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ABSTRACT

This study investigated the effect of orlistat (Xenical®), a gastrointestinal
lipase inhibitor, on body weight, glycemic control and cardiovascular risk factors in
obese type 2 diabetic patients. Twenty-eight (14 orlistat, 14 placebo) subjects
completed the 24-week, randomized, double-blind, placebo-controlled study. Subjects
(BMI of 31-33 kg/m2, HbAc of 9.1-9.7%) were randomized into 2 groups, receiving
either placebo or orlistat (120mg) three times a day, combined with a hypocaloric diet
(600 kcal/d deficit, a minimum of 1200 kcal/d), containing 50% carbohydrate, 30% fat
and 20% protein. After 24 weeks, hypocaloric diet was maintained and subjects were
followed up for 3 months.

After 24 weeks, the orlistat group lost significantly more weight (-3.0£2.4 kg
or -3.9+3.1%) than the placebo group (-1.1%+2.3 kg or -1.2+3.2%, p<0.05). None of
the placebo but 35.7% of the orlistat group lost >5% of their initial body weight.
Waist circumference was significantly reduced in the orlistat compared with the
placebo group (-3 vs +1 cm, p<0.05). HbA;c and FPG in the orlistat group fell
significantly (orlistat vs placebo: HbAc, -1.54% vs —0.74%, FPG, -54 vs —20 mg/dL).
However, no significant change in HbA;c was found between the two groups. Total
cholesterol reduction was significantly seen in orlistat recipients by 10.5% at wk 12
compared with placebo recipients (+2.6%, p<0.05). Orlistat did not affect LDL-C,
HDL-C, LDL-C:HDL-C ratio and triglycerides. Bone mineral content in the orlistat
group reduced significantly, but there was no significant difference between the
orlistat and placebo (-6.8% vs —2.9%). Systolic and diastolic blood pressures seemed
to decrease more in the orlistat group. Concentrations of vitamins and minerals
including hematologic, and biochemical profiles remained stable except the significant
reduction of SGOT in both groups. Oily evacuation was the only GI event found in
this study. Orlistat was well tolerated and GI event tended to improve with time.

During follow-up, significant weight regain of 1.2 kg was seen after 1-month
withdrawal of orlistat. Significant group difference in HbA;c changes was found at
the withdrawal period (week 28, 32). This implied a long-term effect on glycemic
control after withdrawal of orlistat.

The results demonstrate that orlistat (120 mg) three times daily is an efficient
drug for producing weight reduction and improving glycemic control than dietary
intervention alone in obese Thai adults with type 2 diabetes.
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