LEUCOPENIA DURING THERAPY WITH RISPERIDONE LONG-ACTING INJECTABLE: two case reports
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RISPERIDONE LONG-ACTING INJECTABLE: LEUCOPENIA

Hematological abnormalities are frequently encountered during treatment with antipsychotic drugs. Most of these are mild and of no clinical significance, but in a small minority of patients, hazardous, potentially life-threatening hematological effects, including leucopenia and agranulocytosis can occur due to a combination of pharmacological and host factors (1). Clozapine is associated with several well-known abnormalities of blood cell count (2), but some case reports associate novel antipsychotics, such as risperidone with leucopenia and agranulocytosis (3,4,5). This report describes two cases of leucopenia under treatment with risperidone long-acting injectable, suggesting the necessity of early recognition of leucopenia in order to prevent occurrence of potentially life-threatening agranulocytosis.
CASE REPORT 1
Patient M-M (male, age 29, an administrative officer), with diagnosis of schizophrenia, according to DSM-IV-TR, was hospitalized because of psychotic symptoms on University Department, Vrapce Psychiatric Hospital, Zagreb, during May 2005. After admission, laboratory examination was performed, with the following results: 

White blood cells (WBC) 2.2 (4.5-11.0x10 3 /mm 3), Red blood cell count (RBC) 4.35 (4.4 – 5.8 x 10 6/µL3), Hemoglobin 13,9 (13.0-18.0 g/dl), Hematocrit 38,9% (37.0% - 49.0% of red blood cells), Mean corpuscular volume (MCV) 89.3 (78-100 µm3), Mean corpuscular hemoglobin (MCH) 31.9 (25.0-35.0 pg/cell), Mean corpuscular hemoglobin concentration (MCHC) 35,8 (31.0-37.0 g/dl), Platelets 239 (130 – 400 x 10 3µL).

The values of biochemistry and urinalysis were in referent ranges. The physical exam was performed, and results were normal. Previous to hospitalization, patient received five risperidone long-acting injectables during outpatient treatment. The dosage of risperidone long-acting injectables was 50 mg every two weeks. Before treatment with risperidone long-acting injectables was initiated, the patient was taking risperidone tablets in daily dosage of 4 mg for a period of one year, and during this time the patient's condition was stable. During that period laboratory examination was performed every two weeks during first month and after that every two months, and values of laboratory parameters were in referent ranges. The therapy with risperidone long-acting injectables was initiated at patient's request - it was more convenient for the patient to take medication ones every two weeks. The patient denied taking any other medication beside risperidone long-acting injectable, which suggested that low values of leukocytes were associated with this therapy. Admission of risperidone long-acting injectable was terminated. The patient was transferred to Hematological Department of Internal Medicine, where the laboratory parameters were obtained, showing improvement in values during ten days. After ten days of hospitalization on Hematological Department of Internal Medicine the patient was transferred back to the University Department. After returning to the University Department, therapy with olanzapine orally disintegrating tablets was initiated. Olanzapine was administered in daily dosage of 10 mg, in the evening. Laboratory testing was repeated after two days, and values of WBC count were in referent ranges. The following laboratory testing was performed on weekly basis and values of WBC count were in referent ranges, as well as other values of complete blood count (CBC). The patient was discharged from the hospital after 30 days of hospital treatment. After the patient was discharged from the hospital, laboratory values were performed on monthly basis and the values remained in referent ranges.
CASE REPORT 2
Patient D-B (female, age 38, an economist), with diagnosis of schizoaffective disorder, according to Diagnostic and statistical  manual of mental disorders (DSM-IV-TR), was hospitalized because of psychotic symptoms, as well as aggressive behavior on University Department, Vrapce Psychiatric Hospital, Zagreb, during January 2007. After admission to hospital, laboratory examination was performed, with the following results:
White blood cells (WBC) 2,5 (4.5-11.0x10 3 /mm 3), Red blood cell count (RBC) 4,51 (3.9 – 5.2 x 106/µL3), Hemoglobin 14,6 (12.0-16.0 g/dl), Hematocrit 39,7% (36.0% - 46.0% of red blood cells), Mean corpuscular volume (MCV) 83,7 (78-102 µm3), Mean corpuscular hemoglobin (MCH) 32,1 (25.0-35.0 pg/cell), Mean corpuscular hemoglobin concentration (MCHC) 33,7 (31.0-37.0 g/dl), Platelets 341 (130 – 400 x 10 3µL),

The values of biochemistry and urinalysis were in referent ranges. The patient was examined by the specialist of internal medicine, who advised further monitoring of laboratory values. Previous to hospitalization, patient received seven risperidone long-acting injectables during outpatient treatment. The dosage of risperidone long-acting injectables was 25 mg every two weeks. Before treatment with risperidone long-acting injectables was initiated, the patient was taking risperidone tablets, in daily dosage of 2 mg, for a period of two years and during this time the patient's condition was stable. During that period laboratory examination was performed every two weeks during first month and after that every two months, and values of laboratory parameters were in referent ranges. As in the first case, the therapy with risperidone long-acting injectables was initiated at patient's request, since it was more convenient for the patient to take medication ones every two weeks. The patient denied taking any other medication beside risperidone long-acting injectable, which suggested that low values of leukocytes were associated with this therapy. Admission of risperidone long-acting injectable was terminated. Therapy with quetiapine was initiated in daily dosage of 50 mg. The daily dosage was increased on 100 mg on the third day of therapy with quetiapine. Laboratory testing was repeated after two days, showing improvement in WBC count. The daily dosage of quetiapine was increased on 200 mg on the fourth day and 400 mg on the sixth day. On the eighth day the dosage was increased on 600 mg and this daily dosage remained until the end of hospital treatment. The following laboratory testing was performed on weekly basis and values of WBC count were in referent ranges, as well as other values of CBC. The patient was discharged from the hospital after 32 days of hospital treatment. After the patient was discharged from the hospital, laboratory values were performed on monthly basis and the values remained in referent ranges.
DISCUSSION
Psychotropic medications have been known to cause blood dyscrasias, including neutropenia, and since the advent of clozapine, this side effect is now increasingly being recognized. Almost all the major classes of psychotropic medications have been associated with neutropenia (6). In the described two cases of patients receiving therapy with risperidone long-acting injectable leucopenia occurred during treatment with this medication. In both cases leucopenia was discovered by serendipity, after routine examination of laboratory parameters. In one case, the dosage was 50 mg every two weeks, and in the other case it was 25 mg every two weeks, suggesting that leucopenia can occur when either one of these dosages are administered. In both described cases therapy with risperidone long-acting injectable was initiated after therapy with risperidone tablets, during which no significant decrease in WBC count was confirmed. 

On the other hand, there are cases suggesting different perspective. Two cases were reported who developed blood dyscrasias, involving neutropenia and thrombocytopenia respectively, after treatment with phenothiazine and butyrophenone antipsychotics. A subsequent good therapeutic response was obtained with risperidone. It is suggested that risperidone may be considered as an alternative when blood dyscrasias occur with classic antipsychotics (7).
Another issue is the period of action of risperidone long-acting injectable which is significantly longer compared to tablets, which makes it more difficult to deal with leucopenia. 

These case reports suggest the necessity of follow up of WBC count in the patients taking risperidone long-acting injectable, even after a period of treatment with risperidone tablets, in order to recognize leucopenia and prevent occurrence of potentially life-threatening agranulocytosis. Further observation is necessary for more precise understanding of this condition, particularly with respect that both of these patients were taking risperidone tablets prior to administration of risperidone long-acting injectable, with no decrease in the values of leucocytes. 
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