
























of increase in body mass at baseline in this subset of patients will be useful to determine the

threshold of weight gain that heralded impaired glycemic control.

Dr. Casey found the incidence of treatment-emergent hyperglycemia be 18%. However, the

patients studied were primarily older males. Thus, the incidence among the general

population of patients who took olanzapine remains to be determined. In addition, it is useful

to know the incidence of treatment emergent hyperglycemia by different body mass index

categories. In HGAJ trial, patients who were not obese had the greatest increase in body

weight. It would of interest to know whether non-obese patients at baseline had a

disproportional increase in risk of developing hyperglycemia.

VI) Proposed Studies

A) Exploration of GPRD database

1) Compare the incidence of treatment emergent hyperglycemia among patients who took

olanzapine and those who took risperidone and who took quietiapine?

2) Determine the absolute and percentage weight gain in patients who had taken

olanzapine for 22 weeks or more.

3) Determine the incidence of treatment emergent hyperglycemia among olanzapine

patients of different weight classes (8MI categories), different percentage weight gains,

and of different races. Compare these rates with matched control of non-schizophrenic

patients if possible.
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4) What are the average, median and range of the duration of olanzapine therapy of all

patients in the database regardless of whether they developed hyperglycemia? What are

they at the time of diagnosis of hyperglycemia?

5) What are the characteristics of patients who developed hyperglycemia after the initiation

of olanzapine?

6) Any risk factors of hyperglycemia: family history of diabetes, obesity, weight gain during

olanzapine therapy, pancreatitis and alcohol abuse?

7) What are the demographic characteristics of these patients?

8) What was the average dose of hyperglycemic patients as compared to all olanzapine

patients regardless of whether they experienced hyperglycemia? Was there a dose

dependency for hyperglycemia?

9) What are the hazard rates of various factors for hyperglycemia- obesity, race, weight

gain, dose, gender, duration of olanzapine therapy, family history of diabetes, alcoholism?

B) STUDIES TO DETERMINE THE ROLE OF WEIGHT GAIN ON TREATMENT

EMERGENT HYPERGLYCEMIA

The ideal study method is clinical trial. The drawbacks are difficulty in controlling weight

gain and costs of study.

Study with rhesus monkeys is an alternate solution which offer answer at a reduced cost,

and reliable weight control through caloric restriction. However, the drawback is that it

requires extrapolation of findings to humans.

C) STUDIES TO DETERMINE THE EFFECT OF OLANZAPINE ON INSULIN SENSITIVITY

Charles already has a plan to study this in humans.
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