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Dextromethorphan ¥ & BN EAIE Z (Effects of dextromethorphan on ECT )
5L FNEE—# - FEH - BEX - Hub
HiEE © Psychiatry and Clinical Neurosciences 2009; 63(1): 124-5

: Dextromethorphan is prescribed as an antitussive agent due to its cough-suppressant activity.

It is also an N-methyl-D-aspartate (NMDA) antagonist. Animal studies have shown evidence
that dextromethorphan can protect against NMDA-induced convulsions. However, there are
no published reports regarding the effects of dextromethorphan on ECT in humans. We report
a case of a chronic schizophrenic who took dextromethorphan because of the symptom of
coughing during an ECT course and this agent remarkably influenced the therapeutic quality of
the ECT.

{AZEZR/E: A 40-year-old male schizophrenic has been hospitalized in our chronic ward for more than
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15 years. He has been continuously treated with clozapine 400 mg/day. However, additional
ECTs are required each year when his psychosis gets exacerbated. On 19 April 2004 the patient
was admitted to the acute ward because of acute exacerbation of psychotic symptoms. Bilateral
ECT three times a week was arranged. The ECT procedure was performed based on the
American Psychiatric Association’ s ECT Task Force.

On 21 April 2004 we administered his first ECT. The ECT device was Thymatron System IV.
We used maximum sustained power (MSP) and postictal suppression index (PSI) as the ECT
therapeutic markers. MSP is used to measure the highest average ictal amplitude, and the
PSI reports the decrease percentage in ictal EEG amplitude immediately following seizure
termination. These two indexes have been reported to be related to ECT clinical efficacy. The
patient’ s concomitant medication was clozapine 400 mg per day. His initial four ECTs were
performed smoothly. The MSPs of these four ECTs were all above 100000 uV2 (range: 102600
to 126430 uV2) and the PSIs of these four ECTs ranged from 95.7% to 99.4 %. However,
the patient was given dextromethorphan (30mg) four times on 29 April 2004 because of the
symptom of coughing. On the following day, we found that his fifth ECT MSP dropped down
to 76598 uV?2, his PSI was reduced to 95.2 %, and his seizure tonic and clonic motor responses
were decreased. Therefore, we discontinued his dextromethorphan immediately. Interestingly,
his sixth ECT MSP returned to 112510 uV?2, his sixth PSI was normalized up to 99.2%, and his
seizure motor intensity was restored. After we stopped dextromethorphan, the patient received
four more ECTs. Each ECT response was adequate. The MSPs of the latter four ECTs were all
above 100000 uV2 (range: 100620 to 123480 uV2), and the latter four PSIs ranged from 95.5%
to 99.8%. His psychosis improved with the ECT.

* Our case suggests that dextromethorphan can influence the therapeutic quality of ECT, as
indicated by the indexes of MSP and PSI, in schizophrenics. This is consistent with the
findings from animal studies that dextromethorphan possesses an anticonvulsant effect. The
mechanism underlying the anticonvulsant effect of dextromethorphan has been suggested to be
its antagonizing effect on glutamate, which is an excitatory amino acid neurotransmitter and
can lead to seizures. If we had not discontinued the patient’ s dextromethorphan, he might not
have had the following adequate therapeutic seizures.

! Dextromethorphan (Medicon) B NMDA antagonistZ ZZ32 188 » ZHEfglutamateMi&E R E
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The debate for Mono- or Poly-pharmacy Treatment in Schizophrenia-
Viewpoint from Mono-pharmacy

ELR EERER—ARBHREE
Psychotropic medication polypharmacy is common in psychiatric settings and, in some patient groups,
may have increased in recent years. In routine psychiatric practice, patients often receive psychiatric
medication combinations that are not well supported by controlled clinical trials. One increasingly
common combination is treatment with two concurrent antipsychotic medications. The review of
clinical guidelines reveals that antipsychotics are essentially recommended in the monotherapy (1-
3). Paradoxically, in clinical practice, concomitant use of antipsychotics is seen in 13—-90% of patients
(4). The higher numbers were reported in Japan (90%) and other East-Asian countries (45%) (5). In
the US, antipsychotic combination rates used to vary between 13% in outpatient clinics and 50% in
inpatients (6). An epidemiological study of 61257 Veteran Affairs patients showed that the prevalence
of concomitant antipsychotic prescription was 20.0%, 13.1% and 9.5% when defined by a >30-, >60- or
>90-day overlap, respectively (7). Another study found that, in a 1-year period, 57.7% of 796 patients
were treated with a combination of antipsychotics for a prolonged period (>60-day overlap) (8). In this
study, 74% of patients were being treated with both a first- and a second-generation agent, 18% were
receiving two second-generation agents and 6% were receiving two first-generation agents. Recent large
epidemiological studies have reported distinct trends of increased use of antipsychotic combination
therapy (9); Clark et al. reported a quadrupling of the rate of antipsychotic combination use (from 5.7%
to 24.3%) between 1995 and 1999, along with an increased use of second-generation agents (from 43%

to 70%) over the same time period (10).

The potential hazards of combining antipsychotics include additional adverse effects (e.g. sedation,
hypotension, anticholinergic toxicity, worsening metabolic profile), loss of advantages of second
generation antipsychotics (e.g. increased risk oftardive dyskinesia when adding a first-generation agent
and presence of metabolic adverse effects-the worse of both worlds), pharmacokinetic interactions
and higher costs. Moreover, complex prescriptions decrease compliance; thus, exacerbating a clinical

problem often encountered in patients with schizophrenia or other psychotic disorders.

Frequently, antipsychotic polypharmacy represents an attempt by the physician to achieve a greater
or a faster therapeutic response (11). Many patients in routine care settings continue to experience
significant symptoms while following usual treatment regimens (12). In other cases, antipsychotic
polypharmacy may be the result of "getting stuck" in switching from 1 antipsychotic medication
to another (4, 13). However, evidence supporting concomitant use of more than 1 antipsychotic
medication is limited and this therapeutic option should be a last resort after all other options, including
clozapine, have failed (14).

There is growing evidence regarding the increased adverse effects associated with combining

antipsychotics. There are some epidemiological studies address safety concerns over antipsychotic
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combination. Waddington et al. performed a prospective cohort study of 88 patients showed that
prescription of more than one antipsychotic was associated with a 2.46 relative risk of reduced survival
at 10 years (15). In a case-control study of 70 pairs of hospitalized patients, antipsychotic combined
treatment was associated with a longer stay in hospital and a higher risk of adverse effects, while
the clinical improvement scores were similar (16). There are some clinical studies address safety
concerns over antipsychotic combination. For example, a double-blind controlled study of risperidone
added to clozapine in refractory schizophrenia found a significantly greater increase in fasting blood
glucose level in the combined-treatment group (17). Similarly, a small study of combined olanzapine-
risperidone therapy in patients with schizophrenia who had not responded to sequential monotherapy
found a significant increase in body weight, prolactin level, and total cholesterol level after an
average of 10 weeks of concomitant treatment (18). These data call for more careful monitoring of
metabolic parameters in patients taking more than 1 antipsychotic medication. Concerns have been also
voiced about increased risk of QT prolongation in concomitant use of ziprasidone with low-potency
conventional antipsychotic medications (eg, thioridazine), as well as worsening of psychosis when

aripiprazole is added as a concomitant treatment (19).

Support for antipsychotic combination is largely confined to case reports and open-label trials rather
than double-blind trials. In all of the randomized, double-blind, parallel-group study for antipsychotic
combination, the support for this treatment strategy is limited. Clozapine and risperidone combination
had three RCT studies (17, 20, 21). However, the data of these three studies showed controversial
results. Only one study showed statistically significant greater reduction on both positive and negative
symptoms of schizophrenia in clozapine and risperidone combination group (20). One clozapine
and sulpiride combination study showed that clozapine and sulpiride combination group had greater
psychotic symptoms and higher proportions of subjects met treatment responder criteria (22). However,
this study was limited by only had 28 subjects, with 16 subjects in clozapine and sulpiride combination
group and 12 subjects in clozapine and placebo combination group. One clozapine and aripiprazole
combination study showed that there was no significant difference in the BPRS total score reduction
between the clozapine and aripiprazole combination group and clozapine and placebo combination
group (23). Only in the secondary analyses, improvement was significantly greater with aripiprazole
treatment than with placebo for negative symptoms assessed by both the BPRS negative symptom
sub-scale and the SANS total score but not for positive symptoms. One risperidone/quetiapine and
aripiprazole combination study showed that risperidone/quetiapine and aripiprazole combination group
did not have statistically significant greater reduction on both positive and negative symptoms of
schizophrenia than risperidone/quetiapine and placebo combination group (24).

There are some clinical tips to reduce antipsychotic polypharmacy. First, physicians must optimize
monotherapies prior to attempting polypharmacy. Too often monotherapies are tried for only 4-8
weeks, but the evidence suggests that it can take 16 weeks or longer for the majority of patients to
improve symptoms by 30% and up to a year for some patients to improve by 60% (25, 26). Secondly,
a pitfall to avoid is the common fallacy that improvement after adding drug B to drug A is because of

9
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synergy between them. It is also possible that the improvement is because of drug B alone, and that
drug A should be discontinued. It is even possible that the improvement is because of more time on
drug A alone, and that drug B should be discontinued. Third, physicians must avoid "getting stuck" in
switching from 1 antipsychotic medication to another due to forget to continue switching. Fourth, we
can try whole department multi-faceted intervention to prevent antipsychotic polypharmacy. The multi-
faceted intervention can include educational workbook, educational visit to consultants, and a reminder
system on medication charts or computer reminder system to doctors and nurses (27).

The pervasive practice of antipsychotic combination treatment for patients with schizophrenia spectrum
disorders is not supported by the EBM literature. We are not advancing that antipsychotic combination
therapy should be banished from clinical practice. Indeed, a good clinical practice implies taking
into account multiple complex variables while determining the best clinical algorithm that should be
followed for a given patient. However, it could be argued that, in light of a relative lack of research-
supported proof of efficacy, a treatment using the combination of antipsychotics should try carefully
and periodically review the effectiveness and safety. We suggest that further trials should explore

various antipsychotic combinations to address their effectiveness and safety issues.
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Clinical approach and biological understanding Pnsdm;AfE;Alffp;FlmEChdm TR s
11:30~12:15 BEAY (MRRIEEEE)
12:15~01:45 o £
01:45~02:45 | TSBPN and JSBP Academic Exchange Program Award lecture | Dr. Fujimura, Yota :
AAZMRRESE P —r——
TRBEBENEE ZIRk ==
Dr. Akitoyo Hishimoto:
02:45~04:00 | Taiwan Bipolar disorder consensus FRIZEZ =  AREHH = | BRER m=ws
E ISP R
04:00~04:20 K BOERSERRE)
04:20~05:20 | EEREZ HITHE (RIZSH) B | BESETT »e
05:20~05:30 | Closing remark BRI mws

International society of Bipolar disorder (ISBD) i NEB#EE « HA ~ B ~ FHEMIIBipolar chapter, LUE
178 B Zbipolar disorder MR E WM HEITEHFRIZM - A 25220105 1 H M Lbipolar chapter * /X FEE
£ = [HProfessor TA Ketter K #EElProf. Kyooseob Ha R & R EEEIT K EEE  Professor Ketter/5BHFEAN
% Zbipolar disorder KB * A LBISEESRIEREMRI « MRS * PET » [EMRZEIE K A% » SEULHIREE
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