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Adverse Effects of Antipsychotics Are Relevant in

Palliative Care Too

The presented update of the S3 guideline on palliative care of
patients with incurable cancers recommends for first line treat-
ment of nausea and vomiting (not induced by tumor therapy)
antidopaminergic substances, among others (1). Haloperidol is
named as an example. Antipsychotic drugs “with a broad spec-
trum of action” are recommended as second line therapy, a term
that is not used in psychopharmacotherapy and which does not
allow any conclusions about substances other than levomeproma-
zine, which is the example used in the article. Independently of
this terminological question, the article does not give enough
space to the discussion of several crucial aspects.

Firstly, the evidence in support of the effectiveness of halo-
peridol in treating nausea and vomiting in palliative care is not
consistently regarded as sufficient, as can be concluded from a
Cochrane review (2). Furthermore, the use of haloperidol (and all
other antipsychotic drugs) in this indication is off-label use, with
all consequences for information-education, documentation, and
liability. Primarily, however the use of haloperidol (or other anti-
psychotic drugs) is associated with numerous adverse effects,
some of which are clearly relevant in the palliative care setting. In
addition to an increased risk for cardiac repolarization disorders,
disturbances in the extrapyramidal motor system (EPMS), acute
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Gahr and Connemann rightly note that the evidence for haloperi-
dol is limited. Overall, the treatment of nausea and vomiting in
the palliative setting is supported by little evidence. Furthermore,
the choice of drug classes and of pharmacological mechanisms of
action is also limited. These issues are discussed in more detail in
the long version of the guideline. We also refer to the long version
of the guideline regarding the question of off-label use.

We agree that the discussion about the risk of cardiac
repolarization disorders and of extrapyramidal side effects, due in
particular to haloperidol, is essential. Important adverse drugs
reactions are described in the guideline. However, when
balancing risks and benefits, it should be borne in mind that
the doses mentioned in the guideline for haloperidol and levo-
mepromazine are low compared to those recommended in
psychiatric treatment (2). For haloperidol, the guideline states a
single oral dose of 0.5-1 mg, and a usual maximum subcutaneous
dose of 5 mg/24 h. In the psychiatric setting, the recommended
dosages depend on the indication and are, for example, 2—10
mg/d (up to 20 mg/d) for the treatment of schizophrenia and
schizoaffective disorders and 5-20 mg/d intramuscularly for
states of acute agitation (2). The study cited by Gahr and
Connemann that showed increased mortality as a result of anti-
psychotic treatment, especially haloperidol, relates to long-term

dystonias, choreiform and parkinsonian syndromes, as well as
akathisia/tasikinesia can develop (3), which can severely impair a
patient’s remaining quality of life. Disorders of the EPMS are
possible for all antipsychotic drugs, but are particularly common
for first generation antipsychotics (such as haloperidol and
levomepromazine) as well as for other antipsychotic drugs with a
high affinity to the dopamine D2 receptor (3). In addition to dis-
orders of the EPMS, sedation, impaired mental functions—such
as cognition, affect, and impetus (3)—and raised mortality as a
result of treatment with antipsychotic drugs (especially haloperi-
dol) need to be borne in mind (4). DOI: 10.3238/arztebl.2020.0462a
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use. Patients with a life-limiting disease were excluded from the
analysis (3). Due to the limited treatment du-
ration and the low doses used in treating nausea and vomiting, the
risk for extrapyramidal side effects is clearly lower than
when administered as an antipsychotic drug. Furthermore, intra-
venous administration of low doses of haloperidol does not seem
to affect the QT interval (4). DOI: 10.3238/arztebl.2020.0462b
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