
Another dogma dispelled? Antipsychotic
treatment of sympathomimetic toxicity

To the Editor,

We would like to congratulate Connors and associates on their
excellent systematic review on the use of antipsychotics for sym-
pathomimetic toxicity, which included our emergency department
studies comparing droperidol to lorazepam for agitation and expe-
rience treating amphetamine toxicity [1-4]. The authors mention a
dogma that has persisted for decades regarding this issue: ‘‘Some
authors discourage using antipsychotics owing to the hypothesis
that these medications lower seizure threshold, predispose to car-
diac dysrhythmias, and decrease heat dissipation.” Emergency
physicians who routinely care for agitated patients frequently dis-
regard this opinionated contraindication. Antipsychotics represent
an important treatment option, especially when multiple and esca-

2256 Correspondence / American Journal of Emergency Medicine 37 (2019) 2253–2262
with physicians [6,7]. Useful discussions that might result in long-
term cost-savings include switching to lower cost alternatives,
using generics, and stopping or withholding interventions, drug
coupons, changing pharmacies to save money, or prescribing 90-
day supplies of medications instead of 30-day supplies [8]. More
comprehensible information on insurance coverage and greater
price transparency could facilitate identification of cost-saving
options [6].

We found that dedicated social work and case management ser-
vices in the ED are invaluable in helping older patients access pre-
scribed medications at lower costs, while simultaneously
addressing a myriad of psychosocial risks and other economic con-
cerns [5]. Social workers also can provide services such as tele-
phoning aged patients after discharge, reinforcing prescription
compliance, arranging transportation, and coordinating referrals
to community service agencies. Discharge planning without
addressing the underlying risk factors for CRMN can drive avoid-
able ED utilization and hospital readmissions.
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lating doses of benzodiazepines fail. Furthermore, as affirmed by
the authors, it is usually impossible to ascertain if agitation is pre-
cipitated by psychiatric illness or sympathomimetic toxicity in the
acute care setting, as these patients often cannot provide a cogent
history. The authors’ conclusion that no ‘‘significant signal of
harm” was identified parallels findings from our systematic
reviews and experience regarding antipsychotic treatment of
amphetamine and cocaine toxicity [5,6].

Dogma, such as forbidding the use of antipsychotics for sympa-
thomimetic toxicity (and also acute ethanol withdrawal), continue
to be cited by some physicians despite contrary, limited and/or
inconsistent evidence. Systematic reviews, such as the one by Con-
nors et al., are important to gather, critique, and discuss available
evidence in an objective manner in contrast to ‘‘expert opinion”
with preferentially-selected references [1,5,6]. Regrettably, some
experts, especially those who have previously published or lec-
tured on the topic, may refuse to reverse or temper their opinions
despite the findings of systematic reviews such as these. Fortu-
nately for the advancement of medical knowledge and research,
these individuals represent a minority.

The authors write ‘‘Pharmacological sedation options are limited
to benzodiazepines, ketamine, and antipsychotic medications,
though central alpha adrenergic antagonists and NMDA receptor
antagonists are in the early stages of evaluation.” [1]. We note the
authors did not include antihistamines, which are sedating and
can preclude akathisia and dystonia from antipsychotics. We also
believe lipophilic beta adrenergic antagonists such as metoprolol
and combined alpha/beta adrenergic antagonists such as labetalol
represent further treatment options, with mitigation of central
and peripheral nervous system hyperadrenergic effects [7]. We rec-
ognize the use of this class of medication for the treatment of sym-
pathomimetic toxicity is also subject to dogma, as previously
highlighted by two of the co-authors of this review in their corre-
spondence regarding the safety of beta-blockers in the acute man-
agement of cocaine-associated chest pain, our correspondence,
and a dedicated review article [8-10]. We have routinely utilized
metoprolol and labetalol in our treatment of agitated, hypertensive,
and tachycardic patients with sympathomimetic toxicity over the
past several decades with efficacious and safe results.

In addition to dogmatists who forbid the use of antipsychotics
for this patient subgroup, we have also encountered a cabal of clin-
icians who believe inflexibly in benzodiazepine monotherapy.
When asked what should be done for the agitated patient who
has received multiple and increasing doses of benzodiazepines,
their response is simply ‘‘Give them more” rather than consider
the synergy between the aforementioned medications to achieve
sedation with less risk of respiratory depression from excessive1 15 Michigan St NE Suite 701, Grand Rapids, MI 49503, United States of America.
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benzodiazepines [11]. We agree with the authors’ conclusion: ‘‘We
encourage clinicians to adapt treatment based on specific circum-
stances and characteristics of their individual patients.” Emergency
physicians on the front line caring for agitated patients should
choose the most effective, rapid, and safe combination of medica-
tion based on their education, experience, objective evidence, and
not the outdated opinions of a few.
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To the Editor:

We thank the authors for their interest in our work and their
complimentary assessment of our systematic review. We agree
that dogma without some foundation in evidence can be counter-
productive. Unfortunately the authors also introduced their opin-
ions about issues not within the scope of our review. As such,
the propagation of anecdotal care without scientific basis is
equally counterproductive. Specifically, their assertions about the
utility of antihistamines, lipophilic beta-adrenergic antagonists,
and multiple combined therapies are offered without providing
the level of supporting evidence that we provided for the therapies
within the chosen scope of work. Likewise their unsupported per-
sonal communications with unspecified clinicians have no place in
evidence based medicine. Finally, they misinterpret our inability to
find a signal of harm as evidence of safety. These two statements
are quite distinct and rarely, if ever, to be used interchangeably.

While we agree that better evidence is needed, the answers we
seek are likely only to be found in controlled trials that are well
designed, rigorously implemented, and thoroughly analyzed. We
strongly reject the notion that the appearance of safety in anecdo-
tal and uncontrolled interventions should take precedence over the
need to prove efficacy. While it is challenging to make rapid deci-
sions in uncertain and life-threatening circumstances we must
shift the focus of knowledge translation away from statements that
begin with ‘‘we routinely. . .” toward ones that sound like ‘‘the evi-
dence shows that...” or ‘‘the evidence suggests that. . ..” We hope
that our systematic review helps shift that focus.
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