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Letter to the Editor

 Dear Editor,

 Clozapine is an atypical antipsychotic drug, 
which is effective for the treatment of resistant 
schizophrenia1. It is suggested to use clozapine for 
schizophrenia cases in which no response is 
obtained from two different antipsychotics2. 
Clozapine treatment was forbidden after the 
death of 8 schizophrenia patients in Finland in 
1974, due to agranulocytosis. However, because of 
its high efficacy and the lack of alternatives in 
treatment resistant schizophrenia, it has been 
approved in schizophrenia with intense 
hematological monitoring3.
 Clozapine associated thrombocytopenia is a rare 
complication and there is limited number of 
published literature on this subject4-6. The 
hematologic side effects of clozapine are usually 
associated with leukocytes and neutrophils, therefore 
its effects on thrombocytes might be ignored. 
Thrombocytopenia, which is defined as a platelet 
count below 150*109/L, can cause mortality especially 
associated with bleeding, when platelet count is 
below 10*109/L. We aimed to present a clozapine 
related thrombocytopenia and its management in a 
residual schizophrenia case, which did not respond 
to any antipsychotics except clozapine; and to review 
the literature on this subject.

 CASE

 We report a case of a 37 years old male patient. 
He has been diagnosed to have residual 
schizophrenia according to DSM-IV-TR. According 
to the patient’s history obtained from himself and 
his family members, the symptoms started 15 

years ago. No response has been observed in the 
patient despite the fact that he used olanzapine, 
amisulpride, risperidone or quetiapine in 
adequate dose and time on various occasions until 
a year ago. Since last year, he has been treated 
with clozapine up to 400 mg/day. With clozapine 
treatment, remarkable improvement has been 
emerged in his negative and positive symptoms. 
During this period, the patient had routine 
hematologic monitoring which showed no 
abnormalities. Approximately one year later, when 
the patient was still under 400 mg/day clozapine 
treatment, the platelet count was found to be 
50*109/L while leukocyte or neutrophils counts 
were normal. After this finding, the patient 
consulted the internal medicine clinic. According 
to the hematologic examinations including INR, 
bleeding time, peripheral blood smear, whole 
blood cell count and the physical examination 
performed by an internist including body 
temperature there were no other abnormalities 
found that could cause thrombocytopenia, 
therefore thrombocytopenia had been associated 
with clozapine. Clozapine treatment was stopped 
immediately and the patient was told to come 
back in a week for control. The patient did not 
have any symptoms except mild social withdrawal 
and insomnia after this period of one week and the 
thrombocytes count was 328*109/L. We have 
reinitiated clozapine treatment at low doses. When 
it was increased to 200 mg/day, the thrombocytes 
count decreased to 307*109/L. After that, the 
clozapine dosage has been increased to 400 mg/
day gradually. The thrombocyte count was above 
150*109/L on weekly hemograms and the same 
treatment has been followed.
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 DISCUSSION

 One of the common reasons of hematologic 
a b n o r m a l i t i e s  i s  p s y c h o t r o p i c  d r u g s 8. 
Hematologic abnormalities related to clozapine, 
one of the most effective drugs in schizophrenia 
treatment, include mainly agranulocytosis, 
leucopenia, neutropenia, eosinophilia7 and rarely 
low platelet count5. Thrombocytopenia is a 
decrease in platelet count below 150*109/L. While 
mild decreases in thrombocyte count cause no 
symptoms, platelet counts less than 12*109/L can 
cause spontaneous bleeding which requires 
medical intervention, and platelet counts less 
than 6*109/L can cause bleeding that may 
threaten life8. The marketing authorization holder 
of the medication suggests terminating the 
medication when thrombocyte count decreases 
below 100*109/L and continuing when it is 
between 150 *109/L and 450*109/L. In our case, the 
thrombocyte count was found 50*109/L in a 
routine control and clozapine treatment was 
stopped according to this suggestion. When 
platelet count increased to normal range, the 
treatment was continued.
 In a study conducted in Italy for investigating 
the hematologic effects of clozapine; only 2 out of 
2404 patients (0.08%) had thrombocytopenia and 
those two cases recovered spontaneously9. 
Moreover, in a study conducted together in 
England and Ireland, 6 out of 6316 patients 
(0 .09%)  had thrombocytopenia 10.  Whi le 
t h r o m b o c y t o p e n i a  i s  r a r e  a n d  u s u a l l y 
asymptomatic as seen in incidence studies, in one 
study it was manifested by bleeding from nose 
and the platelet counts went back to normal after 
stopping treatment4. In our case, absence of the 
clinical problems is possibly due to the 
identification of thrombocytopenia in a routine 
control.
 W h i l e  t h r o m b o c y t o p e n i a  r e c o v e r s 
spontaneously in most cases like ours11, it has 
been reported in some cases that it lasted 
respectively for 13 weeks and 40 months after 
stopping treatment6. In these cases, the long 
r e c o v e r y  p e r i o d s  w e r e  a s s o c i a t e d  w i t h 

immunological mechanisms6. 
 Stopping the treatment due to hematologic 
abnormalities associated with clozapine, may 
cause difficult situations for the clinician and the 
patient. It can cause relapses. For the patients 
that do not respond to other antipsychotic drugs, 
reinitiating clozapine treatment is suggested 
despite the risks12. However, if thrombocytopenia 
occurs again after reinitiating clozapine 
t r e a t m e n t ,  t h e  d r u g  m u s t  b e  s t o p p e d 
permanently6. In our case, we decided to 
continue the clozapine treatment because there 
were no abnormalities found in follow up blood 
counts.
 While leukocyte count is a main clinical 
procedure for the patients undergoing clozapine 
treatment, it is not the same for platelet count. It 
has been shown in a study that while clozapine 
has not restricted the bone marrow maturation, it 
impaired thrombopoiesis5. Therefore, some 
authors suggest routine platelet count for patients 
undergoing clozapine treatment in order to 
prevent the bone marrow suppression.
 In conclusion, clozapine treatment can rarely 
cause thrombocytopenia. Because of this reason, 
when patients undergoing clozapine treatment 
are evaluated, the platelet count as well as 
leukocyte count should be monitored. If 
thrombocytopenia is not accompanied by other 
blood cell abnormalities, the patient’s response to 
other treatments as well as the functionality and 
severity of psychiatric symptoms should be 
evaluated all together and the decision of 
continuing the clozapine treatment should be 
made separately for each patient.

 1Assist. Prof., Dumlupinar University School of 
Medicine, Department of Psychiatry, 
Kutahya - Turkey   
 2M.D., Bezmialem Vakif University School of 
Medicine, Department of Psychiatry, 
Istanbul - Turkey
 3Prof., Bezmialem Vakif University School of 
Medicine, Department of Psychiatry, 
Istanbul - Turkey



291Klinik Psikofarmakoloji Bülteni, Cilt: 24, Sayı: 3, 2014 / Bulletin of Clinical Psychopharmacology, Vol: 24, N.: 3, 2014 - www.psikofarmakoloji.org

Ozturk A, Deveci E, Dursun A E, Soyucok E, Kirpinar I

 Corresponding author: Dr. Ahmet Öztürk
 Dumlupinar University School of Medicine, 
Department of Psychiatry, Kutahya - Turkey
 Email address: doktorahmet23@hotmail.com

 This letter was accepted for publication in 
february 20, 2014.

 Declaration of interest:
 A.O., E.D., A.E.D., E.S., I.K.: The authors reported 
no conflict of interest related to this article.

References:
1. Uzun Ö, Özşahin A, Özmenler KN, Doruk A, Battal 

S. Clozapine in treatment-resistant schizophrenia: 
Followed-up study for three years. Bulletin of Clinical 
Psychopharmacology 2000;10(2):74-80. (Turkish)

2. McEvoy JP, Lieberman JA, Stroup TS, et al. Effectiveness of 
clozapine versus olanzapine, quetiapine, and risperidone in 
patients with chronic schizophrenia who did not respond 
to prior atypical antipsychotic treatment. Am J Psychiatry 
2006;163(4):600-10. [CrossRef]

3. Alvir JMJ, Lieberman JA, Safferman AZ, Schwimmer JL, 
Schaaf JA. Clozapine-induced agranulocytosis: Incidence 
and risk factors in the United States. N Engl J Med 
1993;329(3):162-7. [CrossRef] 

4. Durst R, Dorevitch A, Fraenkel Y. Platelet dysfunction 
associated with clozapine therapy. South Med J 
1993;86(10):1170-2. [CrossRef]

5. Mihaljevi-Peles A, Jakovljevic M, Mrsic M, Sagud M. 
Thrombocytopenia associated with clozapine and 
fluphenazine Nordic Journal of Psychiatry 2001;55(6):449-
50. 

6. Gonzales MF, Elmore J, Luebbert C. Evidence for immune 
etiology in clozapine-induced thrombocytopenia of 
40 months’ duration: A case report. CNS Spectrums 
2000;5(12):17-8. 

7. Hampson ME. Clozapine-induced thrombocytosis Br J 
Psychiatry. 2000;176(APR.):400. [CrossRef]

8. Lacey JV, Penner JA. Management of idiopathic 
thrombocytopenic purpura in the adult. Semin Thromb 
Hemost 1977;3(3):160-74. 

9. Lambertenghi Deliliers G. Blood dyscrasias in clozapine-
treated patients in Italy. Haematologica 2000;85(3):233-7. 

10. Atkin K, Kendall F, Gould D, Freeman H, Lieberman J, 
O’Sullivan D. Neutropenia and agranulocytosis in patients 
receiving clozapine in the UK and Ireland. Br J Psychiatry 
1996;169(OCT.):483-8. [CrossRef]

11. Kate N, Grover S, Aggarwal M, Malhotra P, Sachdeva 
MS. Clozapine associated thrombocytopenia. Journal of 
Pharmacology and Pharmacotherapeutics 2013;4(2):149-51. 
[CrossRef] 

12. Whiskey E, Taylor D. Restarting clozapine after neutropenia: 
Evaluating the possibilities and practicalities. CNS Drugs 
2007;21(1):25-35. [CrossRef]




