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A Case of Nonmalignant Delirious Mania Successtully
Treated With Lorazepam and Carbamazepine:
A Proposed Diagnostic and Treatment Algorithm

David R. Spiegel, MD?*; Abigail Barger, MD?; and Elizabeth Monter, DO?

D elirious mania is a severe but underrecognized
neuropsychiatric syndrome characterized by the
rapid onset of delirium, mania, and psychosis. Catatonia
is often a prominent feature of the syndrome.! Despite
the diversity of nosology, including lethal catatonia, the
delirious mania construct has been relatively consistent in
description in clinical reports.?

We present a patient with a history of bipolar disorder
type 1, whom not only had been euthymic for 20 years
(until presenting to our hospital) but also had been doing
so with no psychotropic medication. Her phenomenology at
admission warranted a thorough medical evaluation, which
uncovered metastatic ovarian cancer, but was ultimately
determined to be most consistent with delirious mania.

Case Report

Our patient is a 64-year-old White woman with a history
of bipolar disorder type 1; she had been euthymic for 20
years, reportedly with no maintenance medications. Five
days prior to admission in November 2019, the patient
was found “wandering the streets” and brought to our
emergency department. Premorbid, the patient was
reported as fully independent, including able to perform
instrumental activities of daily living. Past medical history
was remarkable for diabetes mellitus type 2, treated with
metformin.

The patient was described as “hard to manage,” and
we were consulted on hospital day 2. During our initial
evaluation, our patient’s mood was elated with increased
energy and grandiose delusions. Her Young Mania Rating
Scale (YMRS)? score was 31. She was also oriented x 1,
with fluctuation of attention and awareness and a positive
result on the Confusion Assessment Method.* In addition,
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our patient manifested behavioral stereotypies, echolalia,
verbigerations, grimacing, perseverations, and catalepsy
but without autonomic instability. The patient’s Bush-
Francis Catatonia Rating Scale (BFCRS)’ score was 21.
After the evaluation, we administered a lorazepam (1 mg)
challenge, and her BFCRS score dropped to 7. On hospital
day 3, we began carbamazepine titrated to 300 twice/day
and lorazepam titrated up to 1.5 mg 4 times/day, both after
2 days. Her carbamazepine level at this time was 7 mcg/
mL. She was started on olanzapine 2.5 mg twice/day, and
based on US Food and Drug Administration prescribing
information stating, “concomitant administration of
intramuscular olanzapine along with benzodiazepines
is not recommended due to the potential for excessive
sedation and cardiorespiratory depression,”®’ lorazepam
was discontinued.

The patient’s symptoms of delirium, mania/psychosis,
and catatonia decreased, and on hospital day 10, her
YMRS score was 8, BFCRS was 6, CAM result was
negative, and Mini-Mental State Examination® score was
27. Unfortunately, due to metastatic disease, at discharge
(hospital day 12), the patient was placed in hospice and died
2 months later.

Discussion

Our patient demonstrated many of the symptoms of
delirious mania, a syndrome of acute-onset elated mood,
increase in goal-directed energy, grandiosity, emotional
lability, delusions and inattention, unawareness, and
fluctuation of symptoms (DSM-5 criteria for mania and
delirium, respectively). Delirious mania has been accepted
to have no identifiable medical cause. Some, but not all
authors, have found catatonic signs and symptoms in
patients with delirious mania.”!? Bipolar disorder is the
common diagnosis of record in patients with delirious
mania, since the latter has no formal classification.” Figure
1 provides a proposed diagnostic and treatment algorithm
for delirious mania and a review of our patient’s course."»*~12

In addition to psychosis, and as in our patient, catatonia
is an additional common neuropsychiatric complication
of delirious mania that has important prognostic and
treatment implications. Figure 1 also provides an overview
of malignant versus nonmalignant delirious mania and
treatment differences. Curiously, the co-occurrence of
catatonic symptoms in delirious mania suggests similar
treatment responses between the 2 syndromes. Thus,
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Figure 1. Diagnostic Algorithm: Evaluation and Treatment of Delirious Mania'-'2

A) Symptoms B) Onset and Course
Concurrent delirium and mania Acute onset, rapid progression,
(+/- psychosis, +/- catatonia) fluctuation of symptoms

C) Medical Workup

If Both A&B
are present

_l l+

Delirious mania, bipolar disorder, Acute delirium, M/P/C disorder due

tonic immobility with or to another medical condition,
without catatonia substance-induced M/P/C disorder
condition, neurocognitive disorder

D) If Diagnosis of Delirious Mania

Autonomic instability?
(hypertension, tachycardia, fever)

+l l_

Malignant Nonmalignant delirious
delirious mania mania with catatonia
l E) Treatment l
ECT with or
. Lorazepam
EEs challenge
benzodiazepines 9
ol 5
Benzodiazepines + Mood stabilizers and/or
mood stabilizers and/or antipsychotics
atypical antipsychotics +/- benzodiazepines
A) Our patient demonstrated most of the symptoms that have In summary, our patient’s presentation was as follows:
been classically associated with delirious mania, ie, acute onset A) Symptoms
of the excitement, grandiosity, emotional lability, delusions, and 1. Elated mood, increased energy/excitement, and grandiosity (mania).
insomnia characteristic of mania, and the disorientation and 2. Fluctuation of attention and awareness (delirium).
altered consciousness characteristic of delirium. 3. Behavioral stereotypies, echolalia, verbigerations, grimacing, perseverations,

catalepsy but without autonomic instability (
nonmalignant catatonia).
B) Onsetand Course
1. Symptoms developed within 5 days of admission.
C) Medical Workup
1. Remarkable for a primary ovarian tumor, metastatic to regional lymph nodes.
2. Brain magnetic resonance imaging (MRI) demonstrated no acute findings including
metastasis or evidence of autoimmune/limbic encephalitis.
. Cerebrospinal fluid evaluation was negative for cytology, growth on culture,
and leukocytosis; protein and glucose levels were within normal limits and
paraneoplastic antibodies were negative. She had no evidence of vital sign instability
or muscular rigidity.

B) Onsetand course: acute, rapid with fluctuation of symptoms.

C) For adiagnosis of delirious mania, general medical, neurologic,
and toxicologic causes of delirium, mania, psychosis, and
catatonia are ruled out.

D) Delirious mania may be of a nonmalignant or malignant form.

The latter is distinguished by significant hyperthermia, muscular

rigidity, and/or autonomic instability.

In the malignant subtype of delirious mania, ECT with or without

benzodiazepines is the primary treatment. We propose that

lorazepam challenge would not be warranted in this subtype, as
similar to malignant catatonia, prompt administration of ECT can

o
w

decrease mortality, whereas delays to initiating ECT could result h . . - .
) Y, Wi aelay 9 4. Urinalysis, complete metabolic panel, thyroid-stimulating hormone, and
in adverse outcomes, including death. K . o

i o ’ cyanocobalamin level were all within normal limits. Complete blood count showed a
In nonmalignant delirious mania: hemoglobin/hematocrit level of 9.9 g/dL/31.6%. C-reactive protein level was elevated
1. Adrpl'mstratlon.ofIorazepam challenge. ) at 16 mg/L, rapid plasma reagin was negative, and iron level was <19 ug/dL.
2a. Positive result (ie, resolution/marked reduction of 5. Urine drug screen and blood alcohol level were negative.

catatonic signs within 10 minutes of parenteral lorazepam
administration): treatment includes benzodiazepines and
mood stabilizers. Some, but not all authors, support use of
atypical antipsychotics.

2b.Negative result: treatment includes mood stabilizers and
atypical antipsychotics, with or without benzodiazepines.

D) Diagnosis of Delirious Mania
1. No autonomic instability.
2. Diagnosis of nonmalignant delirious mania with catatonia.

E) Treatment
1. Lorazepam challenge was positive.
2. Therapeutic response to lorazepam and carbamazepine.

Abbreviations: ECT = electroconvulsive therapy, M/P/C=mood/psychotic/catatonic.
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benzodiazepinesfelectroconvulsive therapy play a positive
role and mood stabilizers provide overall benefit, regardless
of the subtype of delirious mania.!® Our patient’s symptoms
were consistent with nonmalignant delirious mania and were
successfully treated with a combination of lorazepam and

carbamazepine.

mortality.'?

Case Report

In conclusion, delirious mania ds a potentially life-
threatening but underrecognized neuropsychiatric
syndrome. While only anecdotal-level evidence to base
diagnostic and treatment recommendations exists, early
recognition can significantly reduce morbidity and
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