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Sleep Patterns in Chronic Schizophrenic Patients Treated with Clozapine

II-Seon Shin, M.D.,* Seung Hyun Lee, M.D.,* Bo-Hyun Yoon, M.D.,** Jin-Sang Yoon, M.D.*"

ABSTRACT

very limited information on their degree and nature during the course of treatment. The purpose of this study was to understand the sleep patterns

O bjectivesd Daytime drowsiness or sedation and changes in night sleep are commonly seen in patients freated with clozapine. There is, however,

in chronic schizophrenic patients with clozapine freatment over a period of 24 weeks.

MethodO The sleep pattern was evaluated using a set of 5-point scale questionnaire, to record subjective impressions of the night sleep induction,
maintenance and quality, and daytime drowsiness and fatfigue. In addition, unusual experiences associated with night sleep were recorded. The sleep
questionnaire was repeatedly administered at baseline and at 1, 2, 4, 8, 12 and 24 weeks of drug treatment. At present, data on 12 patients has been

collected.

Results0 All the components of night sleep were significantly improved in the 1st through the 12th week after freatment with clozapine. Daytime dro-
wsiness was significantly higher in the 1st to the 2nd week after the freatment and fatigue was also significantly higher in the 1st to the 4th week after the

treatment. Eight patients experienced noticeable increases in salivation during night sleep, and of these, one also reported frequent noctumal urination
and even enuresis. However, all these adverse factors did not affect the major sleep patterns.

Conclusions( These findings suggest that the beneficial effects of clozapine on night sleep might last much longer than the undesirable effect of day-
time drowsiness and fatigue. In other words, tolerance of the hypnotic action of clozapine might develop late and tolerance of the daytime drowsiness

and fatigue might be evident earlier.

KEY WORDSU Clozapine: Chronic schizophrenia- Sleep.
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Table 1. Demographic and clinical characteristics of patients

No./sex/age  Age at onset N:rz\k/)ii[)?f Sdswl}zgsgreesnlc
(years) (ears)  pospitalization  (DSM-0)
1/F/31 15 3 Paranoid
2/F/43 20 5 Paranoid
3/M/26 24 1 Paranoid
4/F/30 22 5 Paranoid
5/F/36 19 7 Undifferentiated
6/M/27 21 2 Undifferentiated
7/M/31 23 0 Undifferentiated
8/M/32 24 0 Residual
9/F/34 19 0 Disorganized
10/F/26 23 3 Paranoid
11/M/33 29 3 Paranoid
12/M/44 4] 2 Undifferentiated

Table 2. Clinical conditions and major reasons for clozapine trial

Patient No.

1-6.

Having been treated with two or more conventional neuroleptics,
showing no favourable response to them.

7, 8.

Having been treated with conventional neuroleptics, which showed
infolerance to them because of severe adverse effects(mainly
extrapyramidal symptoms).

9-12.

Exacerbation of psychotic symptoms in the drug-free state, having
previous history of an unfavourable response and/or intolerance
fo the conventional neurolepfics.

Table 3. Time course of clozapine dosage and CGl-SI scores
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Weeks
Baseline 1 2 4 8 12 24

Clozapine doses(mg/day)@

Mean(SD) 0 68.75(27.95) 137.50(44.27) 222.92(87.55) 260.42(118.92) 260.42(113.05) 236.36(119.04)

Range 0 37.5-125 62.5-200 125-400 125-450 125-450 75-500
CGl-Sl scoresp

Mean(SD) 5.71(0.58) 4.83(0.94) 4.42(0.90)** 4.00(1.04)**  3.67(0.98)***  3.42(1.00)***  2.92(1.00)***

Range 4-6 4-6 3-6 3-6 2-5 2-5 2-6

aA dose up to 200mg per day was administered as single dose at bedtime. A dose of more than 200mg per day was divided into two
doses and the larger portion(approximately two of the third) was administered at bedtime with the smaller one in the morning.
bCGI-SI denotes a clinical global impression for severity of illness, and is rated by the following criterial 1 not ill, 2 very mild, 3 mild, 4
moderate, 5 moderately severe, 6 severe and 7 extiremely severe.

**, ¥ Significant difference from baseline at p<01, p<001, respectively, by paired t-test.
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Table 4. Number(%) of patients receiving lorazepam and/or other psychotropic drugs concomitantly®

Weeks
Drug class Baseline 1 2 4 8 12 24
Lorazepam 8(67) 11(92) 8(67) 5(42) 1(8) 1( 8) 1( 8)
Haloperidol 3(25) 1( 8) - - - - 1( 8)
Benziropine 2(17) - - - - - -
Amifriptyline - - - - 1(8) 2(017) 2(017)
Paroxetine - - - - - 2(17) 2017)
Valproate - - - - - - 1( 8)

aA patient may receive more than one class of drug at a particular point of fime.
Eleven patients received lorazepam and/or other psychotropic drugs at least once or more over the baseline and the following 24 weeks

of freatment with clozapine.

Table 5. Sleep patternsa

Weeks
Itemsb Baseline 1 2 4 8 12 24

Night sleep

Sleep induction —0.50(1.38) 1.58(0.67)***  1.08(1.00)** 0.92(1.16)* 0.92(1.44)* 0.83(0.94)** —0.25(1.14)

Sleep maintenance 0.25(1.29) 1.17(1.03)** 1.25(1.14)** 1.00(1.04)**  1.08(0.20)**  1.00(0.60)***  0.08(1.08)

Sleep quality —0.33(1.23) 1.17(0.72)***  0.83(0.72)** 0.50(0.52)**  0.75(0.75)**  0.50(0.67)* 0.58(1.08)
Daytime status

Drowsiness -0.17(1.19) 1.00(0.74)***  0.83(1.19)* 0.42(1.16) 0.00(0.85) -0.17(0.72) —0.42(0.67)

Fatigue 0.00(1.41) 1.25(@0.75)***  0.92(0.67)*** 0.75(0.75)**  0.08(1.08) 0.00(0.85) —0.08(0.90)

aData are means(standard deviations) of scores from self-rating scales for sleep patterns.
oFor individual items, the direction and magnitude of the response was graded on a positive-negative continuum, using a 5 point
scale from O 2 (very positive or satisfactory) through zero(equally good and bad or not remarkable, i.e. the ordinary level) to —2(very

negative or unsatisfactory).

*,xx, 5 Significant differences from the zero state of the each week at p<05, p<01, p<001, respectively, by one-sample t-test.
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