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ABSTRACT

Clinical Experience of Clozapine Discontinuation : Comparison between
Sulpiride and Thioridazine Switch Group

Hong-Shick Lee, MD,! Min-Seong Koo, MD,’> Hyun-Sang Cho, MD,!
II-Ho Park, MD! and Chan-Hyung Kim, MD!

'Department of Psychiatry, Yonsei University College of Medicine, Seoul, Korea
Department of Psychiatry, Kwandong University College of Medicine, Kangnung, Korea

Objective : Several reports have found that withdrawal symptoms of clozapine are more severe and common
than that of the typical antipsychotics. The objective of this study was to report the clinical experiences of
relatively rapid withdrawal of clozapine in the patients with schizophrenia at the end of over a year clinical trial
of clozapine. Methods : Twenty-three patients with schizophrenia who had been administered clozapine were
withdrawn from clozapine by tapering it over 1-2 weeks, depending on clozapine maintenance dose and subse-
quently switched to sulpiride or thioridazine randomly. Patients were assessed using PANSS, CGI, and Sympson-
Augus Rating Scale on the first, third, and last day of clozapine tapering as well as on the first, second, and fourth
week of sulpiride or thioridazine. Results : Fifteen of the 23 patients (65%) relapsed : 5 patients relapsed during
the clozapine tapering period and 10 patients relapsed during the switching period to sulpiride or thioridazine. Six
of the 9 patients (67%) in the sulpiride switch group relapsed and 4 of the 10 patients (40%) in the thioridazine
switch group relapsed. The withdrawal symptoms of clozapine appear faster with a higher relapse rate than the
typical antipsychotic drugs. Conclusions : Our data suggests that if at all possible clozapine should not be dis-
continued and for patients who need to be switched to a different antipsychotics for a specific reason, at least 2
weeks of clozapine tapering are recommended. The possibility of cross tapering with another drug should also be
considered. (Korean J Psychopharmacol 2002:13(2):104-112)

KEY WORDS : Clozapine discontinuation - Schizophrenia - Relapse of psychosis.
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Table 1. changes of PANSS scores in patients freated with clozapine

PANSS scores Baseline (n=23) 6 months Tx (n=23) On tapering (n=23)  End of tapering (n=23)
Total* 120.7+ 24.7 87.0+ 22.6 723+ 25.2 69.2+ 22.7
Positive* 239+ 74 167+ 6.5 143+ 5.6 153+ 5.5
Negative* 352+ 8.1 28.5+ 8.5 20.4+ 8.5 192+ 7.9

*[ repeated measure of ANOVA, p<0.05, baselined 1 year ago from starting point of clozapine withdrawal,
6 months TxO 6 months later from baseline, on tapering the starting point of clozapine withdrawal

end of taperingd the end point of clozapine withdrawal

Table 2. Relapse rate of psychotic symptoms after clozapine withdrawal

Relapsed patient’s number and rate (weeks**)

Treatment drug re— .
within 1 weel

within 2 weeks within 4 weeks Total (rate)*

Sulpiride (n=9) 1 3 2 6 (67%)
Thioridazine (n=10) 2 2 0 4 (40%)
Total number 3 5 2 10 (53%)

*Ox 2=1.351, df=1, p=0.370, **0 weeks of typical antipsychotics treatment period after clozapine withdrawal

Table 3. Comparison of changes of PANSS scores between sulpiride and thioridazine switching groups

Sulpiride switch group (n=9%)

Thioridazine switch group (n=10)

PANSS
Total Positive Negative Total Positive Negative
Measuring time’
Baseline 122.8+ 19.9 264+ 6.9 35.5+ 7.6 118.6+ 23.6 214+ 6.2 349+ 9.1
7 days 873+ 6.6 21.1% 6.7 232+ 8.5 763+ 21.7 19.4+ 6.9 19.5¢ 5.9
14 days* 94.4+ 263 244+ 7.8 259+ 7.9 81.0+ 237 20.7+ 7.5 209+ 7.3
28 days* 93.3+ 28.2 25.5+ 6.9 23.9+ 82 81.5+ 19.9 20.6+ 7.5 21.2+ 6.5

mean+ standard deviation, t O days after clozapine withdrawal,
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Table 4A. Clinical course of patients after clozapine withdrawal

Sulpiride switch group

Patient Sex/Age

Course during tapering*

Subsequent freatment and course

Insomnia, anxious 1 day after S administration
talkative, TD aggravated 9 days after S (800 mg)

Insomnia 1 day after S
auditory & visual hallucination, persecutory delusion
7 days after S

Sx well regulated after

Clonazepam sometimes for insomnia

Clonazepam sometimes for insomnia

Negativism, autistic behavior 9 days after S

1001 M/43  No change

1012 M/23  No change

1015 M/41 No change

1034 M/28  No change

1049 M/27  No change

1003 M/22  No change

2010 F/28 No change

1018 M/23  Mildly anxious

1020 M/35  Insomnia, anxious, delusion
(rebound psychosis)

1027 M/37  Anxious, insomnia, persecutory
delusion quit clozapine withdrawal

2017 F/30 Aggravated TDO quit clozapine Tx

persecutory delusion, loosening of association, bizarre
behavior 12 days after S

Loosening of association, aggravated hallucination & TD

14 days affer S (1000 mg)

Clonazepam Tx for insomnia after S

weakened auditory hallucination,
persecutory & grandious delusion 14days after S

Aggravated delusion 4 days after S

anxious, agitation, imitable 4 days after S
Neuroleptic malignant syndrome 5 days after S

*[J tapering of clozapine freatment,

TxO treatment, SxO symptom, TDO tardive dyskinesia
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Table 4B. Clinical course of patients after clozapine withdrawal

Thioridazine switch group

Patient Sex/Age

Course during tapering*

Subsequent freatment and course

1007 M/24 No change Hallucination, insomnia 1 day affer T (100 mg)
isolation for irritability & aggravation of symptoms 7 days
after T (300 mg), improved Sx 14 days after T (500 mg)

1023 M/32 No change Mild insomnia and others no change

1025 M/22  No change No change and OPD follow up

1029 M/27  No change Anhedonia, social withdrawal 14 days after T (200 mg)

1033 M/26 No change No change

1047 M/28 No change Mildly talkative, slightly aggravated auditory hallucination

2002 F/24  No change Clonazepam forinsomnia 1 day after T, slightly aggravated
auditory hallucination, anhedonia, apathy; contfinued
T (500 mg)

2009 F/28  No change Mild auditory hallucination & persecutory delusion 14 days
after T (75 mg)

2022 F/28  No change Auditory hallucination, disorganized behavior 6 days after
T (500 mg)

1016 M/29 1D & hallucination aggravated

quit clozapine withdrawal
2006 F/23  Auditory hallucination & bizarre Not improved but continued Tx in OPD
behavior, loosening of association
2013 F/26  Aggravated TD, anxious, insomnial]

quit clozapine withdrawal

*[] tapering of clozapine freatment, TO thioridazine treatment (dose/day) .  SxO Symptom

TxO treatment, TDO tardive dyskinesia
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