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NO MORE EXCUSES!
let's Get (igal’ ettes Qut of Pharmacies!

1 ince 1977, the Great American Smokeout has been observed on
the third Thursday in November. On at least this one day out
of the year, many think about, and some take action regarding,

the devastating smoking-related illnesses and suffering that result in
the deaths of more than 440,000 Americans each year. Why does our
society that, in many respects, seems preoccupied with the problems of
healthcare, its cost, and insurance coverage, tolerate this situation?

Some years ago I was a participant in a program on the consequences
of smoking in which a physician panel member made the following
statement that was so bold that I still recall it verbatim: “The tobacco
industry should be treated as a criminal enterprise that thrives on
addiction and murder.” The latest outrage perpetrated by this industry

is the recent discovery

to implement other systems than
discontinue the sale of
these products.

exceptions) continue to sell cigarettes. In 2000, and again in 2003,
I wrote letters to the CEOs of 25 of the largest chain pharmacy
organizations in the country encouraging them to assume a leadership
position in chain pharmacy by discontinuing the sale of tobacco
products. I did not receive one response. However, their silence sends
a clear and unfortunate message—they just don’t care about the health
of the people who buy cigarettes in their stores. In fact, some, when
challenged by evidence of sales of cigarettes to minors, would rather
spend substantial amounts of money to reprogram cash registers and
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in a position to take to protect and improve public health. We should
have no association with an industry that for many years denied that
its products were addictive and carcinogenic, and which, most recently,
has deceptively increased the nicotine content of cigarettes. We must
not sell cigarettes in pharmacies when we want pharmacies to be
considered as sources of healthcare.

the possibility of a pharmacy
being slightly less profitable.
Actually, I am confident that a
reduction in profit does not have
to be experienced as the space and
resources currently allocated to
tobacco products can be devoted
to products and services that can

Incretins are naturally occurring
hormones that increase insulin
secretion in the presence of
elevated glucose concentrations
(e.g., following meals). In 2005,
exenatide (Byetta) was marketed
as the first agent for the
treatment of diabetes mellitus
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Paying %155 Million
Means Never Having to Say

You are Sorry
(or Admit to any Wrongdoing)

n late October it was announced that Medco Health Solutions would
Ipay $155 million to settle charges brought against it by the Department

of Justice. The charges brought by the government were based, in part,
on information provided by several whistle-blowing pharmacists who used to
work for Medco and included allegations that Medco submitted false claims
to the government, solicited and accepted kickbacks from pharmaceutical
companies to favor their drugs, paid kickbacks to health plans to obtain
business, destroyed valid prescriptions it could not dispense on a timely
basis to avoid paying penalties under its contracts, underfilled prescriptions,
used drugs other than those prescribed to earn rebates from pharmaceutical
companies, and more.

As is often the case with settlements, the agreement does not require Medco
to admit any wrongdoing. This is the point that is emphasized in Medco’s
statement regarding the settlement; “After nearly seven years of inquiry, these
issues end as they began - with no finding of wrongdoing by Medco or any of
its people... Even though we did nothing wrong, for our company and our
clients it is the right decision to put these aged matters in the past.”

These statements invite several questions. Did the Department of Justice,

the whistle-blowing pharmacists, and others make up these allegations? If
there was no wrongdoing, would not an individual or company want to do
everything possible to demonstrate innocence? If there was no wrongdoing,
would a company be willing to pay as much as $155 million to avoid further
investigation and a trial? Does the statement, “...these issues end as they
began...,” somehow ignore that most would consider payment of $155 million
to be a major difference between the end and the beginning?

One thing is very clear. Admitting to no wrongdoing is not the same thing
as committing no wrongdoing. Indeed, statements made by Medco earlier in
the investigation indicated that concerns of the government were based on
the actions of some “rogue” employees who broke Medco’s rules and were
subsequently fired. Most would interpret such actions to be wrongdoing on
the part of individuals who were employed by Medco.

The Medco statement at the time of the settlement also noted, “Our business
practices today are widely regarded as setting the standard for our industry.”
This comment invites the question — If what has happened at Medco is
“setting the standard,” what must things be like in the rest of this industry?

There have been numerous charges brought against Medco and other large
pharmacy benefit managers (PBMs) in recent years by government agencies/
officials. However, as in this case, settlements have been reached that usually
involve payment of millions of dollars. The settlements do not resolve the
questions and suspicions that continue to exist. Government agencies should
accept the responsibility to pursue a definitive determination of whether
alleged actions are wrongdoing or not wrongdoing. The events that are alleged
are sufficiently serious that PBMs should be prevented from buying the
opportunity to claim that they were not involved in wrongdoing.

Daniel A. Hussar
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New Drug Review ow g Cnpaa

Sita gliptin D hosPhate (significant advantagels])

o in a scale of 1 to 5,
(Januvj-a) with 5 being the

Indications: highest rating
As an adjunct to diet and exercise to improve glycemic control in patients with Type 2
diabetes mellitus; used as monotherapy or in combination with metformin or a
thiazolidinedione (pioglitazone, rosiglitazone) when the single agent alone, with diet and exercise, does not provide
adequate glycemic control.

Comparative drugs:

Exenatide (Byetta), metformin (e.g., Glucophage), pioglitazone (Actos), rosiglitazone (Avandia)

Advantages:

* Has a unique mechanism of action;

* Less likely to cause adverse events (e.g., less likely than exenatide and metformin to cause gastrointestinal effects; less likely than
pioglitazone and rosiglitazone to cause edema and weight gain);

® Less likely to interact with other drugs;

* May be used in patients with renal impairment (with adjustment of dosage; compared with metformin that is contraindicated);

* May be used in patients with congestive heart failure (compared with metformin that is contraindicated in patients requiring
treatment for congestive heart failure);

¢ Is administered orally (compared with exenatide that is administered subcutaneously);

¢ Is in Pregnancy Category B (compared with exenatide, pioglitazone, and rosiglitazone that are in Category C [metformin is in
category B]).

Disadvantages:

* May reduce hemoglobin A1C to a lesser extent than the other agents;

* Indications are more limited (e.g., compared with metformin, pioglitazone, and rosiglitazone that are also indicated
for use in combination with sulfonylureas and insulin);

* Not available in combination formulations with other antidiabetic agents (compared with metformin, pioglitazone,
and rosiglitazone).

Conclusions:

Sitagliptin has a mechanism of action that is unique among the antidiabetic agents. It inhibits dipeptidyl peptidase-4 (DPP-
4), an enzyme that inactivates incretins (hormones that increase insulin secretion). Inhibition of DPP-4 slows the inactivation
of incretins, thereby increasing and prolonging their action. Sitagliptin is effective in improving glycemic control when used
as monotherapy or in combination with metformin, pioglitazone, or rosiglitazone. However, the reduction of hemoglobin
A1C reported with its use (0.6%-0.8%) is not as pronounced as with other agents (e.g., metformin).

Sitagliptin is well tolerated and is less likely than the other antidiabetic agents to cause adverse events and to interact with
other medications. It is much less likely than exenatide and metformin to cause gastrointestinal adverse events, and much less
likely than pioglitazone and rosiglitazone to cause edema and weight gain. Although its clearance is reduced in patients with
impaired renal function, it can be used (in a reduced dosage) even in patients with severe renal impairment. In contrast, the
use of metformin is contraindicated in patients with impaired renal function because of the increased risk of lactic acidosis.

The effectiveness of sitagliptin following oral administration is an advantage over exenatide that is administered
subcutaneously. It is administered once a day without regard to food.

Sitagliptin is a very useful addition to the group of antidiabetic agents. Its unique mechanism of action and excellent safety
profile may extend the effectiveness of combination regimens that are administered orally and avoid the need to initiate the use
of insulin. The greatest value of sitagliptin is in patients with diabetes who also have other complications (e.g., impaired renal
function, congestive heart failure) that contraindicate or otherwise limit the use of metformin, pioglitazone, or rosiglitazone.
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Discussion

insulin secretion in the presence of elevated glucose

concentrations (e.g., following meals). In 2005, exenatide
(Byetta) was marketed as the first agent for the treatment of
diabetes mellitus that acts by increasing the action of incretins.
Exenatide is administered subcutaneously as adjunctive therapy
in patients with type 2 diabetes who have not achieved adequate
glycemic control with the use of metformin (e.g., Glucophage)
and/or a sulfonylurea (e.g., glyburide).

InCI‘CtinS are naturally occurring hormones that increase

In late 2006, sitagliptin phosphate (Januvia-Merck) was marketed
as the first of a new class of antidiabetic agents that can be
administered orally to increase the action of incretins. The incretins
are rapidly inactivated by the enzyme dipeptidyl peptidase-4 (DPP-
4). Sitagliptin is a DPP-4 inhibitor that slows the inactivation

of incretins, thereby increasing and prolonging their action.

The new drug is indicated as an adjunct to diet and exercise to
improve glycemic control in patients with type 2 diabetes mellitus,
either as monotherapy or in combination with metformin or a
thiazolidinedione (pioglitazone [Actos], rosiglitazone [Avandia])
when the single agent alone does not provide adequate glycemic
control. It is not effective in the treatment of type 1 diabetes mellitus
or in the treatment of diabetic ketoacidosis.

In the clinical studies, treatment with sitagliptin provided clinically
significant improvements in hemoglobin A1C, fasting plasma
glucose, and 2-hour postprandial glucose compared to placebo.
When used as monotherapy, sitagliptin reduced A1C by 0.6%

- 0.8% compared with placebo and, when used with metformin or
pioglitazone, reduced A1C by approximately this same percentage
compared to the placebo plus metformin or pioglitazone regimens.

Sitagliptin is well tolerated and the overall incidence of adverse
events reported in the clinical studies was similar to that reported
with placebo. The adverse events reported most often include upper
respiratory tract infection (6%), nasopharyngitis (5%), and headache
(5%). The new agent does not cause hypoglycemia and is not likely
to cause hypoglycemia when used in combination with metformin
or a thiazolidinedione. However, its concurrent use with an agent
that is known to cause hypoglycemia (e.g., sulfonylureas, insulin)
should be closely monitored.

The use of some antidiabetic agents (e.g., sulfonylureas,
thiazolidinediones) has been associated with weight gain, whereas
the use of exenatide has been associated with weight loss. In the
studies of sitagliptin, there was no or little change in body weight
compared with baseline.

Like metformin, sitagliptin is classified in Pregnancy Category B,

whereas exenatide, pioglitazone, and rosiglitazone are classified in
Category C. The effectiveness and safety of sitagliptin in pediatric
patients have not been established.

Following oral administration, sitagliptin is rapidly absorbed and
it may be administered without regard to food. It is metabolized to
only a limited extent and approximately 80% of a dose is excreted
unchanged in the urine. The concurrent use of sitagliptin and
digoxin has been reported to cause a slight increase in the AUC
(11%) and peak concentration (18%) of the latter agent. An
adjustment in dosage is not considered necessary but concurrent
use should be closely monitored. Sitagliptin is less likely than most
other antidiabetic agents to interact with other medications.

The recommended dosage of sitagliptin is 100 mg once a day. The
clearance of the drug is reduced in patients with renal insufficiency
and the dosage should be reduced to 50 mg once a day in patients
with moderate renal insufficiency and to 25 mg once a day in
patients with severe renal insufficiency.

Sitagliptin phosphate

is supplied in

tablets in quantities
equivalent to 25 mg,

50 mg, and 100 mg

of sitagliptin base. A
formulation containing a
combination of sitagliptin
and metformin is under
development. Several other
DPP-4 inhibitors are being
evaluated in clinical trials.

Daniel A. Hussar
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