
                                                             11

Järventausta et al.
Psychiatria Fennica 2015;46:11-20

S-ketamine for the treatment of
depression

S-ketamine for the treatment of depression

Kaija Järventausta, Olli Kampman, Arvi Yli-Hankala,
Esa Leinonen 

Abstract

Ketamine infusion has been reported to rapidly relieve depressive symptoms and
suicidal ideation in patients with treatment-resistant depression (TRD). It has also
been tested in electroconvulsive therapy (ECT) anaesthesia and has been suggested to
enhance the response to ECT. S-ketamine is less studied than a racemic mixture or
R-enantiomer in these patients. S-ketamine is more potent as an anaesthetic and might
thus also have a better antidepressive effect. In this article we present recent
data concerning the antidepressive and adverse effects of S-ketamine compared with
racemic and R-ketamine in major depressive disorder (MDD), especially in TRD. Based on
recent literature, it is obvious that S-ketamine also possesses antidepressive
properties. In ECT anaesthesia, S-ketamine might enhance the antidepressive effect of
this treatment. S-ketamine may also be preferable when compared with other anaesthetics
regarding adverse cognitive effects. Its adverse psychotomimetic effects may be
avoidable when used in anaesthetic doses. Although the data on S-ketamine at the
moment is only based on case reports and expert opinions rather than adequate
prospective randomized studies, it still may offer an important option when treating
severe and resistant depression.

Introduction

Ketamine is an analgesic and anaesthetic agent, a non-selective, non-competitive and
high-affinity N-methyl-D-aspartate (NMDA) receptor antagonist. Racemic ketamine has
been reported to rapidly relieve depressive symptoms in major depressive disorder
(MDD), in treatment-resistant depression (TRD) (1-4) and in patients with bipolar
depression (5, 6) or suicidal ideation (7, 8). Racemic ketamine has also been studied
in anaesthesia of electroconvulsive therapy (ECT) and has been reported to improve the
therapeutic effects of ECT (9-18).
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NMDA receptor antagonists like ketamine facilitate glutamatergic neurotransmission
through blocking the NMDA receptors resulting in increased glutamate in the frontal
lobe (19). Glutamate is the most common excitatory neurotransmitter in the Central
Nervous System, both in cortical and subcortical areas. It is synthesized from glutamine
via glutaminase and released from presynaptic vesicles mainly via voltage-gated Ca2+
channels (20). Glutamic acid decarboxylase transforms glutamate into inhibitory
neurotransmitter gamma-aminobutyric acid (GABA), while glutamine synthetase degrades
glutamate to glutamine. The effects of synaptic glutamate are regulated by glutamate
transporter proteins. Extracellular lack of glutamate impairs synaptic plasticity and
excess causes oxidative damage and excitotoxicity through excessive accumulation of
intracellular calcium (21). Postsynaptically, signals are transmitted by ionotropic
receptors: NMDA, alpha-amino-3-hydroxy-5-methyl-4-isoxazolepropionic acid receptors
(AMPA) and kainate receptors and by metabotropic receptors (mGluR1 - mGluR8) (20).
Glutamate is involved in cognition and regulation of emotions, as prototypic forms of
synaptic plasticity at glutamate synapses are long-term potentiation (LTP) and
depression (LTD), in hippocampus, amygdala and prefrontal cortex (22), and presumably
also in the neurobiology of schizophrenia (23). In addition to glutamatergic effects,
ketamine is also involved in several other neurotransmitter systems, like striatal and
nucleus accumbens dopamine release, dopamine, serotonin and noradrenaline transporter
proteins and GABAergic activity. It has been reported to have neuroplastic effects
through activation of trophic factors like nerve growth factor (NGF) (24).

Racemic ketamine consists of two enantiomers, R(-) and S(+) ketamine. The S(+)
enantiomer has a 4-fold affinity to NMDA receptors and 3-fold anaesthetic potency,
compared with the R(-) ketamine (25, 26). The S-ketamine has been found to
specifically bind to phencyclidine (PCP) sites of the NMDA receptors, whereas
R-ketamine also binds to sigma sites (27). Both racemic and S-ketamine seem to
increase cerebral blood flow (CBF) dose-dependently. Sub-anaesthetic doses of
S-ketamine increased the whole brain CBF by 14%, and anaesthetic doses further extended
the effect to 36% (28, 29). In healthy individuals, S-ketamine increased brain
metabolism in several cortical areas and in the thalamus in positron emission
tomography, but R-ketamine had the opposite effect in corresponding areas of
the brain (30).
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Pharmacology of S-ketamine related to depression

Ketamine has been in clinical anaesthetic use since 1970. It produces dose-dependent
unconsciousness and analgesia. The anaesthetic state has been called dissociative, as
the term dissociation was thought to best describe the effect of ketamine (31). The
patient appears to be fully awake, though is unaware of the vicinity and remains
non-reactive to surgical stimulation. Due to unpleasant physical side effects,
ketamine has not gained wide popularity. However, it maintains blood pressure and
circulation better than other anaesthetics in hypovolemic patients, and possesses
strong analgesic effect. It has been previously used in war surgery and emergency
medicine. Recently, ketamine has gained some increased interest, mainly due to its
efficacy in chronic pain states and favourable profile in treatment of opioid
tolerance and hyperalgesia (32).

The pharmacokinetics of ketamine depends on the route of administration. Typically,
the intravenous or intramuscular way is used. Intramuscular administration leads to
90% bioavailability, while the bioavailability after oral use is only 20% (33). It
is initially distributed to highly perfused tissues like the brain, where the
concentration rises four to five times greater than in plasma (34); thereafter
redistributed within minutes, and finally eliminated (35). Elimination half-life of
racemic ketamine is 2.17 hours (35). Ketamine metabolism takes place in the liver. It
is mainly N-demethylated to norketamine by cytochrome P450 enzymes, mainly
CYP3A4 as well as CYP2B6 and CYP2C9 (36). Norketamine is an active metabolite,
owing 1/5 to 1/3 of the potency of ketamine (37). After biotransformation, ketamine
and its metabolites are mainly secreted in urine (37).

After a 1-2 mg/kg intravenous bolus dose of racemic ketamine, unconsciousness
lasts for 5-10 min. Full recovery is reported to occur within 2 hours (31). The
enantiomers do not differ pharmacokinetically from each other (38), although the
elimination clearance and distribution volume of S-ketamine appears to be higher (39),
and its ability to suppress EEG activity is stronger than with a racemic mixture
of ketamine (40).

Because ketamine possesses unique properties, compared to other conventional
anaesthetics, it has gained a small but important role in anaesthesiology. Side
effects are most common in adults (compared to adolescents younger than 16 years of
age), females and those with history of personality disorders (37). Concomitant use of
benzodiazepines has been reported to decrease the incidence of untoward side effects
of ketamine anaesthesia (41).
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Clinical efficacy of S-ketamine in major depression

Until now no randomized, blinded, placebo-controlled studies with either racemic
ketamine or S-ketamine in depressive disorders have been published. There are also no
head-to-head comparisons between racemic ketamine and S-ketamine in MDD. Reports
concerning the use of S-ketamine in these patients are far less than those with
racemic ketamine. In a recent preclinical study, S-ketamine was reported to have a poorer
and shorter antidepressant effect than R-ketamine in mice (42). The authors suggested
that R-ketamine may be a more potent antidepressant, relative to S-ketamine, and that
R-ketamine may also have less psychotomimetic side effects. In another clinical
report, however, S-ketamine caused less adverse psychotomimetic effects compared to
racemic ketamine in two patients having MDD, although showing a similar antidepressive
effect (43). In addition, oral S-ketamine of 1.25 mg/kg as an add-on medication to
standard antidepressants was studied in four TRD patients (44). Two patients had an
early response and stayed in remission in two weeks follow-up. Oral S-ketamine was
well tolerated in these patients. In a recent sample (six patients) of Segmiller and
co-authors, repeated S-ketamine infusions resulted in improvement of depressive
symptoms in three patients with TRD and in remission in two patients in four weeks
treatment (45). The most potent antidepressant effect was seen after the first
infusion of S-ketamine.

In our recent report on S-ketamine in ECT anaesthesia as subanaesthetic adjuvant dose
(in combination with propofol), S-ketamine did not show any extra advantage compared
with conventional ECT in patients with TRD (46). However, in a retrospective study by
Hoyer and co-workers, S-ketamine anaesthesia during ECT sessions was associated with
higher quality seizures compared to thiopental and propofol anaesthesia (47). In
another retrospective study in TRD patients, S-ketamine anaesthesia in ECT resulted in
fewer ECT sessions compared to thiopental anaesthesia and also in better treatment
response in the Hamilton Depression Rating Scale (13). This suggests that S-ketamine
enhances the antidepressive effect of ECT. A difference was also noticed in the Mini-
Mental State Examination (MMSE) score in favour of S-ketamine compared to thiopental.
Moreover, ketamine has been shown to be preferable to thiopental (13), methohexital (48)
and etomidate (49) regarding cognitive deficits after ECT. Ketamine’s favourable effect
on cognition may be related to NMDA receptors.
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Adverse effects of S-ketamine

Derealisation and hallucinations are commonly reported adverse effects associated with
racemic ketamine (50). The incidence of psychiatric symptoms after ketamine has varied
between 5 and over 30 per cent (51, 52). These side effects have been characterized as
alterations in mood state and body image, dissociative or extracorporeal experiences,
sensations of floating, vivid dreams, illusions, and delirium. Flashbacks
occurring several weeks after ketamine have also been described (37).

S-ketamine has been reported to induce more psychotic symptoms, loss of interest and
emotional withdrawal compared with R-ketamine in healthy volunteers (30). In a study of
ten healthy volunteers receiving R- or S-ketamine, the incidence of subjective side
effects was low, but more frequently associated with R- than S-ketamine (38). The most
common symptoms were drowsiness, dizziness, drunkenness, sensation of floating,
distorted body experience and distorted vision/hearing (38). In repeated S-ketamine
infusions in six TRD patient samples, two patients reported pronounced dissociative
symptoms (45). Contrarily, S-ketamine has been reported to be better tolerated
with fewer adverse psychotomimetic effects than R-ketamine in two depressive patients
(43). Dissociative symptoms caused by S-ketamine may be dose-dependent and appear at
low, subanaesthetic doses. In ECT anaesthesia, the preferable dosage level of S-ketamine
would be around 0.8-1.2 mg/kg IV. to avoid these adverse effects (47). Even in
patients with schizophrenia and schizoaffective disorder, no worsening of psychotic
symptoms occurred with ketamine anaesthesia in ECT (53).

It has been suggested that propofol in combination with racemic ketamine in ECT
anaesthesia may relieve adverse psychotomimetic effects compared to racemic ketamine
alone (54). In our recent study as well as in recent meta-analysis, patients having
S-ketamine as an anaesthetic adjuvant during ECT still had more post-treatment
disorientation than the patients receiving propofol alone (46, 55).

S-ketamine anaesthesia in ECT resulted in a temporary rise of blood pressure, which could
be managed with application of intravenous urapidil (47). Hypertension and autonomic
activation associated with S-ketamine, especially during ECT, should be noted in
patients with cardiovascular disease.
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Conclusions

The Vast majority of human ketamine data comes from volunteer studies or general
patient series, and is therefore poorly generalized to the treatment of MDD and the
practice of ECT. The suggested advantages of S-ketamine are not based on adequate
prospective, randomized studies, but merely few case reports and expert opinions. Weak
evidence of efficacy and tolerability of S- and R-ketamine points in both directions.
Therefore, it is fair to conclude that the antidepressive and adverse effects of
S-ketamine in relation to racemic ketamine or R-ketamine are highly unknown. However,
the binding site somewhat differs with S-ketamine from R-ketamine in NMDA receptors,
resulting in variations in activation of several cortical areas and thalamus between S-
and R-ketamine. Thus, S-ketamine being more potent than R-ketamine as an anaesthetic
might also indicate better antidepressive properties. In ECT anaesthesia, an enhancing
effect may be possible. S-ketamine may also be preferable when compared with other
anaesthetics regarding adverse cognitive effects of ECT. Its adverse psychotomimetic
effects are dose-dependent and may thus be avoidable. S-ketamine may offer an
important option when treating severe and resistant depression. Adequately powered
studies focusing both on the efficacy and the post-treatment side effects of these
medications should be performed. Larger studies revealing differences might also add
knowledge on the architectural functionality of the NMDA-receptors in addition to
the biology of severe depression.

S-ketamine may be a preferable anaesthetic in ECT treatment, where it should be used at
maximal anaesthetic doses to avoid adverse psychotomimetic effects.

The data about S-ketamine is still sparse and adequately powered studies focusing both
on the efficacy and adverse effects in treatment of depression should be performed in
the future.



                                                             17

Järventausta et al.
Psychiatria Fennica 2015;46:11-20

S-ketamine for the treatment of
depression

References

1. Berman RM, Cappiello A, Anand A, et al. Antidepressant effects of ketamine in depressed patients. Biol
Psychiatry. 2000;47:351-54.

2. Zarate CA, Singh JB, Carlson PJ, et al. A randomized trial of an N-methyl-D-aspartate antagonist in
treatment-resistant major depression. Arch Gen Psychiatry 2006;63:856-64.

3. Ibrahim L, Diazgranados N, Luckenbaugh DA, et al. Rapid decrease in depressive symptoms with an
N-methyl-D-aspartate antagonist in ECT-resistant major depression. Prog Neuropsychopharmacol Biol Psychiatry
2011;35:1155-59.

4. Covvey JR, Crawford AN, Lowe DK. Intravenous ketamine for treatment-resistant major depressive disorder.
Ann Pharmacother 2012;46:117-23.

5. Diazgranados N, Ibrahim L, Brutsche NE, et al. A randomized add-on trial of an N-methyl-D-aspartate
antagonist in treatment-resistant bipolar depression. Arch Gen Psychiatry 2010;67:793-802.

6. Zarate CA, Brutsche NE, Ibrahim L, et al. Replication of ketamine’s antidepressant efficacy in bipolar
depression: a randomized controlled add-on trial. Biol Psychiatry 2012;71:939-46.

7. Price RB, Nock MK, Charney DS, et al. Effects of Intravenous ketamine on explicit and implicit measures of
suicidality in treatment-resistant depression. Biol Psychiatry 2009;66:522-26.

8. Diaz-Granados N, Ibrahim L, Brutsche N, et al. Rapid resolution of suicidal ideation after a single
infusion of an NMDA antagonist in patients with treatment-resistant major depressive disorder. J Clin
Psychiatry 2010;71:1605-11.

9. McInnes EC, James NM. A comparison of ketamine and methohexital in electroconvulsive therapy. Med J Aust
1972;1:1031-32.

10. Brewer CL, Davidson JRT, Hereward S. Ketamine (’Ketlar’): a safer anesthetic for ECT. Br J Psychiatry
1972;120:679-80.

11. Krystal AD, Weiner RD, Dean MD, et al. Comparison of seizure duration, ictal EEG, and cognitive effects of
ketamine and methohexital anesthesia with ECT. J Neuropsychiatry Clin Neurosci 2003;15:27-34.

12. Erdogan Kayhan G, Yucel A, Colak YZ, et al. Ketofol (mixture of ketamine and propofol) administration in
electroconvulsive therapy. Anaesth Intensive Care 2012;40:305-10.

13. Kranaster L, Kammerer-Ciernioch J, Hoyer C, et al. Clinically favourable effects of ketamine as an
anaesthetic for electroconvulsive therapy: a retrospective study. Eur Arch Psychiatry Clin Neurosci
2011;261:575-82.

14. Okamoto N, Nakai T, Sakamoto K, et al. Rapid antidepressant effect of ketamine anesthesia during
electroconvulsive therapy of treatment-resistant depression: comparing ketamine and propofol anesthesia. J ECT
2010;26:223-7.

15. Ostroff R, Gonzales M, Sanacora G. Antidepressant effect of ketamine during ECT. Am J Psychiatry
2005;162:1385-86.

16. Goforth HW, Holsinger T. Rapid relief of severe major depressive disorder by use of preoperative ketamine
and electroconvulsive therapy. J ECT 2007;23:23-5.



 18

Järventausta et al.
Psychiatria Fennica 2015;46:11-20

S-ketamine for the treatment of
depression

17. Abdallah CG, Fasula M, Kelmendi B, et al. Rapid antidepressant effect of ketamine in the electroconvulsive
therapy setting. J ECT 2012;28:157-61.

18. Bundy BD, Hewer W, Andres FJ, et al. Influence of anesthetic drugs and concurrent psychiatric medication
on seizure adequacy during electroconvulsive therapy. J Clin Psychiatry 2010;71:775-7.

19. Deakin JW, Lees J, McKie S, et al. Glutamate and the neural basis of the subjective effects of ketamine.
Arch Gen Psychiatry. 2008; 65:154-164.

20. Fonnum F. Glutamate: a neurotransmitter in mammalian brain. J Neurochem 1984;42:1-11.

21. Mark LP, Prost RW, Ulmer JL, Smith MM, Daniels DL, Strottmann JM, Brown WD, Hacein-Bey L. Pictorial
review of glutamate excitotoxicity: fundamental concepts for neuroimaging. Am J Neuroradiol 2001;22:1813-24.

22.Sanacora, G.; Treccani, G.; Popoli, M. Towards a glutamate hypothesis of depression: An emerging frontier
of neuropsychopharmacology for mood disorders. Neuropharmacology 2012;62:63-77.

23. Coyle JT. Glutamate and schizophrenia: beyond the dopamine hypothesis. Cell Mol Neurobiol 2006;26:365-84.

24. Robson MJ, Elliott M, Seminerio MJ, Matsumoto RR. Evaluation of sigma (σ) receptors in the
antidepressant-like effects of ketamine in vitro and in vivo. Eur Neuropsychopharmacol 2012;22:308-17.

25. Kohrs R, Durieux ME. Ketamine: teaching an old drug new tricks. Anesth Analg 1998;87:1186-93.

26. Zeilhofer HU, Swandulla D, Geisslinger G, et al. Differential effects of ketamine enantiomers on NMDA
receptor currents in cultured neurons. Eur J Pharmacol 1992;213:155-8.

27. Øye,I, Hustveit, O, Maurset, A, Ratti Moberg, E, Paulsen, O and Skoglund, LA. The chiral forms of ketamine
as probes for NMDA-receptor function in humans. In: Kameyama, T., Nabeshima, T. and Domino, E.F. (Eds.),
NMDA Receptor Related Agents: Biochemistry, Pharmacology and Behavior. NPP Books, Ann Arbor, 1991 pp.
381-389.

28. Långsjö JW, Kaisti KK, Aalto S, et al. Effects of subanesthetic doses of ketamine on regional cerebral
blood flow, oxygen consumption, and blood volume in humans. Anesthesiology 2003;99:614-23.

29. Långsjö JW, Maksimow A, Salmi E, et al. S-ketamine anesthesia increases cerebral blood flow in excess of
the metabolic needs in humans. Anesthesiology 2005;103:258-68.

30. Vollenweider FX, Leenders KL, Øye I, et al. Differential psychopathology and patterns of cerebral glucose
utilisation produced by (S)- and (R)-ketamine in healthy volunteers using positron emission tomography (PET).
Eur Neuropsychopharmacol 1997;7:25-38.

31. Domino EF, Chodoff P, Corssen G. Pharmacologic effects of CI-581, a new dissociative anesthetic, in man.
Clin Pharmacol Ther 1965;6:279-291.

32. Tawfic QA. A review of the use of ketamine in pain management. J Opioid Manag 2013;9:379-88.

33. Clements JA, Nimmo WS, Grant IS. Bioavailability, pharmacokinetics, and analgesic activity of ketamine in
humans. J Pharm Sci 1982;71:539-42.

34. Cohen ML, Trevor AJ. On the cerebral accumulation of ketamine and the relationship between metabolism of
the drug and its pharmacological effects. J Pharmacol Exp Ther 1974;189:351-58.

35. Domino EF, Domino SE, Smith RE, et.al. Ketamine kinetics in unmedicated and diazepam-premedicated
subjects. Clin Pharmacol Ther 1984;36:645-53.



                                                             19

Järventausta et al.
Psychiatria Fennica 2015;46:11-20

S-ketamine for the treatment of
depression

36. Hijazi Y, Boulieu R. Contribution of CYP3A4, CYP2B6, and CYP2C9 isoforms to N-demethylation of ketamine
in human liver microsomes. Drug Metab Dispos 2002;30:853-8.

37. White PF, Way WL, Trevor AJ. Ketamine-its pharmacology and therapeutic uses. Anesthesiology
1982;56:119-36.

38. Persson J, Hasselström J, Maurset A, et al. Pharmacokinetics and non-analgesic effects of S- and
R-ketamines in healthy volunteers with normal and reduced metabolic capacity. Eur J Clin Pharmacol
2002;57:869-75.

39. Geisslinger G, Hering W, Thomann P et al. Pharmacokinetics and pharmacodynamics of ketamine enanttiomers
in surgical patients using a stereoselective analytical method. BJA 1993;70:666-71.

40. Schuttler J, Stanski DR, White PF, et al. Pharmacodynamic modeling of the EEG effects of ketamine and its
enantiomers in man. J Pharmacokinet Biopharm 1987;15:241-53.

41. Korttila K and Levänen J. Untoward effects of ketamine combined with diazepam for supplementing conduction
anaesthesia in young and middle-aged adults. Acta Anaesthesiol Scand 1978;22:640-48.

42. Zhang JC, Li SX, Hashimoto K. R (-)-ketamine shows greater potency and longer lasting antidepressant
effects than S (+)-ketamine. Pharmacol Biochem Behav 2014;116:137-41.

43. Paul R, Schaaff N, Padberg F, et al. Comparison of racemic ketamine and S-ketamine in teatment resistant
major depression: report of two cases. World J Biol Psychiatry 2009;10:241-44.

44. Paslakis G, Gilles M, Meyer-Lindenberg A, Deuschle M. Oral Administration of the NMDA Receptor Antagonist
S-Ketamine as Add-On Therapy of Depression: A Case Series. Pharmacopsychiatry 2010;43:33-5.

45. Segmiller F, Rüther T, Linhardt A, Padberg F, Berger M, Pogarell O, Möller HJ, Kohler C, Schüle C.Repeated
S-ketamine infusions in therapy resistant depression: a case series. J Clin Pharmacol 2013;53:996-8.

46. Järventausta K, Chrapek W, Kampman O, Tuohimaa K, Björkqvist M, Häkkinen H, Yli-Hankala A, Leinonen E.
Effects of S-ketamine as an anesthetic adjuvant to propofol on treatment response to electroconvulsive therapy
in treatment-resistant depression: a randomized pilot study. J ECT 2013;29:158-61.

47. Hoyer C, Kranaster L, Janke C, Sartorius A. Impact of the anesthetic agents ketamine, etomidate,
thiopental, and propofol on seizure parameters and seizure quality in electroconvulsive therapy: a retros
pective study.Eur Arch Psychiatry Clin Neurosci 2014;264:255-61.

48. Krystal AD, Weiner RD, Dean MD, Lindahl VH, Tramontozzi LA 3rd, Falcone G, Coffey CE Comparison of
seizure duration, ictal EEG, and cognitive effects of ketamine and methohexital anesthesia with ECT.
J Neuropsychiatry Clin Neurosci 2003;15:27-34.

49. McDaniel WW, Sahota AK, Vyas BV, Laguerta N, Hategan L, Oswald J. Ketamine appears associated with better
word recall than etomidate after a course of 6 electroconvulsive therapies. J ECT 2006;22:103-06.

50. Bowdle TA, Radant AD, Cowley DS, et al. Psychedelic effects of ketamine in healthy volunteers.
Anesthesiology 1998;88:82-8.

51. Oduntan SA and Gool RY. Clinical trial of ketamine (CI-581). Can Anaesth Soc J 1070;17:411-16.

52. Knox JWD, Bovill JG, Clarke RSJ, et al. Clinical studies of induction agents-ketamine. BJA
1970;42:875-85.



 20

Järventausta et al.
Psychiatria Fennica 2015;46:11-20

S-ketamine for the treatment of
depression

53. Kranaster L, Hoyer C, Janke C, Sartorius A. Preliminary evaluation of clinical outcome and safety of
ketamine as an anesthetic for electroconvulsive therapy in schizophrenia. World J Biol Psychiatry
2014;15:242-50.

54. Wang X, Chen Y, Zhou X, et al. Effects of propofol and ketamine as combined anesthesia for
electroconvulsive therapy in patients with depressive disorder. J ECT 2012;28:128-32.

55. McGirr A, Berlim MT, Bond DJ, et al. A systematic review and meta-analysis of randomized controlled trials
of adjunctive ketamine in electroconvulsive therapy: Efficacy and tolerability. J Psychiatr Res 2015;62:25-30.

Kaija Järventausta, MD, PhD
Department of Psychiatry, Tampere University Hospital, Tampere, Finland
University of Tampere School of Medicine, Tampere, Finland

Olli Kampman, MD, PhD, associate professor
Department of Psychiatry, Seinäjoki Hospital District, Seinäjoki, Finland
University of Tampere School of Medicine, Tampere, Finland

Arvi Yli-Hankala, MD, PhD, professor
Department of Anaesthesia, Tampere University Hospital, Tampere, Finland
University of Tampere School of Medicine, Tampere, Finland

Esa Leinonen, MD, PhD, professor
Department of Psychiatry, Tampere University Hospital, Tampere, Finland
University of Tampere School of Medicine, Tampere, Finland

Correspondence:
kaija.jarventausta@pshp.fi


