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NEw YoRrRK — Physicians need to be
judicious in choosing a treatment goal for
controlling glycemia in patients with type
2 diabetes, three studies have shown.

It may not always be necessary or ap-
propriate to focus on treating a patient to
achieve a hemoglobin A, level of less
than 7.0%, Dr. John B. Buse said at a
meeting sponsored by the American Di-
abetes Association.

In some patients, reaching a goal of
less than 7.0% may require intensive
treatment with multiple oral antidia-
betes drugs, regimens that may cause
more harm than good. And many pa-
tients are not good candidates for inten-

A less stringent hemoglobin A,
goal than ‘less than 7.0% may
be appropriate for patients with
a history of severe
hyperglycemia and a limited life
expectancy.’

sive, multidrug regimens because of co-
morbidities or a limited life expectancy.

The recent study results were “a call to
clinical judgment,” said Dr. Buse, profes-
sor of medicine and director of the dia-
betes care center at the University of
North Carolina at Chapel Hill. “A less
stringent A, goal than less than 7.0% may
be appropriate for patients with a history
of severe hyperglycemia and a limited life
expectancy,” he said. “Do the best you can
[in lowering a patient’s HbA, . level], but
don’t be a lunatic about it.”

Another important message to physi-
cians who treat patients with type 2 dia-
betes is to “deal with blood pressure and
lipids at least as aggressively as you deal
with glycemia,” he said.

Dr. Buse gave the example of a patient
with type 2 diabetes on a regimen of met-
formin and 60 U/day insulin who has an
HbA, level of 7.2%, with a systolic blood
pressure of 127 mm Hg and a serum LDL
cholesterol level of 65 mg/dL. The patient
maintains a good diet and regular exercise.

“I wouldn’t add another oral antidia-
betes drug to try to get this patient to an
A, of 6.9%,” he said. “I don’t believe that
for this patient it will make much differ-
ence to go from 7.2% to 6.9%.” But, he
added, he would probably take a differ-
ent approach to adding more treatment
if the patient’s HbA, . level was 7.8%, “or
especially if it was 8.5%” on the same
regimen of metformin and insulin.

“The [percentage] of patients with an
A, of less than 7.0%, a systolic blood pres-
sure of less than 130 mm Hg, and a
serum level of [LDL] cholesterol of less
than 100 mg/dL who are on daily aspirin
and getting an annual flu shot is really
small—less than 10%” of all U.S. patients
with type 2 diabetes, Dr. Buse said in an
interview. “This shows how complicated
itis to take care of patients with diabetes.”

The three studies he cited, which had
their results reported last year or early this
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year, were the ACCORD, ADVANCE,
and VADT trials. The results of all three
showed that setting and reaching a target
HbA, . level of less than 7.0% in patients
with type 2 diabetes did not uniformly re-
sult in improved patient outcomes.

The ACCORD (Action to Control Car-
diovascular Risk in Diabetes) trial ran-
domized more than 10,000 patients with
an average HbA, . at baseline of 8.1% to a
target HbA, . of less than 6.0% or a target
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of 7%-8%. The HbA,. level that was
achieved during the study was an average
of about 6.4% in the intensive-interven-
tion group and an average of about 7.5%
in the control group. During an average
follow-up of 3.5 years, there was no sig-
nificant difference in the rate of the pri-
mary outcome (cardiovascular death, non-
fatal myocardial infarction, or nonfatal
stroke) in the two groups, but the inten-
sively treated group did show a statistically

Less-Stringent HbA, . Goal May Be Appropriate

significant increased rate of all-cause mor-
tality (N. Engl. J. Med. 2008;358:2545-59).
This finding led to a premature stop to the
study. The researchers who ran the study
concluded that the findings “identify a pre-
viously unrecognized harm of intensive
glucose lowering in high-risk patients with
type 2 diabetes.”

The ADVANCE (Action in Diabetes
and Vascular Disease) trial randomized
more than 11,000 patients with an aver-

of major depressive disorder in adults.
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¢ All patients treated with antidepressants should be monitored

appropriately and observed closely for clinical worsening, suicidality,
and unusual changes in behavior, especially during the first few

WARNING: SUICIDALITY AND ANTIDEPRESSANT DRUGS
Antidepressants increased the risk compared to placebo of
suicidal thinking and behavior (suicidality) in children, adolescents,
and young adults in short-term studies of Major Depressive Disorder
(MDD) and other psychiatric disorders. Anyone considering the use
of PRISTIQ or any other antidepressant in a child, adolescent, or
young adult must balance this risk with the clinical need. Short-term
studies did not show an increase in the risk of suicidality with
antidepressants compared to placebo in adults beyond age 24;
there was a reduction in risk with antidepressants compared
to placebo in adults aged 65 and older. Depression and certain
other psychiatric disorders are themselves associated with
increases in the risk of suicide. Patients of all ages who are started
on antidepressant therapy should be monitored appropriately
and observed closely for clinical worsening, suicidality, or unusual
changes in behavior. Families and caregivers should be advised of
the need for close observation and communication with the
prescriber. PRISTIQ is not approved for use in pediatric patients.
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* PRISTIQ is contraindicated in patients with a known hypersensitivity

* PRISTIQ must not be used concomitantly with an MAOI or within 14
days of stopping an MAOI. Allow 7 days after stopping PRISTIQ

months of treatment and when changing the dose. Consider changing
the therapeutic regimen, including possibly discontinuing the medication,
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aggressiveness, impulsivity, akathisia, hypomania, mania, or suicidality
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presenting symptoms. Families and caregivers of patients being
treated with antidepressants should be alerted about the need to

« Development of a potentially life-threatening serotonin syndrome may
occur with SNRIs and SSRIs, including PRISTIQ, particularly with
concomitant use of serotonergic drugs, including triptans, and with
drugs that impair the metabolism of serotonin (including MAQIs). If
concomitant use is clinically warranted, careful observation of the
patient is advised, particularly during treatment initiation and dose
increases. Concomitant use of PRISTIQ with serotonin precursors is

* Patients receiving PRISTIQ should have regular monitoring of blood
pressure since sustained increases in blood pressure were observed

in clinical studies. Pre-existing hypertension should be controlled
before starting PRISTIQ. Caution should be exercised in treating

patients with pre-existing hypertension or other underlying conditions

that might be compromised by increases in blood pressure. Cases of

elevated blood pressure requiring immediate treatment have been
reported. For patients who experience a sustained increase in blood

pressure, either dose reduction or discontinuation should be considered.
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age baseline HbA,_ of 7.5% to an inten-
sive regimen with a target HbA, . of less
than 6.5% or to a standard regimen. The
achieved HbA, . level was 6.5% with in-
tensive treatment and 7.3% in the stan-
dard-treatment arm. After a median of 5
years, the intensive regimen led to a sta-
tistically significant reduction in the com-
bined rate of macrovascular and mi-
crovascular events, and a significant cut
in the rate of major microvascular events.

Nephropathy was the type of event
most frequently prevented with intensive
treatment. But the two treatment arms
showed no significant differences in the

rates of macrovascular events alone (MI,
stroke, or cardiovascular death) or in
the rates of cardiovascular death or
death from any cause (N. Engl. J. Med.
2008;358:2560-72).

The VADT (Veterans Affairs Diabetes
Trial) randomized nearly 1,800 patients
with an average baseline HbA, level of
9.4% to either a standard regimen or an
intensive regimen with a target HbA,,
level of 1.5% less than what would be
achieved in the standard-treatment arm.

After 3 months, this goal was reached,
with an average achieved HbA, . level of
6.9% in the intensive-regimen group and

ENDOCRINOLOGY

an average level of 8.4% in the standard-
treatment patients. After an average of
5.6 years, there was no significant dif-
ference in the primary outcome (the
rate of major cardiovascular events, in-
cluding MI, stroke, heart failure, surgery
for wvascular disease, cardiovascular
death, or other cardiovascular events).

The two groups also showed no sig-
nificant differences in the rate of car-
diovascular death or the rate of all-cause
death. And there were no significant dif-
ferences in the rates of microvascular
complications between the two groups
(N. Engl. J. Med. 2009;360:129-39).

The results from these three studies
led to a statement from an expert panel or-
ganized by the American Diabetes Asso-
ciation, the American College of Cardiol-
ogy, and the American Heart Association
(Diabetes Care 2009;32:187-92). In part,
the statement said: “Less stringent A,.
goals than the general goal of less than 7%
may be appropriate for patients with a his-
tory of severe hypoglycemia, limited life
expectancy, advanced microvascular or
macrovascular complications, or exten-
sive comorbid conditions or [for] those
with long-standing diabetes in whom the
general goal is difficult to attain.” |

For the treatment of adults
with major depressive disorder
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*SSRIs and SNRIs, including PRISTIQ, may increase the risk of
bleeding events. Concomitant use of aspirin, NSAIDs, warfarin, and other
anticoagulants may add to this risk.

» Mydriasis has been reported in association with PRISTIQ; therefore,
patients with raised intraocular pressure or those at risk of acute
narrow-angle glaucoma (angle-closure glaucoma) should be monitored.

¢ PRISTIQ is not approved for use in bipolar depression. Prior to
initiating treatment with an antidepressant, patients should be
adequately screened to determine the risk of bipolar disorder.

* As with all antidepressants, PRISTIQ should be used cautiously in
patients with a history or family history of mania or hypomania, or
with a history of seizure disorder.

e Caution is advised in administering PRISTIQ to patients with
cardiovascular, cerebrovascular, or lipid metabolism disorders.
Increases in blood pressure and small increases in heart rate were
observed in clinical studies with PRISTIQ. PRISTIQ has not
been evaluated systematically in patients with a recent history
of myocardial infarction, unstable heart disease, uncontrolled
hypertension, or cerebrovascular disease.

* Dose-related elevations in fasting serum total cholesterol, LDL (low
density lipoprotein) cholesterol, and triglycerides were observed in
clinical studies. Measurement of serum lipids should be considered
during PRISTIQ treatment.

* On discontinuation, adverse events, some of which may be serious,
have been reported with PRISTIQ and other SSRIs and SNRIs. Abrupt
discontinuation of PRISTIQ has been associated with the appearance
of new symptoms. Patients should be monitored for symptoms when
discontinuing treatment. A gradual reduction in dose (by giving
50 mg of PRISTIQ less frequently) rather than abrupt cessation is
recommended whenever possible.

IS just the
beginning

It’s not just about starting your adult patients
with MDD on therapy; it’s about helping them

toward their treatment goals. Patients should
be periodically reassessed to determine the
need for continued treatment.’
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» Dosage adjustment (50 mg every other day) is necessary in patients
with severe renal impairment or end-stage renal disease (ESRD). The
dose should not be escalated in patients with moderate or severe renal
impairment or ESRD.

e Products containing desvenlafaxine and products containing
venlafaxine should not be used concomitantly with PRISTIQ.

* Hyponatremia may occur as a result of treatment with SSRIs and
SNRIs, including PRISTIQ. Discontinuation of PRISTIQ should be
considered in patients with symptomatic hyponatremia.

e Interstitial lung disease and eosinophilic pneumonia associated
with venlafaxine (the parent drug of PRISTIQ) therapy have been
rarely reported.

Adverse Reactions

* The most commonly observed adverse reactions in patients taking
PRISTIQ vs placebo for MDD in short-term fixed-dose premarketing
studies (incidence >5% and twice the rate of placebo in the 50-mg
dose group) were nausea (22% vs 10%), dizziness (13% vs 5%),
hyperhidrosis (10% vs 4%), constipation (9% vs 4%), and decreased
appetite (5% vs 2%).
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