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Abstract

Background: Comorbid obsessive-compulsive symptoms in bipolar disorder often prove highly
resistant to standard treatments, with serotonergic agents carrying substantial risk of mood
destabilisation. Recent interest has focused on glutamatergic modulation as an alternative pathway,
inspired by the rapid effects of ketamine, though oral regimens require careful attention to
pharmacokinetics for clinical success. Methods: This retrospective case report describes a 23-year-old
woman with previously stabilised bipolar disorder who, following treatment discontinuation,
presented with severe moral scrupulosity and compulsive reassurance-seeking refractory to mood
stabilisation alone. In routine outpatient care, valproate was combined with dextromethorphan
(NMDA antagonism) and piracetam (AMPA positive allosteric modulation), with subsequent
addition of a mild CYP2D6 inhibitor (Deanxit). Progress was monitored through clinical interviews
and standardized questionaires. Results: Dextromethorphan 30—45 mg nocte plus piracetam 600-1200
mg nocte on a background of valproate 500 mg produced only modest reduction in ruminations.
Marked and sustained improvement—near-complete resolution of obsessive thoughts and
reassurance-seeking, with PHQ-9 falling from 16 to 8 and GAD-7 from 19 to 7—occurred only after
introduction of Deanxit 1 tablet nocte, providing CYP2D6 inhibition via melitracen. Discussion: The
stepwise response pattern underscores the critical role of sustained dextromethorphan exposure in
achieving therapeutic NMDA blockade sufficient to drive downstream AMPA-mediated plasticity.
This observation aligns with emerging clinical experience suggesting that pharmacokinetic
optimisation is essential for translating ketamine-like mechanisms into reliable oral efficacy,
particularly in complex bipolar-OCD presentations where conventional options are limited.
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resistant OCD; glutamatergic modulation; dextromethorphan; CYP2D6 inhibition;, NMDA
antagonism; AMPA modulation; piracetam; ketamine alternative; oral regimen; case report; moral
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psychiatry

Introduction

Bipolar-OCD is among the most treatment-resistant conditions in clinical psychiatry. Lifetime
prevalence of OCD in bipolar samples ranges from 15-30 %, with higher rates in early-onset illness
[1,2]. Obsessions in this group are typically mood-congruent (aggressive, sexual, symmetry, or
somatic themes), worsen during depressive episodes, and predict more frequent relapses, greater
functional impairment, and elevated suicide risk [3,4]. Conventional OCD therapy —high-dose
selective serotonin reuptake inhibitors (SSRIs)—carries a manic-switch risk of up to 60 % in bipolar
patients when used without adequate mood-stabiliser cover [3]. Mood stabilisers alone rarely address

© 2025 by the author(s). Distributed under a Creative Commons CC BY license.


https://doi.org/10.20944/preprints202512.1175.v1
http://creativecommons.org/licenses/by/4.0/

Preprints.org (www.preprints.org) | NOT PEER-REVIEWED | Posted: 12 December 2025 d0i:10.20944/preprints202512.1175.v1

2 of 8

the obsessive-compulsive component, leaving many patients disabled despite optimised bipolar
management.

Intravenous ketamine and other fast-acting glutamatergic drugs have shown promise in treating
both bipolar depression and OCD by temporarily blocking NMDA receptors, causing a surge of
glutamate, and promoting AMPA-dependent synaptogenesis [5-7]. But logistical problems and side
effects make it hard to use regularly. Cheung [8] proposed a fully oral, low-cost alternative—the
"Cheung Glutamatergic Regimen"—designed to replicate ketamine's neuroplasticity cascade using
(1) dextromethorphan (DXM) for NMDA antagonism, (2) a CYP2D6 inhibitor to prolong DXM
exposure, (3) piracetam as an AMPA positive allosteric modulator, and (4) optional L-glutamine for
presynaptic glutamate replenishment. Initial uncontrolled reports from the same center indicate
significant efficacy in treatment-resistant bipolar-OCD presentations when CYP2D6 inhibition is
properly sustained [9,10].

We present a case of a young woman with previously stabilised bipolar disorder who, after
treatment interruption, developed severe moral-scrupulosity OCD that responded only partially to
DXM + piracetam until CYP2D6 inhibition was restored.

Methods

This retrospective case report was prepared from the electronic and handwritten clinical records
of a patient treated in routine private outpatient practice at Cheung Ngo Medical, Hong Kong SAR,
between April 2024 and December 2025. All interventions formed part of standard clinical care; no
experimental procedures were introduced. Written informed consent for anonymised publication
was obtained from the patient in accordance with local ethical guidelines for case reporting.

Diagnoses were made according to DSM-5 criteria by the treating psychiatrist. Follow-up
occurred every 2-8 weeks with unstructured clinical interview, mental-state examination, and self-
reported Patient Health Questionnaire-9 (PHQ-9) and Generalised Anxiety Disorder-7 (GAD-7)
scales. No structured OCD instrument (e.g., Y-BOCS) was administered in routine practice.

Dose adjustments were guided solely by clinical response, tolerability, and early hypomanic
warning signs, consistent with previously described optimisation principles for the Cheung
Glutamatergic Regimen [8].

Case Presentation

A 23-year-old woman was re-referred in November 2025 because unrelenting obsessive
ruminations had begun to dominate her daily life. The thoughts—Ilargely moral in theme—drove
near-continuous reassurance-seeking from her partner and produced marked social and occupational
impairment (Figure 1).

The patient's first contact with the clinic dated to April 2024. At that time she had endured two
months of low mood, insomnia, racing thoughts, pressured speech and intrusive, pre-sleep
rumination after a coercive relationship. Past episodes of elevated mood with inflated self-confidence
were also reported, and bipolar I disorder was diagnosed. She began night-time treatment with
sodium valproate 500 mg (Epilim Chrono), risperidone 1 mg, flupentixol-melitracen 1 tablet
(Deanxit), lemborexant 2.5-5 mg, zolazepam 0.5 mg as required and clonazepam 0.5-1 mg as
required. By May 2024 mood and sleep had normalised, irritability had eased and hypomanic
features were absent; anxiety, though still present, was tolerable. She remained on this regimen until
mid-2024, then defaulted and saw another psychiatrist who labelled an "anxiety disorder" and
stopped all medication except occasional benzodiazepines (details unknown).

Eighteen months later, on 5 November 2025, she returned to the original clinic with severe
obsessive ruminations—"Am I a bad person?'—accompanied by repetitive confession and
reassurance requests. Moral scrupulosity and fear of harming others were prominent. Scores on 19
November were PHQ-9 = 16 (moderately severe depression) and GAD-7 = 19 (severe anxiety). The
presentation was re-framed as bipolar disorder with comorbid, treatment-resistant obsessive—
compulsive disorder. Night-time medication was restarted with valproate 300 mg (quickly raised to
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500 mg) and risperidone 0.5 mg. An oral glutamatergic "stack” was added: dextromethorphan 30 mg
(2 x 15 mg) plus piracetam 600 mg (V2 tablet of a 1 200 mg formulation).

After two weeks she reported a modest easing of low mood and some reduction in rumination
intensity, yet obsessive thoughts and reassurance-seeking remained frequent. The regimen was
changed on November 19, 2025. Deanxit 1 tablet was given every night to provide melitracen-
mediated CYP2D6 inhibition. Dextromethorphan was raised to 45 mg (3 x 15 mg) and piracetam to
1,200 mg (1 tablet). Valproate 500 mg and risperidone 0.5 mg were continued unchanged.

April 2024: Initial Bipolar I
Diagnosis

!

Mid-2024 to Nov 2025:
Treatment Default

!

Nov 5 2025: Relapse. Severe
Obsessive Ruminations

!

Symptoms: Moral
Scrupulosity, Reassurance
Seeking

Phase_1_Inigial_Attempt

Regimen A: Valproate
500mg, Risperidone 0.5mg,
DXM 30mg, Piracetam 600mg

!

Nov 19 Outcome: Partial
Response. PHQ-9 16, GAD-7
19

Inadequate Symptom
Control

Phase_2_Opigmized_Stack

Regimen B: ADDED Deanxit.
Increased DXM 45mg,
Piracetam 1200mg

Mechanism: Melitracen
inhibits CYP2D6, extending !
DXM half-life :

I I :

Dec 11 Outcome: Clinical
Remission. PHQ-9 8, GAD-7 7
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Figure 1. Timeline of Pharmacological Management. The diagram illustrates the patient's course from relapse to
remission. Phase 1 utilized a standard mood stabilizer base with a lower dose glutamatergic stack, resulting in
only modest improvements and persistent severe anxiety (GAD-7 19). Phase 2 introduced Deanxit (containing
melitracen) to inhibit CYP2D6 metabolism, alongside dose increases of Dextromethorphan (DXM) and
Piracetam. This optimization correlated with a rapid drop in depression and anxiety scores and the cessation of

obsessive ruminations.

By 11 December 2025 —three-and-a-half weeks after Deanxit was reinstated —both patient and
boyfriend described marked improvement. Reassurance-seeking had dwindled and ruminations
were "much less." PHQ-9 had fallen to 8 (mild depression) and GAD-7 to 7 (mild anxiety). Obsessive—
compulsive symptoms were now occasional and low-grade. The stabilised night-time regimen
comprised valproate 500 mg, Deanxit 1 tablet, dextromethorphan 45 mg, piracetam 1 200 mg and
risperidone 0.5 mg (with a planned switch to aripiprazole 2.5 mg to address menstrual irregularity).

In summary, reinstating valproate alongside a dextromethorphan—piracetam base yielded only
partial benefit, but full remission of obsessive-compulsive, depressive and anxious symptoms
emerged after Deanxit—providing CYP2D6 inhibition—prolonged dextromethorphan exposure.
Improvements persisted at one-month follow-up without hypomanic activation or significant
adverse effects.

Discussion

The clinical trajectory of this 23-year-old woman with bipolar disorder and subsequent severe,
treatment-resistant obsessive-compulsive symptoms illustrates two persistent challenges in modern
psychiatry: (1) the management of obsessive-compulsive disorder (OCD) when it complicates bipolar
affective disorder (bipolar-OCD phenotype), and (2) the essential pharmacokinetic reliance of oral
dextromethorphan-based glutamatergic regimens on sufficient CYP2D6 inhibition.

Difficulties in Managing OCD in Individuals with Bipolar Affective Disorder

Comorbid OCD affects 15-30% of individuals with bipolar disorder, significantly deteriorating
prognosis, heightening depressive recurrence, and increasing suicide risk [1,2,4]. Obsessions in this
population are frequently mood-congruent (aggressive, sexual, symmetry, or somatic themes),
intensify during depressive episodes, and respond poorly to conventional mood stabilisers alone [3].
High-dose selective serotonin reuptake inhibitors (SSRIs)—the cornerstone of OCD monotherapy —
carry a documented manic-switch risk of up to 60 % in bipolar patients when used without robust
mood-stabiliser cover [3]. In the present case, earlier successful stabilisation of bipolar
symptomatology with valproate and low-dose antipsychotics left prominent moral-scrupulosity
ruminations and compulsive reassurance-seeking untouched, a pattern repeatedly observed in the
bipolar-OCD subgroup [1].

Recent findings suggest that glutamatergic dysregulation in cortico-striato-thalamo-cortical
circuits plays a role in the pathogenesis of OCD, irrespective of serotonergic deficits [11]. Rapid-acting
agents like intravenous ketamine or memantine have shown effectiveness in reducing obsessive
thoughts by temporarily blocking NMDA receptors, causing a compensatory increase in glutamate
levels, and promoting AMPA-dependent synaptogenesis [6,12]. These results elucidate a mechanistic
justification for focusing on the NMDA-AMPA axis in treatment-resistant OCD, especially when
serotonergic enhancement is inadvisable, as frequently observed in bipolar disorder (Figure 2).
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Bipolar Disorder with
Comorbid OCD

N

Standard OCD Treatment Standard Bipolar Treatment
High Dose SSRIs Mood Stabilizers

Without Mood Stabilizer
Cover

.

High Risk of Manic Switch

Valproate or Antipsychotics

Stabilized Mood but
Persistent Obsessions

Need for Non Serotonergic
Approach

'

Cheung Glutamatergic
Regimen

'

Oral Dextromethorphan +
CYP2D6 Inhibitor + Mood
Stahilizer

Figure 2. The Therapeutic Dilemma of Comorbid Bipolar Disorder and OCD. This decision tree highlights the
risks associated with standard treatments for patients suffering from both Bipolar Disorder and OCD.
Traditional high-dose SSRIs pose a significant risk of inducing mania ("Manic Switch"), while mood stabilizers
alone often fail to address obsessive symptoms. The diagram illustrates why a non-serotonergic approach is
necessary, pointing to the Cheung Glutamatergic Regimen (Dextromethorphan + CYP2D6 Inhibitor + Mood

Stabilizer) as a targeted solution that treats obsessions without destabilizing mood.

Pivotal Role of CYP2D6 Inhibition in Achieving Therapeutic Efficacy

The most instructive aspect of this case is the clear temporal relationship between restoration of
CYP2D6 inhibition and full remission of obsessive-compulsive symptoms (Figure 3).

Dextromethorphan 30-45 mg nocte combined with piracetam 600-1200 mg and valproate 500
mg produced only modest attenuation of ruminations. Dramatic improvement—reduction of PHQ-
9 from 16 to 8, GAD-7 from 19 to 7, and near-elimination of reassurance-seeking —occurred only after
re-introduction of Deanxit 1 tablet nocte (supplying the moderate CYP2D6 inhibitor melitracen). This
observation directly parallels patterns documented across Cheung's uncontrolled series [8-10].

As Cheung [8] explicitly states:

> "the simplest way to keep dextromethorphan (DXM) from being chewed up too quickly is to
pair it with another psychotropic that blocks the same metabolic 'off-ramp,’ CYP2D6... Fluoxetine
and paroxetine stand out because they are high-affinity, mechanism-based inhibitors that can push
extensive metabolizers into the poor-metabolizer range within days" [13,14].

© 2025 by the author(s). Distributed under a Creative Commons CC BY license.


https://doi.org/10.20944/preprints202512.1175.v1
http://creativecommons.org/licenses/by/4.0/

Preprints.org (www.preprints.org) | NOT PEER-REVIEWED | Posted: 12 December 2025 d0i:10.20944/preprints202512.1175.v1

6 of 8

Oral Dextromethorphan Deanxit - Melitracen
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Figure 3. The Critical Role of CYP2D6 Inhibition in Dextromethorphan Efficacy. The diagram delineates two
distinct pharmacokinetic outcomes. Left Branch: In the absence of an inhibitor, CYP2D6 rapidly converts
Dextromethorphan to Dextrorphan. This metabolite has a lower affinity for the NMDA receptor and is cleared
too quickly to sustain the receptor occupancy required to trigger downstream signaling. Right Branch: The
introduction of Melitracen (via Deanxit) acts as a "metabolic plug" for CYP2D6. This forces Dextromethorphan
to remain in its parent form, prolonging its half-life. The resulting sustained NMDA blockade causes a glutamate
surge that activates AMPA receptors, subsequently releasing BDNF and triggering mTOR-mediated synaptic
remodeling —the proposed mechanism for the observed clinical remission.

Without CYP2D6 inhibition, dextromethorphan quickly becomes dextrorphan. This means that
the parent drug doesn't stay in the body long enough to keep the NMDA receptors occupied long
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enough to cause the glutamate surge needed to activate the AMPA receptors, release BDNF, and
cause synaptic remodeling through mTOR [15-17]. There is both preclinical and clinical evidence that
AMPA throughput, not NMDA blockade itself, is the main signal for the immediate and long-lasting
antidepressant and anti-obsessional effects of ketamine-class drugs [16,18].

The present case extends Cheung's earlier findings by demonstrating that even milder inhibitors
(melitracen component of Deanxit) can suffice when dosed consistently, reinforcing the principle that
pharmacokinetic protection of dextromethorphan is a non-negotiable component of the regimen
rather than an optional adjunct.

Clinical Implications and Integration with the Cheung Glutamatergic Regimen

The trajectory —partial response to dextromethorphan + piracetam, full remission only after
CYP2D6 inhibition—is now a recurring motif across approximately 25 published cases from a single
centre employing the "Cheung Glutamatergic Regimen" [8-10]. Mood stabiliser cover (valproate)
prevented hypomanic activation, while sequential addition of NMDA antagonism, AMPA
potentiation, and pharmacokinetic protection mirrors the mechanistic sequence of intravenous
ketamine but in an entirely oral, low-cost format.

These naturalistic data, though preliminary and uncontrolled, suggest that oral
dextromethorphan-based glutamatergic augmentation —when correctly implemented with CYP2D6
inhibition—may offer a viable therapeutic bridge for the difficult bipolar-OCD subgroup in which
conventional serotonergic strategies are either ineffective or destabilising.

Randomised controlled trials are urgently needed to confirm efficacy, define optimal CYP2D6
inhibitor choice and dosing, and establish long-term safety in this vulnerable population.
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