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Polypharmacy
more common in...
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CAM
Therapy

Is it natural to the
body or common in
the diet?

Phytochemicals
VS
Nutraceuticals




Polypharmacy
Prevention



/ £

Set an end date for short-term treatments
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Rapid anti-
depressants:

Consider

short-term
(2-6 weeks)

OLD

« Benzodiazepines (alprazolam)
* Eszopiclone

* Pindolol

* Thyroid (T3)

NEW

* Bupropion-Dextromethorphan (Auvelity)
e Ketamine and Esketamine
 Zuranolone (for postpartum)

* Future? Psychedelics
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Short-term Antidepressant
Taper after 6-12 mth remission in single episode depression,
or when used as adjunct in recurrent MDD or bipolar depression



Short-term Antipsychotic Augmentation
Taper after at least 6 months of remission in mood disorders

Yatham LN et al, Mol
Psychiatry 2016;21(8):1050-6



Do antipsychotics
prevent unipolar
depression?
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Antipsychotics don’t prevent suicide, may raise mortality

Comparative cohort

study of 79,898
patients with TRD.

Antipsychotic
augmentation vs.
matched controls
who received third-
line antidepressants

Tsai DH et al, Brit J Psychiatry 2025;1-9



Psychotic

Depression
May require long-
term antipsychotic
augmentation

Relapse
20% vs 55%

Flint AJ et al, JAMA
2019;322(7):622-31




Time-limited stimulants
= Subthreshold ADHD
= ADHD that resolves in adulthood



Short-term Anxiolytics
2-6 weeks ideal for benzodiazepines in acute anxiety



Hypnotics: 1-3 mth

Replace with CBT-insomnia
(Sleep Coach app)
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Placebo response by diagnosis

Bschor T et al, JAMA Psychiatry
2024,81(8):757-768.

Huneke NTM et al, Mol
Psychiatry 2024;29(12):3915-
3925.



Polypharmacy
Reduction



Before tapering

Secure alliance

Explain rationale

Understand hopes and fears

Get collateral input on response

If med was effective, wait at least 6 months of full remission
Wait for stress to stabilize

Add behavioral change

Goldberg JF et al, JAMA Netw
Open 2026;9(2):€260043



What to taper

Dangerous medications

Irrational combinations

3. High doses

Exceptions in depression: Tricyclics, MAOlIs
Exceptions in schizophrenia: Olanzapine

4. Meds without controlled-trial or patient-level evidence to
work
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Antidepressant Augmentation



Bupropion

Mirtazapine

Buspirone

Above each medication is the
number of large, negative RCTs
for antidepressant augmentation
in MDD

Stimulants

Lamotrigine




Obesity (BMI > 30)
Inflammation (CRP 2= 3)
Nicotine cessation

Anxious Depression

Anxious Depression
(as first-line monotherapy)

Bupropion

Mirtazapine

Buspirone

Methylphenidate:
Elderly w/apathy, medical d/o

Lisdexamfetamine
Depression w/ executive dysf

Chronic Depression
(over 8 years)

Above each medication are
populations where the
augmentation strategy worked in
secondary analyses

Stimulants

Lamotrigine




MDD Augmentation References

Bupropion: Unpublished, cited in Zhou X et al, J Clin Psychiatry 2015;76(4):e487-98

Buspirone: Appelberg BG et al, J Clin Psychiatry 2001;62(6):448-52; Landén M et al, J Clin Psychiatry
1998;59(12):664-8.

Mirtazapine: Kessler D et al, Health Technol Assess 2018;22(63):1-136

Stimulants: Richards C, et al. J Affect Disord 2016;206:151-160; Ravindran AV et al, J Clin Psychiatry
2008;69(1):87-94; Patkar AA et al, J Clin Psychopharmacol. 2006;26(6):653-656; Trivedi MH et al, J Clin
Psychiatry. 2013;74(8):802-809

Lamotrigine: Goh KK et al, J Psychopharmacol 2019;33(6):700-713

Antipsychotics: Brunner E et al, Neuropsychopharmacology 2014;39(11):2549-2559; Rapaport MH et al,
Neuropsychopharmacology 2006;31(11):2505-2513; Bauer M et al, Acta Neuropsychiatr 2019;31(1):27-35;
Mclintyre RS et al, Acta Neuropsychiatr 2024;17:1-12



Treatments
that
probably
don’t work

Off-label
anticonvulsants

Brexpiprazole
Antidepressants
Vortioxetine

Bupropion,
Viloxazone,
Vortioxetine

Valproate

Modafinil
Stimulants

Antipsychotics

Bipolar Mania (levetiracetam possible;
oxcarbamazepine unlikely)

Bipolar Mania
Bipolar | Disorder (except OFC-combo)

ADHD

Anxiety disorders (unless anxious MDD)

Schizophrenia
Sedation on antipsychotics
Cognition in schizophrenia

Delirium (symptoms or mortality)




Disorders
where meds
usually fail

Pediatric MDD

Anorexia

Autism

Trichotillomania

Cognition in chronic
psych disorders

Agitation in
dementia

Psychosis in
dementia

POSSIBLE EXCEPTIONS

Fluoxetine

Zinc

Aripiprazole and risperidone for
behavioral aggression, some CAMs

(folinic acid, omega-3, NAC, probiotics)

Memantine, NAC

Brexpiprazole

Small effect with antipsychotics




Risky and Irrational Combinations



Anticholinergics
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Taper slowly
(2-4 weeks)

Avoid anticholinergic
rebound:

Anxiety, insomnia,
confusion, EPS,
sweat, salivation,
diarrhea







crediblemeds.org




When to Worry

Electrolyte imbalance, heart disease, older age, cocaine/stim misuse







STOPPFall

Seppala LJ et al, Age Ageing.
2021;50(4):1189-1199.



Benzodiazepine-Stimulant Combo



1950-1970: Dextroamphetamine-Amobarbital




1in 15 on benzo also on stimulant...

...in 2018, 40% higher than 2013



A decade
of benzos
impairs
cognition,
attention,
processing
speed
with large
effect size

Crowe SF and Stranks EK,
Arch Clin Neuropsychol 2018;
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Highest link to car accidents?

@
Am h eta m I “ e - Benzo Zarkowski PA, Int J Psychiatry
Med 2020;55(2):82—-104



1. MISUSE: Taper off now



Oxazepam = Lower misuse liability

Spence AL et al, Drug Alcohol
Depend 2016;166:209-217




2. LIFESTYLE USE: Taper gradually
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3. COMPLEX COMORBIDITY:
Taper gradually



4. Rational use

Stimulant for ADHD

Rare benzo for panic/phobia




Questions?

calken@thecarlatreport.com



