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Schizophrenia treatment guidelines: side effects 
SUMMARY

The objective of this paper is to review therapeutic ways of management of antipsychotics' side effects. In order to obtain this, modern guidelines were investigated, as well as recent articles on this subject. Guidelines recommend that side effects should be monitored regularly, and the side effect profile of the prescribed antipsychotic should be considered. In case of unacceptable side effects, changing to a different antipsychotic is recommended.
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INTRODUCTION
Evidence based psychiatry and treatment guidelines have a significant role in raising the quality of mental health care and treatment, as well as in providing order where chaos reigns. The purpose of treatment guidelines and algorithms is to provide psychiatrists, health authorities, patients and their families with best evidence for making treatment decisions (1).

Monitoring of side effects of antipsychotic is a part of everyday clinical practice, and although our knowledge about side effects has increased, clinicians are faced daily with this problem, and being forced to find options on the management of different side effects and their imapact on health, patients' functioning, quality of life and treatment compliance. 
The objective of this paper is to review therapeutic ways of management of antipsychotics' side effects. In order to obtain this, modern guidelines were investigated, as well as recent articles on this subject.
METHODS OF LITERATURE RESEARCH 
Literature research included recomendations regarding management (monitoring) of side effects of antipsychotics from modern algorithms for treatment of schizophrenia and recent articles on this subject. Recommendations regarding management (monitoring) of side effects of antipsychotics from the following guidelines were considered:

American Psychiatric Association. Practice guideline for the treatment of patients with schizophrenia, 2nd ed. (APA 2004). (2)
Royal Australian and New Zealand College of Psychiatrists clinical practice guidelines for the treatment of schizophrenia and related disorders. Royal Australian and New Zealand College of Psychiatrists Clinical Practice Guidelines Team for the Treatment of Schizophrenia and Related Disorders (RANZCP 2005). (3)
Canadian Psychiatric Association Working Group Members. Clinical Practice Guidelines Treatment of Schizophrenia, 2005. (4)
National Institute for Clinical Excellence. Guidance on the use of newer (atypical) antipsychotic drugs for the treatment of schizophrenia (NICE 2002). (5)
CONTENT ANALYSIS OF GUIDELINES AND LITERATURE
The investigated guidelines recommend that side effects should be monitored regularly (2-5).
It is critical to assess continuing side effects that may have been present in the acute phase and to adjust pharmacotherapy accordingly to minimize adverse side effects that may otherwise lead to medication nonadherence and relapse. The available antipsychotic medications are associated with differential risk of a variety of side effects, including neurological, metabolic, sexual, endocrine, sedative, and cardiovascular side effects. Monitoring of side effects based on the side effect profile of the prescribed antipsychotic is warranted (2). Baseline MRI scan, neurocognitive assessment, neurological examination for neurological abnormalities and movement disorder, ECG, height and weight (BMI), illicit drug screen, lipid profile and fasting serum glucose (and/or HbA1c) are all part of optimal initial assessment (3). Regular and ongoing evaluations are equally necessary when patients respond to medications, when they fail to respond, and when they develop side effects. Standardized scales are useful tools for baseline and later assessments. During Stabilization Phase assessments should take place at least every 3 months to achieve optimal dosages and choice of antipsychotic medications and to monitor for drug-induced side effects (4). Sexual function and side-effects should be reviewed regularly and backed up by measurement of prolactin levels where indicated (3). 
While longer-term data are required, the limited evidence available clearly indicates that the atypical antipsychotics have a decreased liability of tardive dyskinesia, approximately 1% compared with 5% for typical agents annually (6). Like clozapine, the other atypical antipsychotics also demonstrate antidyskinetic properties in individuals with preexisting tardive dyskinesia (6). In the study that compared recent estimates of incidence and prevalence of TD identified with some modern APDs to the epidemiology of TD in the earlier neuroleptic era, available evidence suggested that the risk of TD may be declining, but longitudinal studies of patients never treated with traditional neuroleptics and exposed to only a single modern APD are required to quantify TD risks with specific drugs (7).
During the stable phase of treatment it is important to routinely monitor all patients treated with antipsychotics for extrapyramidal side effects and the development of tardive dyskinesia (2). 6 monthly examination for signs of tardive dyskinesia should be carried out (3).
Increasing numbers of reports concerning diabetes, ketoacidosis, hyperglycaemia and lipid dysregulation in patients treated with second-generation (or atypical) antipsychotics have raised concerns about a possible association between these metabolic effects and treatment with these medications (8). 
Weight gain occurs with most antipsychotic agents. Up to 40% of patients treated with FGAs gain weight, with the greatest risk associated with the low-potency antipsychotics (9). While demonstrating several advantages over first-generation antipsychotics, second-generation antipsychotics have been found to cause or exacerbate several metabolic disorders, including diabetes, obesity, dyslipidemia, and metabolic syndrome. These disorders are closely linked and consistently associated with the development of cardiovascular disease, with varying prevalence rates depending on the second-generation antipsychotic used (10). In general, the rank order of risk observed for the second-generation antipsychotic medications suggests that the differing weight gain liability of atypical agents contributes to the differing relative risk of insulin resistance, dyslipidaemia and hyperglycaemia. From this perspective, a possible increase in risk would be predicted to occur in association with any treatment that produces increases in weight and adiposity. However, case reports tentatively suggest that substantial weight gain or obesity may not be a factor in up to one-quarter of cases of new-onset diabetes that occur during treatment (8). Because of the risk of weight gain associated with many antipsychotics, regular measurement of weight and body mass index (BMI) is recommended. Routine monitoring for obesity-related health problems (e.g., high blood pressure, lipid abnormalities, and clinical symptoms of diabetes) and consideration of appropriate interventions are recommended particularly for patients with BMI in the overweight and obese ranges. Clinicians may consider regular monitoring of fasting glucose or hemoglobin A1c levels to detect emerging diabetes, since patients often have multiple risk factors for diabetes, especially patients with obesity (2). Weight and BMI should be measured at the start of treatment, then monthly for 6 months and 3 monthly thereafter. Consultation with a dietician is advisable as is encouragement of regular exercise. Finally it may be necessary to consider a medication with a lower risk of weight gain if this does not respond or is marked. Fasting plasma glucose (or HbA1c) and lipid profile should be measured at baseline and at regular intervals during the course of treatment, along with other investigations as indicated (3). In the investigation that aimed to assess the diagnostic properties of 2 different screening guidelines for the detection of diabetes in patients diagnosed with schizophrenia, the sensitivity of 2 screening strategies was compared with the "gold standard": the OGTT. The 2 strategies were (1) assessing fasting glucose in all patients, as suggested by the American Psychiatric Association/ American Diabetes Association (APA/ADA), and (2) a screening strategy derived from the guidelines of the World Health Organization of assessing fasting glucose in all patients (step 1) and subsequently performing an OGTT in patients with impaired fasting glucose (step 2). The guidelines to detect diabetes as proposed by the APA/ADA did not sufficiently detect diabetes in this specific high-risk group. The alternative 2-step strategy was able to detect the vast majority of diabetes cases and should therefore be considered in the clinical routine of screening and monitoring patients with schizophrenia (11). Several management options of weight gain are available from choosing or switching to another drug, dietary advices, increasing physical activities, behavioural treatment, but the best approach seems to attempt to prevent the weight gain: patients beginning maintenance therapy should be informed of that risk, and nutritional assessment and counselling should be a routine part of treatment management, associated with monitoring of weight, BMI, blood pressure, biological parameters (baseline and three months monitoring of fasting glucose level, fasting cholesterol and triglyceride levels, glycosylated haemoglobin) (12). 
The experts stressed the importance of monitoring for health problems-especially obesity, diabetes, cardiovascular problems, HIV risk behaviors, medical complications of substance abuse, heavy smoking and its effects, hypertension, and amenorrhea-in patients being treated with antipsychotics (13). An article that reviewed the major published consensus guidelines for metabolic monitoring of patients treated with antipsychotic medications and selectively reviewed practice guidelines for the management of diabetes, dyslipidemia, and hypertension showed considerable consensus in the published guidelines. Areas of dissent included which patients to monitor, the utility of glucose tolerance testing, and the point at which to consider switching antipsychotics (14). 
If, with conventional antipsychotics, side effects are troublesome or symptom control is inadequate, an atypical should be offered. If conventional antipsychotics have been used and are not effective or are causing unacceptable side effects, it is recommended to change to an atypical antipsychotic. If an atypical is causing diabetes or excessive weight gain, this must be monitored or consider changing to a different atypical or a conventional antipsychotic (5).
By routinely performing physical health monitoring, referrals, and/or treatment for patients with schizophrenia and other forms of severe mental illness, mental health care providers can take a lead role in transforming the current system of fragmented mental and physical health services into a system focused on early intervention, wellness, and recovery (10). 
Understanding of the side effects of psychotropic drugs, including their metabolic consequences (weight gain, diabetes, dyslipidemia) is essential for the psychiatrics to avoid on the one hand a risk of lack of compliance, a discontinuation of the pharmacological medication and also a risk of relapse and rehospitalization, and on the other hand to avoid acute life threatening events (diabetic ketoacidocetosis and non ketotic hyperosmolar coma, long term risk complications of diabetes and overweight) (12).
CONCLUSION
Guidelines recommend that side effects should be monitored regularly, and the side effect profile of the prescribed antipsychotic should be considered. In case of unacceptable side effects, changing to a different antipsychotic is recommended.
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