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ABSTRACT

Delirious mania (DM) is a severe neuropsychiatric syndrome characterized by the acute onset of
delirium, psychosis and increased psychomotor activity. Its classification remains debated, with overlapping features
of mania, catatonia, and delirium complicating diagnosis and treatment. The condition poses significant challenges in
differential diagnosis, particularly in patients with comorbid medical conditions.

We report the case of a 52-year-old man with bipolar disorder who presented with acute agitation,
disorientation, confabulation, incontinence, and severe behavioral disturbances, initially suggestive of DM. Despite
targeted psychiatric treatment, his condition remained refractory until a syphilitic infection was identified, with
a possible presentation of neurosyphilis, and treated with antibiotic therapy. Resolution of his symptoms followed, with
the delirium persisting briefly after the mania had subsided, suggesting an organic contribution to his presentation.

This case highlights the importance of considering organic etiologies, such as neurosyphilis, in
presentations of DM. It also supports the view that DM may represent a syndromic entity with both psychiatric and
medical underpinnings, rather than merely a subtype of bipolar disorder. Early identification and treatment of DM,
along with any underlying medical conditions, are crucial for patient recovery.

AHHOTALMA

JenvprosHas MaHus (M) — 3T0 THXeNbln HeMPONCUXNATPUYECKNT CUHAPOM, XapaKTepU3YOLLIACA OCTPbLIM
BO3HVKHOBEHWNEM AeNIPKUS, NCMX03a N NOBbILLEHHOM NCMXOMOTOPHOM akTUBHOCTU. Knaccnurkaums 3aboneBaHums
oCTaeTcst NpeAMeTOM AMCKYCCUIA, MOCKObKY Hann4mMe CUMNTOMOB — MaHWUW, KaTaTOHWUW U AeNNpUs, — NPUCYLLAX
HeCKOIbKMM CUHAPOMaM, YCIO0XHSET ero AMarHocTuKy 1 neveHne. Takxe 3TO CO34aeT CyLeCTBEHHbIe TPYAHOCTY Npu
anddepeHLManbHOM AMarHOCTMIKe, 0COBEHHO Y MaLMeHTOB C COMYTCTBYOLWMMN 3a601eBaHNAMN.

B npeacTaBneHHOM KIMHUYECKOM CyYae y My>XUnHbI 52 NeT ¢ 6UNoNsipHbIM
PacCcTPOCTBOM HabItOAANNCL OCTPas axnTaLms, Ae30pueHTaums, KOHPabynsaLms, HegepXXaHe MOYN 1 BbipaXKeHHble
noBejeHYecKMe HapyLLeHNs, NepBoHa4YaNbHO TPaKkToBaBLUMecs Kak npossneHns AM. HecmoTps Ha LeneByto
NCUXMATPUYECKYHO MOMOLLLb, COCTOSIHME NaLMeHTa 0CTaBa10Ch pePppakTePHbIM BMNAOTb A0 BbISBAEHWS CUPUANTUYECKON
MHPeKUnM € BO3MOXHOW MaHudecTaumel Helipocndunnca. Nocne nposegeHns aHTUbakTepmnanbHOM Tepanmn
nociefoBasno paspeLleHne CUMNTOMOB. [1p1 3TOM Noc/e NCHE3HOBEHNS MaHNW KPaTKOBPEMEHHO COXPaHSICA AeNNPUA,
YTO yKa3bIBaeT Ha OpraHMYeckyro NPUPoAy 3aboneBaHus.

JaHHBIA KIMHUYECKNIA cnyyYad NoAYepKMBAaET BaXHOCTb UCKIHOUEHUSA OPraHNYeckmnx NpuimH
(B YacTHoOCTW, Helipocudunamca) Npu gnarHoctmke M. Kpome Toro, oH nogTBepxaeT KOHLEeMNLMIo, COrlacHO KOTOPOU
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M He npocTo ABASETCS NOATUNOM BMMOAAPHOIO PACcCTPOMCTBA, @ MOXET NMPeACTaBAATb CO60M CMHAPOMAaNbHYHO

KaTeropumto, MMerLLyto Kak NCNXmn4eckyro, Tak n cOMaTn4yeckyro OCHOBY. PaHHee BbigBneHe 1 neyeHve M, paBHO

KakK 1 3a60/1eBaHNI, NexallnX B ee OCHOBE, NrparoT pelarLllyro poJb B BOCCTaHOBAEHNIW NalneHTa.

INTRODUCTION

Delirious mania (DM) is a severe neuropsychiatric syndrome
characterized by the acute onset of delirium, increased
psychomotor excitement and psychosis [1]. Delirium and
psychosis are clinically distinct. The first one is defined
as an acute fluctuating disturbance in attention and
awareness due to an underlying medical condition,
and it may be accompanied by psychotic symptoms
(hallucinations or delusions) that are secondary to the
confusional state [2]. In contrast, primary psychotic disorders
such as schizophrenia or bipolar disorder with psychotic
features typically present with preserved consciousness
and sustained attention, despite marked alterations in
thought content [2]. Although not formally classified in
the Diagnostic and Statistical Manual of Mental Disorders,
5th Edition, Text Revision (DSM-5-TR) [3] or International
Classification of Diseases, 11th Revision (ICD-11) [4], DM
is extensively documented in clinical literature [5-7]. Since
Calmiel's initial description in 1832, it has been identified by
Kraepelin E. and, subsequently, Klerman G.L. as an extreme
manifestation of mania [5, 6]. Several authors emphasize
the frequent occurrence of catatonic symptoms within DM,
observing that both DM and catatonia show significant
responsiveness to electroconvulsive therapy (ECT) [1].
ECT is currently considered a safety first-line treatment
for catatonia, including malignant and treatment-resistant
forms, and in cases of DM [8-10]. Fink's classification
further categorizes DM as a subtype of catatonia, alongside
excited catatonia [1]. This condition closely parallels
hyperactive or excited delirium, as observed in cases of
neurosyphilis (NS) [11] as well as substance intoxication or
withdrawal [12].

This case report outlines the clinical challenges
encountered when managing presentations of suspected
DM in psychiatric patients with a history of affective
disorder, comorbid substance abuse, and engagement
in unprotected sexual activities with multiple partners.

CASE PRESENTATION

A 52-year-old Caucasian male with a personal history
of bipolar disorder (BD), substance abuse, and multiple
sexual partners, and a family history of major affective
disorders (mother and sister), presented in January 2024
with a worsening mood disorder likely exacerbated by
recent cocaine use. He had been stable for seven years
on valproic acid 1500 mg/day, lithium carbonate 900 mg/
day, and quetiapine 300 mg/day.

Following this decline, his psychiatrist recommended
a short-term residential stay for therapeutic stabilization.
Approximately 20 days into the stay, the patient developed
an acute dysphoric mood, marked psychomotor agitation,
disorientation, confabulation, incontinence, sporadic
visual hallucinations, and inappropriate toileting. He also
exhibited severe thought and behavioral disorganization,
hypersexuality, and a tendency toward physical aggression.
Consequently, he was transferred to a psychiatric emergency
department.

Routine blood tests and a CT-scan were unremarkable,
and toxicology screening ruled out recent substance use.

Given his history of BD, DM was suspected as a potential
diagnosis.

The patient was admitted to the psychiatric ward, and
his medication regimen was modified: risperidone was
increased to 8 mg/day, delorazepam' 6 mg/day was
added, and quetiapine was replaced with olanzapine
20 mg/day, while lithium carbonate and valproic acid



were continued. Despite these adjustments, his condition
failed to improve over the following week; he remained
persistently disoriented, restless, and displayed purposeless
overactivity. Subsequently, VDRL-test returned positive,
and TPHA-test confirmed syphilis while an HIV test was
negative. Due to his agitation, a brain MRI and lumbar
puncture could not initially be performed.

Revised diagnosis
Following the infectious disease investigations, the diagnostic
orientation shifted to NS.

Therapeutic intervention

Intramuscular benzylpenicillin therapy was started, and
his psychiatric medication was adjusted to monotherapy
with haloperidol 6 mg/day.

Follow-up and outcomes

After three weeks of antibiotic treatment, the patient’s
symptoms rapidly improved, with notable reductions in
agitation, and within days, a reduction in delirium. He had no
recollection of events during the acute phase. Subsequent

brain MRl and lumbar puncture findings were normal. He
was discharged on lithium carbonate 600 mg/day and
haloperidol 2 mg/day. Four months later, at follow-up,
he showed no signs of mood or psychotic symptoms and
reported residual memory gaps from the period of delirium.

Prognosis

The patient's prognosis appears favorable. The suspected
NS was identified and treated promptly with appropriate
antibiotic therapy, leading to a rapid and sustained remission
of neuropsychiatric symptoms [13]. From a psychiatric
perspective, the patient has a prior diagnosis of bipolar
disorder, for which he is now receiving lithium prophylaxis.
With therapeutic drug monitoring to ensure serum levels
remain within the effective range, lithium remains a first-
line mood stabilizer with well-documented efficacy in
preventing relapses [14]. Continued abstinence from
substance use is essential for long-term stabilization and
to reduce the risk of further decompensation [15].

Timeline
The patient timeline is presented in the Figure 1.
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Figure 1. Chronology of the patient’s disease.

Note: TPHA — Treponema pallidum hemagglutination assay; VDRL — veneral disease research laboratory test.

Source: Hirsch et al., 2025.
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DISCUSSION

This case highlights the diagnostic complexity encountered
in the assessment and management of suspected DM, given
its lack of clear nosological classification and the absence
of established guidelines for its differential diagnosis and
treatment.

Initially, the most probable diagnostic hypothesis was
DM in the context of a manic episode, considering that
our patient met 5 out of the 6 clinical criteria proposed
by Bond for DM: acute onset, presence of mania at some
point during the episode, features of delirium, personal
history of mania or depression, and family history of major
affective disorders [7].

Additionally, another characteristic that led us to consider
DM was the fact that the patient exhibited a continuous
tendency toward incontinence/inappropriate toileting,
pouring water on the floor, and denudativeness, which
were described as distinctive of DM in Karmacharya et
al. study [16].

Given the impossibility of administering ECT due to
difficulties in obtaining informed consent from the patient,
a pharmacological treatment was established, taking into
account the literature’s recommendations regarding the
positive role of benzodiazepines while avoiding the use of
typical antipsychotics [17, 18]. Previous clinical reports had
highlighted the utility of olanzapine, quetiapine, risperidone,
valproate, and lithium [19], as confirmed in the study by
Karmacharya et al. [16], which was the therapeutic regimen
we implemented.

Another diagnostic option we considered, for which the
therapy we chose could have been equally effective, was
excited delirium related to substance withdrawal, particularly
from cocaine [12]. The patient had indeed reported to his
psychiatrist that he had used cocaine before admission
to the psychiatric residential facility. Although the exact
signs and symptoms of excited delirium are difficult to
define precisely, the criteria most frequently cited include
hyperaggressive behavior with superhuman strength,
a combative attitude toward the police, hyperactivity, bizarre
behaviors, unusual pain tolerance, and hyperthermia [12].
However, these criteria do not occur with equal frequency,
and none appear to be mandatory [12]. In our patient,
hyperthermia was never present.

Most cases of excited delirium occur in the context of
psychoactive substance abuse or among psychiatric patients
[20]. In more than 90% of cases, toxicology screening
tests are positive, and 50% of patients have a pre-existing

psychiatric background [21]. Benzodiazepines or classic
antipsychoatics, such as haloperidol, are the most frequently
proposed treatments [20]. Recently, ketamine has also been
suggested as an alternative for acutely agitated patients,
offering the added benefit of maintaining airway patency
and spontaneous ventilation [22].

Given the lack of improvement with standard therapy
for a manic episode, as expected under Bond's sixth
criterion [7], together with the absence of response to
the withdrawal hypothesis and the positive TPHA test,
we considered a diagnostic reorientation toward possible
NS to be appropriate, based on our clinical judgment.

NS is an infection of the central nervous system caused
by the spirochete Treponema pallidum [23]. The frequency
of psychiatric signs and symptoms associated with
NS ranges from 33 to 86% [24]. Personality changes,
dementia, abnormal behavior, and emotional problems
are the most common psychiatric manifestations,
though depression, psychosis, and mania have also been
noted [25]. In a study of 52 NS patients, 34% presented
with cognitive impairment, and 25% showed signs of
delirium [26]. Although these conditions may coexist,
they represent distinct clinical phenomena. Cognitive
decline typically develops progressively and manifests as
a stable disturbance of memory, attention, or executive
function, with preserved consciousness [27]. In contrast,
delirium is an acute, fluctuating disturbance in attention and
awareness, often accompanied by altered consciousness
and disorganized thinking [28]. This variable, non-specific
presentation not only creates diagnostic challenges but
also leads to potential therapeutic missteps. A case report
very similar to ours by Wahab et al. described a male
patient in his 40s who was disoriented to time, place,
and person, agitated, aggressive, and exhibiting bizarre
behavior, initially diagnosed and treated for psychosis
with a poor response to antipsychotic therapy, later
testing positive for VDRL and improving with antibiotic
treatment [29].

In our patient, once the hypotheses of DM in the context
of mania and excited delirium due to cocaine withdrawal
became less likely, the clinical picture of delirium associated
with NS became predominant. As a result, haloperidol was
introduced as monotherapy alongside antibiotic therapy.
Arecent review has shown that, in patients with delirium,
haloperidol may reduce mortality and likely results in little
to no difference in the occurrence of serious adverse events
or serious adverse reactions compared with placebo [30].



The sequence of clinical improvement — mania first,
followed by delirium — further supports the hypothesis
that delirium was not driven by mania but rather by the
underlying infection [10].

Although the VDRL serum test is a screening test for
syphilis, the Centers for Disease Control and Prevention
(CDC) outline the need to satisfy two diagnostic criteria for
the diagnosis of NS: one being a reactive cerebrospinal fluid
(CSF)-VDRL test and the second being CSF abnormalities
with clinical signs and symptoms consistent with syphilis
[31]. In our case, a limitation was the inability to perform
alumbar puncture due to psychomotor agitation. However,
the negativity of the CSF after antibiotic treatment does
not exclude a diagnosis of NS, as serological and CSF
abnormalities after treatment may become ambiguous
and difficult to interpret [32]. Similarly, regarding the
negative brain MRI, the literature indicates that brain
MRIs in most NS patients are normal or show non-specific
changes [33].

Based on our clinical experience, we believe that, similar
to catatonia, it may be more appropriate to conceptualize
DM as a syndrome with both psychiatric and organic
underpinnings, rather than solely as a manifestation of
BD. Likewise, as with catatonia, the treatment could target
DM itself, such as with ECT and benzodiazepines, and
its underlying cause. Adopting such a perspective could
broaden diagnostic frameworks and guide more effective
treatment strategies.

In terms of distinguishing catatonia from DM —
considering that some authors have classified DM as
a subtype of catatonia [1] — tools such as spatial-temporal
psychopathological assessments and the concept of
personal experience might prove valuable [34]. Northoff
et al. argue that patients with catatonia often report
feeling overwhelmed by emotions and frequently retain
memories of the acute phase, recalling, for example,
specific interactions with medical staff during episodes
of psychomotor agitation or immobility [34]. In contrast,
patients with DM typically experience profound memory
gaps, rendering them unable to recall most events
during the acute phase, such as family visits or medical
interventions [16, 35].

Finally, regarding the relationship between DM and
excited delirium, it is evident that the lack of a universal
and objective definition of excited delirium remains a major
obstacle [12]. Developing such a definition is urgently needed
to enable more structured and standardized research with

higher levels of evidence, such as prospective cohorts
investigating toxic, metabolomic, and genetic factors [12].

CONCLUSION

This case illustrates the need for a broader, integrative
approach to understanding and managing DM. A critical
objective for future research is to harmonize the definitions
of DM and its specific signs, while also developing clear
thresholds for making a diagnosis. Studies of spatiotemporal
psychopathology could contribute significantly to refining
these criteria. Additionally, there is an urgent need for
clinical trials focused on DM, as current treatment data
are predominantly derived from small case reports, which
limits the generalizability of findings.

Written informed consent for
publication of clinical details was obtained from the patient,
as well as for the publication of any data in this article that
could potentially identify him. This consent was provided
after the resolution of the delirious mania, when the patient
had fully regained decision-making capacity.
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