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Abstract
ObjectivesClozapine is the drug of choice in treatment-resistant schizophrenia. However, its use is often delayed and a significant proportion of clozapine treated patients fails to respond and experience potentially dangerous side-effects. The aim of this retrospective study was to describe the clinical characteristics of patients started on clozapine and the rate and reason of discontinuation of clozapine.

MethodsMedical records of 83 patients started on clozapine during the period of 2012–2016 were reviewed.

ResultsClozapine started on patients in chronic phase; the mean age of start was 38.1 years old and the mean number of psychiatric admission was 6.5. A majority (80.7%) of the patients had been subjected to antipsychotic polypharmacy prior to clozapine and most (61.5%) of them were being treated with polypharmacy including clozapine. Overall, 39 (47.0%) subjects had continued clozapine whereas 15 (18.1%) discontinued it; 29 (34.9%) were lost to follow-up. The most common reason for discontinuation was side-effects (n=13) including six life-threatening cases, most of which occurred within 6 months of its start.

ConclusionThis study demonstrated that there is some evidence of delays to clozapine use, high rates of polypharmacy and significant rate of discontinuation during the early phase of clozapine treatment.
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[image: Table  ]Table 1

Demographic comparison between clozapine continuation group and discontinuation groupMean±standard deviations
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Comparison of concurrent psychiatric medications between clozapine continuation group and discontinuation groupMean±Standard deviations
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Side effects causing discontinuation of clozapineOPD: outpatient department, ADM: admission, CLZ: clozapine, H/O: history of, d: days, m: months, BT: body temperature, WBC: white blood cell, ANC: absolute neutrophil count, LFT: liver function test
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Maximal dose Duration of

Z’Z 2;’; Side effects of clozapine  clozapine Accompanying/ detailed side effects
(mg/d) __treatment
Potentialffe-threatening side effects
M/44  ADM Fever, leukocytosis 125 13d 8139, WBC 11,000-22,000/mn’, R/ pneumoria
M/3%  ADM Fever, mild leukocylosis 150 380 Sustained fever (37.8-38.2C) from day 14 fo day 38 affter
CL2 star, swealing. nausea, abdominal pain,
WBC 9.160-11.780/mm’. R/O fever of unknown origin
F/46  ADM Toxic hepolits” %0 47d Fever, leukocylosis (11,000-16,500/mm?), pleural effusion
af day 35 after CLZ stort
F/48  ADM Leukopenia 100 87d  Sustained leukopenia (3,500-3,900/mm’, ANC 1,400~
1.800/man’) from day 35 fo day 87 after CLZ stort
F/30  ADM Diarhea, abdominalpain 300 91d  Diarhea, abdominal pain from day 50 to day 91 after
CLZ start, hypokalemia, R/O colis
*H/O tachycardia (100-140/min), dizziness, headache
during fst 3 weeks of CLZ freatment
F31 with levkopenia 300 63m  Elevated LFT from month 4 1o month 6.3 after CLZ start
(AST/ALT 300130 with conservative treatment).
Leukoperia (3,500-3.900/mrm’, ANC 1,300-1.400/mm’)
*H/O fever (37.4-383C ). fachycardia (111-118/min),
‘general myalgia, at day 19 and improved with
conservalive freatment in 3 days
Not lfe-threatening side effects
F127  OPD Sedation 50 d
M/26  OPD Diziness 100 1d  Nausea, constipation
/32 OPD Weight goin 50 14d 2kg/l week
M/41 OPD Weight gain 150 63d Sedation, constipation
M/24  OPD Drooiing 200 9m  Cough and frequent awakening due fo drooling at night
M/29 OPD Drooling 200 1om
M/48__ OPD Noctuia 400 19m
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Tofol subjects - CorfiRuaionof.  Discontinuaflonfl - 2
(n=89) clozapine (n=39) _ clozapine (n=15)
Number of concomitant psychiatric medications 22415 20£15 17413 0025 0551
Mood stabiizer, n (%) 39 47.0) 16(41.0) 533 0270 0758
Antidepressants, n (%) 17205 923.1) 5333 0593 0498
Anticholinergics, n (%) 43(51.8) 20(51.3) 5333 1404 0362
Benzodiazepine, n (%) 40482 14(359) 8(533) 1364 0355
Beta-blocker, n (%) 28277 10(25.6) 3200 0189 0999
Constipation medication, n (%) 32(38.6) 16 (41.0) 3(20.0) 2100 0208
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Tolal subjects  Confinuation Discontinvaion o DA
(n=83) __of clozapine (n=39) of clozapine (n=15)
Number of female. n (%) 45(542) 24615 6400) 2035 0223
Age at onset,y 21:88 27:85 19.827.7 0564 0258
Age at starting clozapine, y 3814130 01125 356495 18% 0214
Duration of ilness. y 204299 201296 0188 0504
Duration of ilness af starting clozapine. y 158+9.8 158292 0284 0684
Number of admission before using clozapine 62154 : 6369 0204 0388
Dosage of clozapine st prescription, ma/d 281561555 3109:1602 18831309 0688 0011
Duration of clozapine, months 27.2:226 4452157 4552 16,586 <0.001
Type of clozapine prescription, n (%) 0620 0892
Clozapine monotherapy 3288 1743.6) 5(333)
Clozapine+1 anfipsychofics 3643.4) 14(359) 767)
Clozapine >2 anfipsychofics 1508.1) 8(205) 320
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