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Abstract

Patients with bipolar disorder often report self-perceived treatment resistance. However, it is not known to what extent it is @
to actual treatment resistance. The Juntendo University provides “Bipolar Disorder Treatment Rebuilding Program,” in which
patients with self-reported treatment resistant bipolar disorder are hospitalized for 2 weeks and undergo detailed examinations.
In this study, we report our experience with the initial 43 patients hospitalized during the one and half years after the launch of
the program. Among the patients who underwent full assessment, only one was regarded as having genuine treatment-resistant
bipolar disorder without comorbidity. In other cases, ten were not diagnosed with bipolar disorder, 3 had organic brain diseases,
12 had comorbid mental disorders and its symptoms were regarded as treatment-resistant bipolar symptoms by the patients,
and 18 did not receive adequate treatment because attendant physicians did not adhere to the treatment guidelines or patients
did not adhere to the treatment because of lack of insight. The number of participants was not large, and selection bias hampered
the generalization of the findings. Insight and adherence were assessed without the use of validated tools. We could not verify
recovery after adequate treatment because of the limited hospitalization period. The findings suggest that most patients with
self-perceived treatment-resistant bipolar disorder may not have genuine treatment-resistant bipolar disorder. These results shed
light on the difficulties of public education of bipolar disorder and importance of providing appropriate services for diagnosis and
treatment of bipolar disorder in the community.

Abbreviations: AD/HD = attention deficit hyperactivity disorder, AQ-J = Autism-Spectrum Quotient Japanese version,
ASD = autism spectrum disorder, DSM-5 = Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition, EEG =
electroencephalography, HAM-D = Hamilton Depression Rating Scale, MRI = magnetic resonance imaging, SCID-5-RV =
Structured Clinical Interview for DSM-5 Research Version, SPECT = single-photon emission tomography, YMRS = Young Mania

Rating Scale.
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1. Introduction

Bipolar disorder is a chronic mental disorder characterized by
recurrent depressive and (hypo)manic episodes, and is asso-
ciated with decreased quality of life, caregiver burden, and
increased suicidality.l! There are many effective maintenance
treatments, and several treatment guidelines have been estab-
lished for bipolar disorder.>* Nevertheless, more than one-
third of patients with bipolar disorder relapse within one year
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despite maintenance therapy®® and more than 90% experience
at least one relapse in their lifetime.'! Rapid cycling and refrac-
tory depression often leads to long-term impairment of social
functioning, resulting in a large social burden.

Many studies and guidelines have addressed the treatment-
resistant bipolar disorder.”''l However, the complexity of the
clinical presentation, course, and treatment options for bipolar
disorder makes it difficult to define treatment resistance.!®! The
International Society for Bipolar Disorders Task Force report
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on terminology related to course and prognosis did not clearly
define treatment resistance.”’ The development of definitions
and guidelines for intervention in treatment-resistant bipolar
disorder has just begun.!'%

Treatment-resistant bipolar disorder can be divided into 3 major
categories: treatment-resistant depressive episodes, treatment-
resistant manic episodes, and difficulty in maintaining remission
(including rapid cycling), and definition of treatment resistance
would be necessary for each of them."”! In addition, many defi-
nitions of treatment resistance target only pharmacotherapy,
and some believe that pharmacotherapy alone is insufficient
for the treatment of bipolar disorder. It is also necessary to
define multitherapy resistance, which includes psychotherapy/
psycho-education and neuromodulation (for example, modified
electroconvulsive therapy).!'!!

However, even considering the above-mentioned factors, the
definition of treatment resistance is not straightforward because
of the problem of “apparent” and not genuine treatment resis-
tance. Genuine-treatment-resistant bipolar disorder can be
defined as a patient not responding to the optimum treatment.
However, many patients do not respond well to treatment. The
2020 Collegium Internationale Neuro-Psychopharmacologicum
guidelines caution that the following factors should be addressed
before labeling a bipolar patient as treatment-resistant: correct
diagnosis, disorder not secondary to an organic disorder, poor
response to treatment not due to somatic or mental comorbidity,
poor response to treatment not due to a somatic condition that
might not constitute a disorder by itself, failure of therapy not
due to non-tolerability, patient compliance with recommended
treatment, and poor response not a consequence of lack of
adherence.l"”! A certain number of bipolar disorder cases with
apparent treatment resistance may be due to these factors.

As discussed above, physicians have tried to define treatment
resistant bipolar disorder, and searched for the factors associ-
ated with treatment resistance. On the other hand, there are
patients who report self-perceived treatment resistant bipolar
disorder. However, it is not known to what extent these patients
are actually treatment resistant bipolar disorder.

Department of Psychiatry, Juntendo University provides
a program named “Bipolar Disorder Treatment Rebuilding
Program,” in which patients with self-reported treatment resis-
tant bipolar disorder are hospitalized for 2 weeks and undergo
detailed examinations to delineate all the possible factors asso-
ciated with apparent treatment resistance. In our initial experi-
ence with this program for one and half years, we found that
most patients with self-perceived treatment-resistant bipolar
disorder did not have genuine treatment resistance.

2. Method
2.1. Subjects

The bipolar disorder treatment rebuilding program is a two-
week hospitalization program for patients with bipolar dis-
order who report themselves as treatment-resistant. They are
intensively scrutinized and medical staff review past treat-
ments from various perspectives. The purpose of the bipolar
disorder treatment rebuilding program is announced on the
Juntendo University Hospital website. It was announced in
the newsletter of Bipolar Disorder Research Network Japan
on September 1, 2020, also on corresponding author’s Twitter
on September 8, 2020. Furthermore, this program was intro-
duced in a newspaper on December 7, 2021. Patients or their
families who want to join this program send an e-mail to a
designated address, and staff, that is, a psychologist (D.T.)
and psychiatrist (T.K.), check the eligibility of the participants
through email. The inclusion criteria are as follows: (1) the
patient was diagnosed with bipolar disorder by a psychi-
atrist; (2) the patient felt that they were not in good shape
with regard to bipolar disorder and wanted to know how to
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optimize the treatment based on the detailed examination
during hospitalization; and (3) the attending physician could
provide a referral letter to report the details of the current
treatment. The staff verify whether these criteria are met by
each applicant. Only eligible applicants who hoped to admit
to the hospital under the given conditions were enrolled in the
program (Fig. 1).

In this study, patients who entered the program between
September 2020 and March 2022 were analyzed. This study
was approved by the Juntendo University Ethics Committee for
Medical Research (ID:M19-0278), and informed consent was
obtained from all participants.

2.2. Diagnosis

A board-certified psychologist conducted a structured interview
(SCID-35-RV: Structured Clinical Interview for DSM-5 Research
Version)!'?! for each patient. After all the data were obtained, a
conference was held with the attendant psychiatrists, a princi-
pal investigator (T.K.), a psychologist, and a psychiatric nurse
whenever possible. These medical staff jointly discussed the
Diagnostic and Statistical Manual of Mental Disorders, Fifth
Edition diagnosis, clinical status, and current treatment based
on the repeated clinical interviews, data of SCID-5-RV, and
all other examinations, as well as observations of the patient’s
behavior in the psychiatric ward by psychiatric nurses.

2.3. Examinations

Magnetic resonance imaging and cerebral blood flow scintig-
raphy using single-photon emission tomography (SPECT) with
Tc-99mECD were performed for all patients. SPECT was ana-
lyzed by a radiologist, and statistical analysis images using easy
Z-score imaging system were also used to rule out Alzheimer
disease and Lewy body demential'>'¥ The electroencephalog-
raphy (EEG) by an international 10/20 method was performed
to rule out epilepsy and other organic mental disorders!**! and
assessed by psychiatrists trained to assess EEG.

The following clinical assessments were performed by a
psychiatrist: Hamilton Depression Rating Scale using a struc-
tured interview guide,!'! Young Mania Rating Scale (Young
et al, 1978), and the Frontal Assessment Battery.!'”! Patients
completed a self-reported questionnaire, the Autism-Spectrum
Quotient Japanese version (AQ-J).'! The Wechsler Adult
Intelligence Scale-Fourth Edition!'”! was administered by a psy-
chologist. Additional tests were conducted as required. The
patient’s insight into the disorder was assessed through a con-
ference based on clinical interviews and other information.

| Inquiry | N=224

|

‘ Initial consultation ‘ N=52
[

v +
Hospitalization N=48 Not eligible N=4
ot et |
Clinic;:l tests N=43 Lack o; data N=5
| | =43 |
|
l Analysis |

Figure 1. Participants enrolled in the study. Among the 224 participants who
contacted the staff of the program, 52 were subject to the initial consultation
at the outpatient clinic; 48 met the inclusion criteria and were admitted to the
hospital. Of those, 43 completed all the program, whereas 5 dropped out
from the program. The data of 43 participants were analyzed in this study.
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3. Results

A flowchart of the subject selection process is presented in
Figure 1. We received inquiries from 224 candidates who were
considering application to the program. Some patients decided
not to be hospitalized because of various restrictions of the
psychiatric ward, financial problems, schedule, and so on. Of
these, 52 visited the outpatient clinic for the initial screening.
Four patients excluded from the program were diagnosed with
borderline personality disorder, and it was considered that hos-
pitalization by another suitable framework would be better for
these patients. The other 2 were in a full mood episode and were
judged to be suitable for hospitalization for the treatment of the
acute episode. Consequently, 48 patients entered the program
and were admitted to the hospital. After admission, 5 of the 48
patients could not adjust to the environment of the psychiatric
ward and were discharged before the completion of the pro-
gram. The remaining 43 patients were included in the study.

Among them, 25 patients complained of self-perceived
treatment-resistant depression, whereas 17 experienced self-
perceived recurring episodes or persistent emotional instabil-
ity. None of the patients had treatment-resistant manias. One
patient was hospitalized for other reasons.

Of the 43 patients, 22 were men and 21 were women,
with an age of 42.6 = 13.3 years. The scores of symptom
scales were Hamilton Depression Rating Scale =7.6 = 4.5,
Young Mania Rating Scale = 2.3 = 4.6, Frontal Assessment
Battery = 17.0 = 1.2, AQ-J =22.3 = 8.6, and full scale intelli-
gence quotient = 101.9 = 12.3.

3.1. Diagnosis

After performing the SCID-5-RV, we reviewed the diagno-
sis based on the Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition based on various tests and medical
history. Ten of the 43 patients were not diagnosed with bipo-
lar disorder but with others, such as major depressive disorder.
Remaining 33 were diagnosed with bipolar disorder. Detailed
diagnoses are summarized in Table 1.

3.2. Organic factors

Some patients displayed notable findings on brain imaging and
EEG. On brain magnetic resonance imaging (MRI), one patient
was diagnosed with normal pressure hydrocephalus, one with cere-
bral infarction, and one with a prominent chronic ischemic lesion
in the deep white matter suggestive of frontal lobe syndrome. All
other MRI scans were considered to be within normal limits.
Cerebral blood flow scintigraphy by SPECT showed no
clinically significant abnormal findings, except for 3 patients
who had brain lesions revealed by MRI, as noted above. Five
patients had mild hypoperfusion, suggestive of Alzheimer dis-
ease or Lewy body dementia with easy Z-score imaging system.

Diagnosis reviewed at the 2-week inpatient program (n = 43).

Diagnosis n %

Non-bipolar 10 23.2
Major depressive disorder recurrent episode 5 11.6
Persistent depressive disorder (dysthymia) 1 2.3
Schizoaffective disorder bipolar type 2 4.6
Adjustment disorder 1 2.3
Substance-induced bipolar disorder 1 2.3

Bipolar 33 76.7
Bipolar | disorder 14 32.5
Bipolar Il disorder 16 37.2
Other specified bipolar disorder 3 6.9

www.md-journal.com

However, dementias were ruled out by clinical evaluation,
including additional assessment with the revised Hasegawa
Dementia Scale and Mini Mental State Examination. Some
of the other patients showed mild scattered hypoperfusion,
mainly in the frontal region, but these findings were compati-
ble with bipolar disorder.

None of the patients showed epileptic abnormalities in EEG.

3.3. Comorbidity

Eleven of the patients in this study had psychiatric comorbid-
ities (Table 2). For those suspected to have developmental dis-
orders by AQ-J and clinical interviews, the Parent Interview
Rating Scale for Autism Spectrum Disorders, Text-Revised,
Conners’ Adult ADHD Rating Scales, and the Autism Diagnostic
Observation Schedule Second Edition were administered. Five
were diagnosed with developmental disorders, 4 with autism
spectrum disorder (ASD), and one with attention deficit hyper-
activity disorder (AD/HD).

SCID-5-RV showed that 7 patients had other comorbidities
as described in the Table 2.

3.4. Treatment

Among the 33 patients who were diagnosed with bipolar disor-
der, 7 did not receive treatment as recommended by the treat-
ment guidelines for bipolar disorder of the Japanese Society of
Mood Disorders.1?"! Three patients were not taking lithium with-
out good reasons, 2 were taking 2 selective serotonin reuptake
inhibitors, one was taking a tricyclic antidepressant, one was
taking a noradrenalin reuptake inhibitor, and one was taking
multiple drugs in the same classes at high doses (Table 3).

3.5. Insight

Insufficient insight directly led to apparent treatment resistance
in 11 of 43 patients (25.6%). Nine patients did not adhere to
the treatment because of a lack of insight into the disease. Two
patients complained that their bipolar disorder was unstable,
but in reality, they suffered from psychological problems unre-
lated to mood symptoms.

3.6. Summary

Factors associated with self-perceived treatment resistant bipo-
lar disorder among the 43 patients are summarized in Table 4.

4. Discussion

In this study, 43 participants who regarded themselves as hav-
ing uncontrolled bipolar disorder were examined in detail.

Psychiatric comorbidities of the patients in this study (n = 43).

Diagnosis n %
ASD 4 13.2

Subthreshold ASD 4 13.2
ADHD 1 2.3

Subthreshold ADHD 2 4.6
Panic disorder 2 4.6
Bulimia nervosa 1 2.3
Anorexia nervosa/bulimia nervosa 1 2.3
0CD 1 2.3
Subthreshold borderline personality disorder 2 4.6
Total 18

Note: Overlapping is present.
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Treatment received by patients diagnosed with bipolar disorder
(n =33).

Treatment ] %

Compliant with the guidelines* 26 78.8

Deviated from the guidelines* 7 21.2
No use of Li 3 9.1
Improper use of antidepressants 4 121
Polypharmacy of drugs in the same classes 1 3.0

*Treatment guidelines for bipolar disorder by the Japanese Society of Mood Disorders.

Causes of self-perceived treatment resistant bipolar disorder in
the participants (n = 43).

Factors n %
Not diagnosed as bipolar disorder 10 23.2
Organic factors 3 7.0
Comorbid mental disorders 11 25.6
Did not receive adequate treatment 7 16.4
Nonadherence to the treatment because of a lack of insight 9 209
Attributing psychological problems to bipolar disorder 2 4.6
Genuine treatment resistant bipolar disorder 1 2.3
Total 43

Surprisingly, only one patient was diagnosed as having genuine
treatment-resistant bipolar disorder without comorbidity, that is,
persistent relapses of mood episodes of rapid cycling, despite ade-
quate treatment. In addition, 10 (23%) patients were not diag-
nosed with bipolar disorder despite the fact that these patients
self-reported that they had treatment-resistant bipolar disorder.

Among other patients who were diagnosed with bipolar dis-
order, the majority felt that their bipolar disorder was not well
controlled because of symptoms unrelated to bipolar disorder,
such as comorbid general medical or psychiatric conditions (14,
32%) or psychological problems (2, 5%).

Other patients did not receive adequate treatment because the
attending physician did not follow the treatment guidelines (7,
16%), or the patients did not adhere to the treatment because of
a lack of insight into the disease (9, 21%). These findings sug-
gest that more education is needed to public and providing more
appropriate services for diagnosis and treatment of bipolar dis-
order are necessary in the community. They also suggest that
clinicians should be aware that genuine treatment resistance is
rare in real-world clinical settings, and before labeling a patient
with bipolar disorder as treatment-resistant, all clinical issues
such as diagnosis, organic factors, comorbidities, treatment, and
adherence should be carefully checked.

4.1. Diagnosis

The 9 patients who were not diagnosed with bipolar disorder
did not have any detectable (hypo)manic episodes or had only
drug-induced elation of mood. In these cases, the possibility that
they would develop (hypo)manic episodes in the future could not
be ruled out®'! because approximately 20% of patients initially
diagnosed with depression are later diagnosed with bipolar dis-
order.?2231 One patient was diagnosed with schizoaffective disor-
der, bipolar type. Compared with bipolar disorder, the prognosis
of schizoaffective disorder, bipolar type is generally worse.!?*!

4.2. Organic factors

Contrary to our expectation that organic factors or neurological
conditions are a major determinant of treatment resistance in
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bipolar disorder, only 3 of 42 patients had such organic factors:
normal pressure hydrocephalus and cerebrovascular diseases. In
these cases, cognitive decline due to brain disease was consid-
ered a symptom of depressive episodes of bipolar disorder by
the attending physicians as well as the patients. Although the
frequency of such cases is not high, ruling out organic factors is
necessary for a correct diagnosis.

4.3. Comorbidities

Five patients had a comorbid diagnosis of developmental disor-
der (ASD: 4; ADHD: 1). The comorbidity of ADHD in bipolar
disorder has been reported to be approximately 20%!2%2¢ and
approximately 20% to 30% of patients with bipolar disorder
meet the criteria for ASD.?”?81 Although we did not consider
these patients to have genuine treatment-resistant bipolar disor-
der in this study, the comorbidity of developmental disorders has
been regarded as one of the factors causing treatment resistance
in bipolar disorder.?*3% Thus, it might be reasonable to consider
these 5 patients to have genuine treatment-resistant bipolar dis-
order. However, these patients did not have intractable mood
symptoms but rather had difficulty in social life associated with
the behavioral characteristics of ASD or AD/HD. One patient
with AD/HD had hyperactivity and impaired impulse control
during remission, but the patient thought that they had hypo-
manic symptoms. Patients with ASD had difficulties with social
cognition and interpersonal relationships, and they felt that they
were symptoms of bipolar disorder.

Patients with bipolar disorder have a high rate of comorbid-
ity with ASD and AD/HD, partly due to overlapping genetic
factors®'=33 and a differential diagnosis and assessment of
comorbidity is important.’*3] In the case of bipolar disor-
der with comorbid developmental disorders, in addition to
the maintenance treatment of bipolar disorder, it is import-
ant to provide care and education tailored to developmental
disorders.

The remaining 7 patients with comorbidities had anxiety
disorders, eating disorders, obsessive compulsive disorder, or
subthreshold borderline personality disorder. These patients felt
that their mental status was not well maintained because of the
symptoms of these comorbid mental disorders. Although we
excluded these patients from genuine treatment-resistant bipo-
lar disorder group, they did indeed suffer from mental symptoms
despite adequate treatment for bipolar disorder. In this study, we
did not conclude whether treatment for these comorbid mental
disorders was adequate. It is possible that these patients did not
receive adequate treatment for these comorbid mental disorders.
The comorbidity of these mental disorders has been regarded
as a factor for treatment refractoriness in bipolar disorder.3%! It
is necessary to treat comorbid mental disorders in conjunction
with bipolar disorder.

4.4. Treatment

Seven patients were diagnosed with bipolar disorder but did
not receive treatment as recommended by the treatment guide-
lines. Three patients were not treated with lithium, the first-
choice drug, without any good reason. Other patients were
treated with antidepressants, including tricyclic antidepres-
sants, which are not recommended by the Japanese Society of
Mood Disorders guidelines and might have caused mood insta-
bility. One patient with comorbid AD/HD was treated with
a noradrenalin reuptake inhibitor, and it is possible that this
medication, together with AD/HD, might have caused mood
instability. The treatment of comorbid AD/HD in bipolar dis-
order is a matter of debate because psychostimulants and other
drugs for AD/HD potentially worsen the course of bipolar dis-
order. Treatment options should be optimized on a patient-by-
patient basis.
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4.5. Adherence

Lack of insight is associated with poor adherence to treatment
in bipolar disorder.’”! Thus, to achieve full insight, psychoedu-
cation is provided in clinical practice.*®! However, psychoed-
ucation does not always improve the insight in patients with
bipolar disorder.®! In this study, 9 patients did not adhere to
the treatment because of a lack of insight or other psycho-
logical issues. One patient misidentified her euthymic state as
depressive by idealizing the hypomanic state. One patient did
not accept any standard treatment and claimed side effects.
One patient repeatedly relapsed, and this was associated with
a premature return to work at partial remission. One patient
did not follow the recommendations for lifestyle, such as main-
taining a schedule. Although we did not classify these cases as
receiving inadequate treatment, more extensive psychoeduca-
tion might improve insight or understanding of the disease and
the treatment.

5. Limitations and conclusions

This study has several limitations. The number of participants
was small. The selection bias of this study hampers the gener-
alization of the findings. No validated assessment tools were
used to assess insight and adherence. We could not try adequate
treatment and verify recovery in the patients receiving inade-
quate treatment because of the limited period of hospitalization.
Thus, some patients who had not received adequate treatment
at the time of assessment might have suffered from genuine
treatment-resistant bipolar disorder after adequate treatment.
Despite these limitations, this study sheds light on the fac-
tors associated with apparent treatment resistance in bipo-
lar disorder. Most patients with apparent treatment-resistant
bipolar disorder are not regarded as having genuine treatment-
resistant bipolar disorder, and there is room for improvement
after assessing these factors and providing adequate manage-
ment for these issues. This study also highlights the difficulty
of public education and providing adequate services for bipolar
disorder in the community, and emphasizes their importance.
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