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Genetic Variation and Phenotype Characterization

The phenotype is an observed characteristic, such as drug clearance
or rate of metabolism. The phenotype is influenced not only by a person’s
genetic makeup (i.e., genotype), but also by other factors, including age,
sex, disease state(s), smoking, alcohol, and diet. Initial observations
suggesting the presence of polymorphic CYP-medicated oxidative
- metabolism were based ion interindividual differences in an observed
characteristic (7.e., phenotype). An exaggerated response to the
antihypertensive drug debrisoquine or the discovery of defective
N-oxidation of sparteine, an antiarrhythmic and oxytocic drug, was
reported in a small number of subjects being treated with one of these
drugs. Subsequent studies revealed the genetic basis for these
observations as being a polymorphism in the C¥P2D6 gene. These drugs
were used later in large population studie§ito classify subjects on the basis
of function (i.e., enzymie activity) as being “poor metabolizers”,
“Intermedicate metabolizers”, “éxtensive metabolizers”, or “ultrarapid
metabolizers”. This is illustrated in€siimated by the debrisoquine -
metabolic ratio, which variesyl,000-fold. Thus, in these studies,
debrisoquine and sparteine served as“probe drugs” to characterize
enzyme activity. '
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Community Pharmacy Practice: The Context of the System

As this pilgrimage continues toward asserting a role in optimizing the
medication use process (i.e., pharmaceutical care), community pharmacy
is not yet there in its nascent measure of success. Progress has been made
in cognitive services remuneration and some score carding based upon
improvement in economic, clinical, and humanistic patient outcomes;
however, the customary success metrics for community pharmacy remain
focused upon the processing of Rxs rather than the outcome associated
with appropriate medication management by pharmacists. Continuing in
the classical metric tradition, in 2002 the 54,000 community pharmacies
processed, on average, 56,550 Rxs per pharmacy at an average price of
$54. For the first time in recent history, the 2002 Rx market sagged
compared to previous years. While a decade earlier Rx volume (both
number of Rxs and revenue from Rxs) rose unabated at 8% to 10% per
year, 2002 was flat with 2001,
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& ~ Translate the text and answer the following questions.

Obesity is an excessive accumulation of body fat secondary to poor
appetite regulation and decreased energy metabolism. Appropriate
treatment of the overweight/obese patient requires assessment of the
degree of overweight and overall risk status. The best method is to
measure the BMI which is associated with total body fat content. The waist
circumference is an independent predictor of risk factors and morbidity and
correlates to abdominal fat contents. A comprehensive treatment approach
to obesity includes a weight loss diet, exercise, supportive psychotherapy,
and behavioral modification techniques. Medication should be considered
only for patients with a BMI> 30 without risk factors or > 27 with an
obesity-related risk factor. Anorectic medications or lipase inhibitors should
not be considered a replacement for diet, behavioral maodification, and

“exercise, but rather as add-on therapy. Obese patients should be evaluated
for hypothyroidism because it is a potential cause of weight gain. However,
use of thyroid hormones to cause weight reduction in patients with normal.
thyroid function is not recommended. (15 points)

""" Questions :
1~ What is the metric conversion formula of BMI? (4 points)
2~ What are the obesity-related fisk factors? (6 points)
3 ~ What are the four main types of weight loss medications? List one for each
type. (8 points)
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