





Rates of polypharmacy 1.5 times higher in southeast; WV highest (particularly southern
part), also high = AL, KY, DC, RI.







Phytochemicals are herbs and should be treated like medications. Nutraceuticals are safer and
often have health benefits (they are already in the body), like vitamins, minerals, omega 3,
probiotics.










In most studies, researchers were able to switch hypnotics to placebo without loss of
efficacy after acute phase of treatment







Eszopicline but not other z hypnotics accelerates antidep in GAD and MDD. Pindolol only
works for accelerating SSRIs short term, and not other antidepressants (does not work for
augmentation after SSRI is started). T3 well studied for antidep acceleration. Alprazolam
has over a dozen ftrials for acceleration of antidepressants (core symptoms of depression)
or to treat acute depression but is short-term.




In recurrent depression, continuing an antidepressant lowers relapse risk
= from 40% to 20%: in psychiatric randomized trials
= from 56% to 39%: in a real-world primary care randomized trial




There is scant research on this 6 mth duration but is extrapolated from studies of
antidepressants, one RCT successfully tapered of antipsychotic augmentation after 6 mth
of recovery in bipolar mania (non-industry funded; whereas industry funded trials “proved”
long-term efficacy by attempting to switch to placebo after 2-3 mth of recovery)




These are all placebo controlled maintenance trials of antipsychotics in MDD — only positive
for olanzapine which may be a withdrawal artifact in study. Quetiapine and aripiprazole
have preventative data in controlled trials but they did not have a placebo control.




Supported by other epidemiologic studies
















Other predictors of placebo response = Children, female, milder symptoms, shorter duration
of symptoms, alcohol use disorder. This makes it difficult ot figure out which meds are
effective, but placebo response is not an “either or” phenomena where patients are either
real responders or placebo responder. Rather, the placebo effect is imbedded in most
response.










Whether a medication is “dangerous” depends on patient factors. Irrational combinations
are those that duplicate mechanisms (eg, guanfacine + clonidine), or mechanisms that
counteract (eg, anticholinergic + cholinesterase inhib; stimulant + antipsychotic). 20 meta-
analyses find no benefit with high dose antidepressants in depression, beyond equivalent of
fluoxetine 20-30 mg, except for tricyclics, desvenlafaxine, and possibly MAOIs.







Olanzapine is the only antipsychotic with evidence for greater efficacy at higher doses (25-50
mg)









These strategies gained popularity through small or uncontrolled trials, only to fail in large
trials.

Above each medication are the large randomized controlled trials where it failed as
antidepressant augmentation. In most cases, these are large randomized trials and there
are no positive large trials (lamotrigine is an exception where all are small trials, and failed
in meta-analysis of them).

Mirtazapine looked positive in a 2022 meta-analysis from JAMA, but in that analysis all the
well-designed, large trials were negative, and most of the positive ones were small in size.

However, there are exceptions where these strategies might work. The next page shows
how they might be personalized, with the caveat that this is based on secondary analysis of
the large trials - data fishing for a positive signal.







DELIRIUM: Cochrane review of non-ICU patients (9 trials, 727 participants) found
antipsychotics did not reduce delirium severity, resolve symptoms, or alter mortality
compared to placebo or nonantipsychotic drugs (very low to low-quality evidence.







6 randomized trials have tested reduction to monotherapy in schizophrenia. Some show
better psychotic outcomes with monotherapy (in those on long-term inpatient units, many
on clozapine); others show no difference or a possible low risk of worsening. Most
document lower weight, akathisia, parkinsonism, dyskinesia.

In contrast, observational data suggest possible benefit with aripiprazole-clozapine
combination.













In 2020 the FDA issued a specific warning about combining clozapine with anticholinergics
because they increase the risk of intestinal ileus, a potentially fatal form of constipation, 6-
fold. Higher numbers on acbcalc predict falls and mortality, cognitive decline.




Somatic/autonomic: Nausea, vomiting, diarrhea, diaphoresis, hypersalivation, lacrimation,
urinary urgency, bradycardia, hypotension

Neuropsychiatric: Anxiety, agitation, insomnia, psychomotor retardation, confusion,
psychotic exacerbation

Movement disorders: Worsening extrapyramidal symptoms, dyskinesias, catatonia (in
severe cases)










Torsades de pointe very rare unless risks present. The big three are low potassium, low
magnesium, and heart disease (specifically, low left ventricular ejection fraction, left
ventricular hypertrophy, ischemia, and slow heart rate). Other risks include older age,
female gender, and recreational use of cocaine or stimulants.







Shows expert consensus on meds that increase fall risk. Also bupropion.







First “mood stabilizer”. Benzos tested for “hyperkinetic” disorder in 1960s but use fell out of
favor due to cognitive side effects. Also used to reduce side effects (anxiety, insomnia) on
stimulants.




Most (60%) from PCPs, 30% from psychiatrists; REF: Borrelli EP et al, J Manag Care Spec
Pharm 2022;28(1):58—68




Synergestic neurotoxicity with benzos and stimulants. The picture shows toxicity to
dopaminergic neurons with 60 mg/d of Adderall in a primate brain (most toxicity trials show
problems at higher doses).




Methylphenidate, not amphetamines, reduce accident risk in ADHD, PMID: 27006144,
PMID: 16950962; possible benefit: PMID: 18815438




Benzos do not increase stimulant addiction, but stimulants (amphetamines) can lead to
benzo abuse. Benzos dampen the rewarding effects of stimulants.




Oxazepam raises neurosteroids that block the rewarding properties of drugs of abuse.
Oxazepam also has a lower abuse liability than most benzodiazepines when used on its
own, and lower OD risk, because of its delayed time to onset (60 min vs 15-30 min) and
short half-life.




When patients are prescribed stimulants+benzos without a clear diagnosis that indicates
them (ie, for “lifestyle” or stress), taper gradually as the use is not indicated and should not
be long-term.




Maijority (93% to 95%) of “adult onset ADHD” cases are better explained by sleep
disorders, substance use disorders, or another psychiatric disorder; also sleep apnea
common in ADHD (20-43%).

REFERENCES: Sibley MH et al, Am J Psychiatry. 2018;175(2):140-149; Lopez R et al,
Psychiatry Res. 2017;257:238-241, Leow BHW et al, J Atten Disord 2026;30(6).




When patients are taking non-indicated stim/benzo combo and have complex
psychiatric comorbidities, the combo is irrational but not acutely dangerous; taper
gradually.




The treatment literature on benzo/stim combos is limited to one case report of comorbid
panic disorder with ADHD, PMID: 10570768




































