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Placebo controlled?
Double blind?

Size (>100)?

Drop out rate (<20%)?
Primary outcome positive?

Effect size 4. svp) or NNT? (NNT< 10is relevant)
(d: buspirone 0.2, SSRIs 0.3-0.4, benzos 0.5, amphetamine 0.9, average psych 0.5)
Replicated?

Backed by basic science?



PRACTICE
CHANGING




TMS In Treatment
Resistant Depression

Outperforms switching and augmentation



Papakostas Gl, Trivedi MH, Shelton RC,
et al. Comparative effectiveness
research trial for antidepressant
incomplete and non-responders with
treatment resistant depression
(ASCERTAIN-TRD) a randomized
clinical trial. Mol Psychiatry. March 7,
2024.



Aripiprazole augmentation numerically but not
statistically significant. Underpowered study?



Dalhuisen I, van Oostrom |, Spijker J,
et al. rTMS as a Next Step in
Antidepressant Nonresponders: A
Randomized Comparison With
Current Antidepressant Treatment
Approaches. Am J Psychiatry.
2024;181(9):806-814.



rTMS vs med
switch in
Treatment
Resistant
Depression



Benzodiazepines

Discontinuing them is risky, even in the
elderly and those on opioids

Dose escalation is rare

New guidelines on deprescribing



Maust DT, Petzold K, Strominger J, Kim HM, Bohnert ASB.
Benzodiazepine discontinuation and mortality among
patients receiving long-term benzodiazepine therapy. JAMA
Netw Open. 2023;6(12):e2348557.



Rosenqvist TW, et al. Long-term use of
benzodiazepines and benzodiazepine-
related drugs: a register-based Danish
cohort study on determinants and risk of
dose escalation. Am | Psychiatry.
2024;181(3):246-254.



Chronic use beyond
one year was rare



ASAM Guidelines for Benzo Discontinuation

See patients who are on benzodiazepines at least every 3 months
Consider taper in:
Patients at risk for falls, car accidents, cognitive impairment, overdose
Elderly, pregnancy, substance use disorders, or taking opioids
Taper by 5-25% every 2-4 weeks
Guidelines are preliminary, subject to revision

https://downloads.asam.org/sitefinity-production-
blobs/docs/default-source/guidelines/bzd-cpg-narrative-
draft-for-public-comment.pdf?sfvrsn=6d96408_2



Lumateperone in
Depression

The antipsychotic moves closer to FDA
approval for antidepressant augmentation



https://ir.intracellulartherapies.com/news-releases/news-release-details/intra-cellular-therapies-announces-positive-phase-3-topline



Other Antipsychotic Updates

Successes
» Iloperidone approved in bipolar mania
(study presented at 2023 NCPA, small effect size = 0.2)
* Brexpiprazole submits for PTSD
(as augmentation of sertraline, 1-3 mg/day, 2 out of 3 trials positive)

Failures
« Cariprazine in maintenance phase of bipolar

 Pimavanserin in negative symptoms of schizophrenia and augmentation
in major depression



Esketamine vs Quetiapine




Reif A, Bitter |, Buyze ], et al. Esketamine Nasal Spray
versus Quetiapine for Treatment-Resistant Depression. N
Engl ] Med. 2023;389(14):1298-1309.



Esketamine vs Quetiapine in TRD



Lavender (Silexan)

A European med for generalized anxiety disorder
breaks through in depression



Kasper S, Volz HP, Mdéller HJ, et al. Lavender oil preparation
Silexan is effective in mild-to-moderate major depression: a
randomized, placebo- and reference-controlled trial. Eur Arch
Psychiatry Clin Neurosci. Published online April 1, 2024.



Lavender, Sertraline, Placebo in MDD



Calm Aid uses Schwabe Pharmaceuticals



Lithium

Reassurance on weight gain and renal impairment
New crystal formulation underway



Gomes-da-Costa S, Marx W, Corponi F, et
al. Lithium therapy and weight change in
people with bipolar disorder: A systematic
review and meta-analysis. Neurosci
Biobehav Rev. 2022;134:104266.

Greil W, de Bardeci M, Muller-
Oerlinghausen B, et al. Controversies
regarding lithium-associated weight gain:
case-control study of real-world drug safety
data. Int ) Bipolar Disord. 2023;11(1):34.



Lithium and Weight Gain

More variability in long term trials

Short (<12 wks)
Long (> 12 wks)



LiProSal

Branded formulation pairs
lithium with the amino acid
proline and salicylate (Aspirin)
to allow higher CNS levels and
lower serum levels, potentially
reducing side effects.

Studies underway in bipolar,
depression, PTSD, and
dementia



Prazosin-Cyproheptadine




Aubin HJ, Berlin |, Guiraud J, et al. Prazosin
and cyproheptadine in combination in the
treatment of alcohol use disorder: A
randomized, double-blind, placebo-controlled
trial. Addiction. 2024;119(7):1211-1223.



Prazosin-Cyproheptadine in AUD

Placebo

Low dose P-C

High dose P-C



ADHD with Cannabis Use




Levin FR, Mariani JJ, Pavlicova M, et al. Extended-Release
Mixed Amphetamine Salts for Comorbid Adult Attention-
Deficit/Hyperactivity Disorder and Cannabis Use Disorder: A
Pilot, Randomized Double-Blind, Placebo-Controlled Trial. J
Atten Disord. Published online July 25, 2024.

Riggs PD, Winhusen T, Davies RD, et al. Randomized controlled
trial of osmotic-release methylphenidate with cognitive-
behavioral therapy in adolescents with attention-
deficit/hyperactivity disorder and substance use disorders. J
Am Acad Child Adolesc Psychiatry. 2011;50(9):903-914.



Max Stimulant Dosing




Farhat LC, Flores JM, Avila-Quintero V],
et al. Treatment Outcomes With
Licensed and Unlicensed Stimulant
Doses for Adults With Attention-
Deficit/Hyperactivity Disorder: A
Systematic Review and Meta-Analysis.
JAMA Psychiatry. 2024;81(2):157-166.



Methylphenidate Dose-Response



Amphetamine-Salts Dose-Response



Lowering
Antipsychotics




Moncrieff ], Crellin N, Stansfeld J, et al. Antipsychotic
dose reduction and discontinuation versus
maintenance treatment in people with schizophrenia
and other recurrent psychotic disorders in England
(the RADAR trial): an open, parallel-group,
randomised controlled trial. Lancet Psychiatry.
2023;10(11):848-859.



SUMMARY



STAR*D for Adolescents
| Algorithm is out. Results pending.




Star*D For Adolescent Depression

HeY, Gan X, Li X, et al.
Sequenced treatment
alternatives to relieve
adolescent depression
(STAR-AD): a multicentre
open-label randomized
controlled trial protocol.
BMC Psychiatry.
2023;23(1):789.



Star*D For Adolescent Depression

Fluoxetine with Fluoxetine with Fluoxetine with

Sertraline Duloxetine Votioxetine S k SnTh
Aripiprazole Olanzapine Lithinm carbonate

Switch Agmentation



Psychosis In
Magicians?




Greengross G, Silvia PJ, Crasson SJ.
Psychotic and autistic traits among
magicians and their relationship with
creative beliefs. BJPsych Open.
2023;9(6):e214.



Comparison with other studies



Thanks for listening, and now...

A timeline of recent psychiatric updates from the FDA



Brexpiprazole

Warning on :
compounded Submits for PTSD
ketamine
DRESS syndrome DayLightRx
Alltest added to warnings Teen TMS MDMA App for GAD
OTC Fentanyl for levetiracetam approved in assisted therapy
test and clobazam MDD age 15+ rejected in PTSD

Exxua Nuplazid Vortioxetine Rezenopy NJOY Menthol
Gepirone for patent extended Orally High-dose 10mg i
MDD to 2038 disintegrating naloxone e
tablets
AvertD .
Genetic test for risk :/I;Igl;‘eeigiirswzl:grl(!res I_Erzqfri
of opioid UD paliperidone
Onyda palmitate
Liquid monthly LAI
clonidine XR .
Zurnai
nalmefene
opioid OD
reversal

FDA Updates Sept 2023 - Aug 2024





