























Stimulating trigeminal and occipital cranial nerves at home treated depression after > 1
antidepressant failure
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Approved Dec 2025, about as effective as SSRI, works in vascular depression, but does not
work in treatment resistant depression
Read more: https://psych-partners.com/flow-tdcs-depression/
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Approved June 2026 based on one RCT, may only be available at VA, activates vestibular
cranial nerve
Read more: https://psych-partners.com/at-home-device-approved-for-ptsd/
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Magnetic EEG Resonance Therapy cleared June 2026.
Read more: https://psych-partners.com/fda-clears-a-new-type-of-tms/
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The Ampa TMS aims to lower the barrier to entry, with a rental subscription (S3000 per
month) and a smaller size that does not require a separate office. It is also simpler, with
camera-guided placement, requiring less staff training time. Otherwise it is similar to

traditional iTBS, a briefer version of TMS approved in 2019 that delivers treatment in 3
minutes instead of 20-60 min.
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Tapering didn't work well, and patients learned from the experience, with most going back
on the medication or halting the taper. At 6-12 months, the tapering group was taking
slightly less medication (2.4 to 2.8 mg less of olanzapine dose-equivalents), but after one
year the two groups had similar rates of medication use.

The continuation group was allowed to decrease dose by up to 25%, and 40% of the
patients in this group actually tapered on their own (against protocol). In other trials, 70%

of patients tend to self-taper after first-episode psychosis.

Read more: https://psych-partners.com/antipsychotic-deprescribing-trial-raises-questions/
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No difference on primary measure of self-rated functioning
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Only the secondary outcome was different, and not robustly so
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Mirtazapine is an antidepressant that may reduce methamphetamine cravings and
withdrawal problems by modulating dopamine, as well as serotonin and norepinephrine
transmission. It has shown promise in two small trials of methamphetamine use disorder,
but only in men who have sex with men, and the trials took place at a single site. This study
furthers the evidence with a large, phase lll trial.
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The effect was consistent regardless of sex or depression status. No secondary outcomes
(depression, insomnia, HIV risk, quality of life) reached significance overall, though
insomnia improved significantly in participants with comorbid depression.

Read more: https://psych-partners.com/mirtazapine-reduces-meth-use/
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Glutamate dysregulation plays a role in OCD, and small trials have found promise with
glutamatergic meds like amantadine, memantine, lamotrigine, and n-acetylcysteine. This
trial tested dextromethorphan (DXM), originally developed as a cough syrup but more
recently found to speed up antidepressants in the bupropion-combo Auvelity (also FDA-
approved this month for agitation in dementia).

Mechanism: DXM blocks NMDA glutamate receptors and also modulates serotonin,
norepinephrine, and sigma-1 receptors. Fluoxetine and paroxetine inhibit DXM metabolism
and likely raised DXM levels in some participants, a pharmacokinetic variable that wasn’t
tracked.

https://psych-partners.com/dextromethorphan-for-ssri-resistant-ocd/
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An adequate clozapine trial may up to 15 weeks. If it fails to reduce positive symptoms,
maximize the serum level (350-550 ng/mL) (Wagner E et al, Schizophr Bull
2020;46(6):1459-1470). Reconsider the adequacy of previous trials, and consider other
low-risk, long-term programs addressing diet, activity, and psychosocial needs. Other
options for treatment-resistant schizophrenia include high-dose olanzapine (25-50 mg qd),
TMS, and ECT, but the evidence for clozapine-resistant schizophrenia is limited. Small trials
point to augmentation with aripiprazole (10-15 mg qd), topiramate (100-200 mg bid),
lamotrigine (50-200 mg qd), or dextromethorphan (15 mg bid) (Grover S et al, Acta
Neuropsychiatr 2023;35(2):65-75).

ECT used to be on that list, but has failed in newer trials. Psychotherapy may help. You
should also check a clozapine level for pseudoresistance, when the medication is not
working because it isn’t getting in their system.

Glutamate dysfunction plays a role in schizophrenia

The benefits disappeared when tested in a subgroup of patients with pseudoresistance
(those who appeared to have a poor response to clozapine but really just had low serum
levels). That suggests dextromethorphan is only effective in true clozapine resistance.
Clozapine levels similar between groups (427-475) but more in control needed clozapine
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dose increase.

Clozapine carries a new risk of pneumonia, but does adding a cough suppressant like
dextromethorphan increase that risk? Pulmonology research suggests it does not.
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Study of 46 inpatients in China, improved cognition and positive/negative symptoms (Xia Y
et al BrJ Clin Pharmacol. 2026;92(8):2777-2787.).

Read more:
https://psych-partners.com/buspirone-augments-clozapine-in-schizophrenia
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GLP-1 drugs like semaglutide (Ozempic) have a mix of positive and negative data in alcohol
use disorder, but most of the research has involved non-treatment seeking populations,
which often differ in their responses. This small trial delivers mixed results for an oral
version of semaglutide in treatment-seeking patients.

Read more: https://psych-partners.com/a-glp-1-trial-changes-the-score-in-alcohol/
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A moderate effect size for reduction in heavy drinking days
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GLP1s are effective in obesity, but otherwise their efficacy is limited to non-treatment-
seeking populations. In addictions research, many therapies work in non-treatment-seeking
populations but fail in clinical populations.
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Levels can double with GLP-1s, particularly semaglutide, though unclear how often and
who is at risk
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The cause of the interaction is not known:
> Dehydration

> Renal change (2 cases had elevated Cr)

> Delayed stomach emptying is unlikely, as pharmacokinetic data show it changes the
timing of absorption, not the total amount absorbed.

Read more: https://psych-partners.com/more-on-the-glp1-lithium-interaction/
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Obstructive sleep apnea causes fragmented sleep and intermittent oxygen drops that
impair attention, impulse control, and behavior, symptoms that overlap closely with ADHD.
Children with enlarged tonsils and adenoids are especially prone to both.

In adults, ADHD and sleep apnea overlap at about twice the rate in the general population.
20 to 30% of adults with ADHD have sleep apnea, and the rate is closer to 50% when
broadened to include all types of sleep disordered breathing. Three months of CPAP
treatment in adults leads to increases in gray matter volume within hippocampal and
frontal structures

This doesn’t mean that ADHD will resolve with treatment of sleep apnea, as the
relationship is bidirectional. ADHD increases the risk of sleep apnea (about 10%), and sleep
apnea increases the risk of ADHD (about 25%). The two disorders share common genetic
and pathophysiologic pathways, including neuroinflammation and immune-related
mechanisms in deep gray matter brain regions

Read more: https://psych-partners.com/sleep-apnea-common-in-childhood-adhd/
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For children:
https://psych-partners.com/wp-content/uploads/2026/05/PediatricSleep

For adults:
Google STOP BANG Questionnaire
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Together, atomoxetine and aroxybutynin stimulate the hypoglossal motor nucleus,
increasing upper airway muscle tone during sleep

Read more: https://psych-partners.com/atomoxetine-combo-for-sleep-apnea/
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Challenges “deviancy training” idea that group therapy worsens antisocial by

allowing them to learn new antisocial skills from each other
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Read more: https://psych-partners.com/a-new-therapy-for-antisocial-personality-disorder/
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True to its mechanism, this D3 agonist improves a common (70%) type of

depression.
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The dose is larger than typically used (3.5 mg, vs 1.5 mg for treatment-resistant depression
and 2.5 mg for highly treatment-resistant depression).
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Therapy started 2 weeks into the 4-week esketamine course, and continued for 16 weeks
total.
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They will publish scores of cognitive control, rumination, and health care utilization in
future
Read more: https://psych-partners.com/cbt-helps-sustain-esketamine/
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Depression and suicidality improved, with gains increasing over time
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50 adults randomized to buprenorphine (0.2—0.8 mg/day, titrated weekly) or placebo for 4
weeks after a single infusion of ketamine. However, withdrawal effects of stopping opioid
not known, and trial suffered functional unblinding.

Read more: https://psych-partners.com/a-drug-that-sustains-ketamines-benefits/
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References by PMID (to find at pubmed.gov, search for #####[PMID]): 1. 41811299; 2.
41135204; 3. 42013657; 4.41772758; 5. 41004169; 6. APA guidelines
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Before 1963, the AMA regulated drug indications. If approved, they allowed advertising in
their journal (JAMA), but this created a conflict of interest favoring lenient approvals

61



An insulin ad from 1930s
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Dexamphetamine (Benzedrine) is advertised for Alcoholic Psychosis under approval from
the “Council on Pharmacy and Chemistry of the AMA”
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Cigarette ads were prominent, and even in 1950 a gun
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The poor oversight by AMA lead the FDA to take over. Here, John F. Kennedy enacts that
into law with the Kefauver-Harris Drug Amendments, which were also concerned with
safety in wake of the thalidomide birth defect crisis. The legislation required drug makers to
prove a medication's effectiveness and safety before marketing it, instituted clinical trial
consent rules, and mandated adverse effect reporting. Two well-designed trials was the
default, until 1997 when Congress allowed one trial at the FDA’s discretion.
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On October 11, 1988, about 1,500 members of ACT UP (AIDS Coalition to Unleash Power)
shut down the Food and Drug Administration (FDA) headquarters in Rockville, Maryland.
The historic "Seize Control of the FDA" protest demanded faster drug approvals, broader
clinical trial access, and lower drug prices during the peak of the HIV/AIDS crisis
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The accelerated pathways were intended for novel drugs and rare disease, but corporations
have learned to exploit them, and accelerated approvals rose 3-fold from 2025-2020,
involving around 65% of meds and nearly all psychiatric approvals in past 10 years. As
single-trial approvals rose, so did the need to withdrawa unsafe or ineffective meds: rising

to 18 withdrawals in 2021-22 compared to one withdrawal every tow years over prior three
decades.
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In Feb 2026, FDA lowered bar for approval from 2 to 1 well-designed RCT. They plan to
require another level of proof, like biological mechanism, but have not consistently held up
that ideal in the past.

Read more: https://psych-partners.com/doctors-pushback-on-fda/
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FDA approval is not the gold-standard it used to be.

69



70



Full database of research summaries: https://psych-partners.com/category/research/
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