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We read with interest the article by Whitaker (2020) that concerns a relevant topic of potential
benefits and harms of long-term antipsychotic use in schizophrenia, particularly focusing on
effects on mortality.

In medicine, a single study is insufficient to guide clinical practice, and meta-analyses are
considered the highest level of evidence. Studying the association between mortality and long-
term antipsychotic treatment among patients with schizophrenia is practically impossible in
randomized controlled trials (RCTs) and, therefore, the issue has been investigated in obser-
vational studies. A recent systematic review and meta-analysis including studies with adequate
methodology concluded that mortality during antipsychotic use was 43% lower [95% confi-
dence interval (CI) 24–54%] compared with no use (Vermeulen et al., 2017). The
meta-analysis did not include a Swedish nation-wide study with 8277 patients reporting
that mortality was 45% (95% CI 20–76%) higher during no use v. use of antipsychotics
(Crump, Winkleby, Sundquist, & Sundquist, 2013). The reason for omission of this large
study may have been the fact that this numeric result was mentioned only in a result section
(p. 328), and not in the abstract – possibly because the authors considered the result self-
evident. To our knowledge, all nine large studies investigating this issue have observed that
among patients with schizophrenia antipsychotic treatment v. no treatment is associated
with lower mortality (references available from the authors).

Short-term mortality can be studied in RCTs and, this far, there are two meta-analyses
examining this issue. Khan, Faucett, Morrison, and Brown (2013) reported that patients rando-
mized to antipsychotics had about 50% lower risk of death compared with patients randomized
to placebo. A more recent meta-analysis (Schneider-Thoma et al., 2018) reported that mortality
was 31% lower among patients with schizophrenia if they had been randomized to antipsycho-
tics rather than placebo. However, among patients with dementia, the mortality was higher
among those randomized to antipsychotics v. placebo, which emphasizes that these medications
should be used only for the right indication, and off-label use should be avoided if possible. In
conclusion, meta-analyses on both observational and randomized studies show that mortality is
about 30–50% lower with v. without antipsychotic use among patients with schizophrenia.

Whitaker’s main argument questioning the beneficial effects of antipsychotics for the
reduction of mortality in people with schizophrenia is that mortality has been studied within
a drug-centered paradigm in which patients switch their medication back and forth and on
and off and, that those patients never exposed to antipsychotics might have the best outcome.
While this may be possible among patients with non-schizophrenia disorders, such as
drug-induced psychosis, this is not the case among patients with schizophrenia, as already
alluded to above. In particular, a Swedish nationwide cohort, the highest mortality, by far (haz-
ard ratio = 3.60, 95% CI 1.40–9.23 compared with moderate antipsychotic exposure), was
observed among those first-episode patients with schizophrenia who did not use any anti-
psychotic in outpatient care during a 5-year follow-up (Torniainen et al., 2015). These results
are mirrored by Finnish first-episode data, as well as Swedish and Finnish data in nationwide,
representative schizophrenia patient cohorts not restricted to first-episode patients, each dem-
onstrating statistically significant and clinically relevant mortality disadvantages for patients
not treated with antipsychotics.

We strongly believe that both medication and psychosocial treatment are important, and
that providing a balanced view on pros and cons is more useful than polarization of different
treatment approaches. While antipsychotics and, especially, second-generation antipsychotics
are associated with decreased mortality, certain types of drug treatments can be harmful, such
as the old antipsychotic levomepromazine (Kiviniemi et al., 2013; Taipale et al., 2020) and
long-term, high-dose benzodiazepine treatment (Tiihonen, Mittendorfer-Rutz, Torniainen,
Alexanderson, & Tanskanen, 2016). The results from nationwide cohorts have shown that
compared with no use of benzodiazepines, benzodiazepine treatment among patients with
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schizophrenia is associated with 91% higher all-cause mortality in
Finland (Tiihonen, Suokas, Suvisaari, Haukka, & Korhonen,
2012), up to 74% higher all-cause mortality in Sweden
(Tiihonen et al., 2016), and 78% higher natural cause mortality
in Denmark (Baandrup et al., 2010). While short-term benzodi-
azepine treatment can be effective and useful, the available evi-
dence indicates that long-term treatment conflicting
with guidelines is a major problem for patients’ well-being and
survival. In contrast, the overwhelming evidence suggests that in
people with schizophrenia, antipsychotics protect against/delay
mortality compared to not taking antipsychotics.

Conflict of interest. JT reports personal fees from the Finnish Medicines
Agency (Fimea), European Medicines Agency (EMA), Eli Lilly,
Janssen-Cilag, Lundbeck, and Otsuka; and is a member of the advisory
board for Lundbeck. JT and HT have participated in research projects funded
by grants from Janssen-Cilag and Eli Lilly to their employing institution. HT
reports personal fees from Janssen-Cilag. CC reports personal fees as a con-
sultant and/or advisor to or have received honoraria from: Acadia,
Alkermes, Allergan, Angelini, Axsome, Gedeon Richter, Gerson Lehrman
Group, Indivior, IntraCellular Therapies, Janssen/J&J, Karuna, LB Pharma,
Lundbeck, MedAvante-ProPhase, MedInCell, Medscape, Merck, Mylan,
Neurocrine, Noven, Otsuka, Pfizer, Recordati, Rovi, Servier, Sumitomo
Dainippon, Sunovion, Supernus, Takeda, and Teva. He provided expert testi-
mony for Janssen and Otsuka. He served on a Data Safety Monitoring Board
for Lundbeck, Rovi, Supernus, and Teva. He has received grant support from
Janssen and Takeda. He is also a stock option holder of LB Pharma.

References

Baandrup, L., Gasse, C., Jensen, V. D., Glenthoj, B. Y., Nordentoft, M., Lublin,
H., … Mortensen, P. B. (2010). Antipsychotic polypharmacy and risk of
death from natural causes in patients with schizophrenia: A population-
based nested case-control study. The Journal of Clinical Psychiatry, 71(2),
103–108. doi: 10.4088/JCP.08m04818yel

Crump, C., Winkleby, M. A., Sundquist, K., & Sundquist, J. (2013).
Comorbidities and mortality in persons with schizophrenia: A Swedish
national cohort study. The American Journal of Psychiatry, 170(3), 324–
333. doi: 10.1176/appi.ajp.2012.12050599

Khan, A., Faucett, J., Morrison, S., & Brown, W. A. (2013). Comparative mor-
tality risk in adult patients with schizophrenia, depression, bipolar disorder,
anxiety disorders, and attention-deficit/hyperactivity disorder participating
in psychopharmacology clinical trials. JAMA Psychiatry, 70(10), 1091–1099.
doi: 10.1001/jamapsychiatry.2013.149

Kiviniemi, M., Suvisaari, J., Koivumaa-Honkanen, H., Häkkinen, U.,
Isohanni, M., & Hakko, H. (2013). Antipsychotics and mortality in first-
onset schizophrenia: Prospective Finnish register study with 5-year
follow-up. Schizophrenia Research, 150(1), 274–280. doi: 10.1016/
j.schres.2013.07.043

Schneider-Thoma, J., Efthimiou, O., Huhn, M., Krause, M., Reichelt, L., Röder,
H., … Leucht, S. (2018). Second-generation antipsychotic drugs and short-
term mortality: A systematic review and meta-analysis of placebo-controlled
randomised controlled trials. Lancet Psychiatry, 5(8), 653–663. doi: 10.1016/
S2215-0366(18)30177-9

Taipale, H., Tanskanen, A., Mehtälä, J., Vattulainen, J., Correll, C. U., &
Tiihonen, J. (2020). 20-year follow-up study of physical morbidity and mor-
tality in relationship to antipsychotic treatment in a nationwide cohort of
62,250 patients with schizophrenia (FIN20). World Psychiatry, 19(1), 61–68.
doi: 10.1002/wps.20699

Tiihonen, J., Mittendorfer-Rutz, E., Torniainen, M., Alexanderson, K., &
Tanskanen, A. (2016). Mortality and cumulative exposure to antipsychotics,
antidepressants, and benzodiazepines in patients with schizophrenia: An
observational follow-up study. American Journal of Psychiatry, 173(6),
600–606. doi: 10.1176/appi.ajp.2015.15050618

Tiihonen, J., Suokas, J. T., Suvisaari, J. M., Haukka, J., & Korhonen, P. (2012).
Polypharmacy with antipsychotics, antidepressants, or benzodiazepines and
mortality in schizophrenia. Archives of General Psychiatry, 69(5), 476–483.
doi: 10.1001/archgenpsychiatry.2011.1532

Torniainen, M., Mittendorfer-Rutz, E., Tanskanen, A., Björkenstam, C.,
Suvisaari, J., Alexanderson, K., & Tiihonen, J. (2015). Antipsychotic
treatment and mortality in schizophrenia. Schizophrenia Bulletin, 41(3),
656–663. doi: 10.1093/schbul/sbu164

Vermeulen, J., van Rooijen, G., Doedens, P., Numminen, E., van Tricht, M.,
& de Haan, L. (2017). Antipsychotic medication and long-term mortality
risk in patients with schizophrenia; a systematic review and meta-
analysis. Psychological Medicine, 47(13), 2217–2228. doi: 10.1017/
S0033291717000873

Whitaker, R. (2020). Viewpoint: Do antipsychotics protect against early death? A
critical view. Psychological Medicine, 1–10. doi: 10.1017/S003329172000358X

2654 Jari Tiihonen et al.

https://doi.org/10.1017/S0033291720003591 Published online by Cambridge University Press

https://doi.org/10.1017/S0033291720003591

	Commentary on Robert Whitaker's viewpoint
	References


