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Over the several decades, increasing attention has been paid to the roles and regulatory mechanisms of pharmacological 
agents in the treatment of obesity. Many anorectic agents such as dl-fenfluramine can lead to substantial reduction in 

body weight. However, the effects of these anorectic and body weight-reducing agents are not uncommon and/or rebound 
weight gain may be observed following drug withdrawal. Moreover, dl-fenfluramine intake has showed anorectic property 
and weight-reducing effects are faded away in both human and experimental animals chronically medicated. In the present 
study, we performed several experiments that normal diet food and western diet, respectively habituated rats for a month each, 
and gave free options for food choices—both foods at the same time with dl-fenfluramine administration chronically—to 
investigate whether the reasons of pharmacologic tolerance problems of chronic systemic dl-fenfluramine administrations 
originate from long habituated food and/or specific food preference for taste and nutrient. In summary, dl-fenfluramine 
has known its pharmacologic effect disappeared by chronic treatments, however, its anti-appetite effect can be different by 
habituated foods. Therefore, we’d like to insist that the habituation or preference for specific nutrition and ingredient ratios of 
various foods in the obese patients can be very important to anticipate anti-obesity drugs’ pharmacological success or failure 
before showing their tolerance according to the dl-fenfluramine results.
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