ psychiatric
indication. The Phone call reminder program
designed to remind patients for their visits was
helpful to have all enrolled patients for all 4
follow up visits.

A valid Persian Translation of the
Structured Diagnostic Interview for DSM-1V
(SCID) (21) was the instrument for diagnosis.
A Persian translation of Drug Attitude
Inventory (DAI-10) (shortened version) was
used to assess the attitude of patients toward
medications. Patients and/or their companions
were asked for number of token medication
doses depending on the patients' cognitive or
mood condition and cooperation. Medication
possession ratio (MPR), defined as number of
token medication doses to all prescribed doses
during eight weeks of follow up and was used
as the measure for compliance or the extent to
which patients take medications as prescribed
by their psychiatrist. According to MPR scores
patients were categorized to good adherent
(MPR score=> 80), moderately adherent
(MPR score 50-80) and poorly adherent (MPR
score <50).

Demographic characteristics of patients,
including their age, gender, marital status,
educational level and co-morbid substance
abuse were extracted from their medical
records or during follow up interviews.

SPSS 16 software was used to compare
adherent and non-adherent groups statistically
and estimate the correlation coefficient
between variables. A repeated measure
analysis on 4 successive data was performed to
reveal the pattern of variations in drug
adherence during the fallow up period.

Results

According to MPR scores 22 patients
(28.9%) had poor adherence to their
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medications. Eleven (14.5%) and 43 (56.6%)
were classified in "moderate” and "“good"
adherence categories respectively.

Age, gender, marital status, educational
level, co-morbid substance and hospitalization
hospltallzatlon) had no

relapse
significant difference among patients of three
mentioned adherence categories (Table 1).

to relapse index (

Table 1. Patients' Characteristics by Compliance

Category
Compliance Category Total
Poor Moderate  Good  (N)
Male 13 7 25 45
Gender Female 9 4 18 31
Total 22 11 43 76
Single 9 5 21 35
. Married 11 6 15 32
Marriage
Divorced 2 0 7 9
Total 22 11 43 76
Comorbid Yes 5 4 13 22
substance No 17 7 30 54
abuse 1oy 22 11 43 76
Iliterate 0 2 2 4
Elementary
school 5 1 7 13
Junior
high school 7 2 11 20
Education High
school 5 3 1 9
Diploma 4 2 17 23
University
degree 1 1 5 !
Total 22 11 43 76
Mean Age
(SD) 31(1.9) 38.09(3.8) 32.88(1.6)

Mean hospitalization

{0 relapse ndex (sb) 09901 0.59(0.08) 084(0.3)

A repeated measure analysis revealed that,
the adherence to medications successively
decreased (p<0.001) (Figure 1). The repeated
measure analysis was performed, including
gender, marital status, educational level, and
co-morbid substance abuse as covariates, to
compare the adherence patterns among
specific groups of patients (e.g,. males vs.
females). The results revealed no significant
difference in the pattern.
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Figure 1. The Pattern of Adherence to Medications in 4
Successive Follow up Sessions.

There was a significant difference in
patients' attitude toward taking their
medications between well, moderately and
poor adherent groups (p=0.02). The attitude
had no correlation with the compliance, during
the first two weeks (p>0.05). But there was a
direct correlation between positive attitude and
medication adherence in week 4 (Spearman's
rho=0.239, p value=0.038), week 6
(Spearman's rho=0. 319, p value=0.005) and
week 8 (Spearman's rho=0. 264, p
value=0.02).

Discussion

The majority of studied patients were
moderately or good adherent to their
medications; while some other studies report a
higher rate of non-adherence (5,6). The
duration of follow up period (2 months in the
present study, compared to 6-24 months in
others) could be an explanation to the low non
adherence rate (4, 22), as it has been shown
that recently diagnosed patients are more
adherent to their medications (11). The most
comparable study in design and setting,
published in 2007, reported the non adherence
prevalence to be 38.1% with a male to female
ratio of 1.7 (23).

The non-adherence appears to start from the
early stages of maintenance therapy in the
study population; as the repeated measure
analysis revealed a significant decrease in
MPR score at week 4, compared to week 2 of
fallow up period. That could be explained by
"late adherence" phenomenon; i.e., some

patients show initial resistance to accepting
their disorder and deny their need for
treatment (4).

There are contradictory findings about the
correlation of socio-demographic variables and
treatment adherence. Some previous studies
claim that treatment non-adherence is
associated with substance abuse (3, 9, 14, 18,
19, 22), being unmarried (22, 24), male gender
(13, 22, 24), young age (9, 12, 13, 22) and low
level of education (22). While some others did
not report age (4, 25), gender (3, 4, 26), and
marital status (3, 4, 26) to be associated with
adherence. The present findings revealed no
significant relationships either. But since the
study was not to determine the predicting
factors of non adherence, there might be some
limitation to generalize these findings.

This study revealed a decreasing pattern in
the adherence to medications among bipolar |
disorder patients, regardless of known
predicting factors of non adherence. It means
although the level of adherence might be
different regarding some socio-demographic
factors, but the decline pattern is similar. In
another word, even fully adherent patients
with no predicting factor of non-adherent
could potentially  become  moderately
adherents or non-adherents during even a short
course of maintenance treatment. Therefore,
the compliance of BID patients should be
assessed regularly. Psychiatrist should be
aware of risk factors that could lead to acute
episode relapses and inquire their patients
about them. Education for patients and
families about the long course of the disorder
and importance of maintenance therapy should
be integrated in to the treatment plans. Other
treatments such as targeted psychotherapy
could also be included (27).

The attitude toward taking the medications
is one of the most important predictors of
adherence (3,14,15, 28-31).Well adherent
study patients had a more positive attitude
toward medications, compared to the two other
groups. Moderately adherent patients also had
a more positive attitude compared to poor
adherent patients. The present study revealed
no correlation between attitude and adherence
during the first two weeks, but a direct
correlation during the rest of fallow up period.
The fact that many patients resist medication
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routines and tend to take their medications "on
demand”, might be an explanation to why
there is a gradual change in attitude and
compliance concordantly.

The study has some limitations regarding
the short course of follow up period. Further
studies could evaluate patients for more
potential determinants of adherence such as
socio-economic  factors, family history,
receiving psychotherapy and patient/family
education.
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