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Pioglitazone:
Beyond Glycemic
Control

Pioglitazone, a thiazoli-
dinedione (TZD) used to
treat diabetes, may have
cardiovascular benefits
even beyond its effects 
on blood glucose. In a
study of 136 patients with
type 2 diabetes, research-
ers from Kyoto National
Hospital, Kyoto University
Graduate School of Medi-
cine, and Saiseikai Noe
Hospital in Japan found
that pioglitazone signifi-
cantly reduced high sensi-
tivity C-reactive protein
(CRP), a marker of inflam-
mation, and pulse wave
velocity (PWV), a direct
parameter of arterial dis-
tensibility, even in patients
who didn’t experience sig-
nificant improvements in
glucose metabolism.

Although this study was
observational and nonran-
domized, it’s the first to
address the relationship
between the antiathero-
genic and antidiabetic
effects of TZDs in humans.
The researchers say the
results support the useful-
ness of pioglitazone as a
multibenefit drug, protect-
ing the patient from sev-
eral risk factors while

helping to control hyper-
glycemia.

Source: Diabetes Care. 2003;
26:2493–2499.

New Antibiotic
Approved for
Skin Infection

This past fall, the FDA
approved the first in a new
class of antibiotics called
cyclic lipopeptide antibac-
terial agents. Marketed as
Cubicin (Cubist Pharma-
cueticals Inc., Lexington,
MA), daptomycin for injec-
tion is indicated for treat-
ing complicated infections
of the skin and skin struc-
ture, specifically those
caused by susceptible
strains of such gram-
positive microorganisms
as Staphylococcus aureus,
Streptococcus pyogenes,
and Enterococcus faecalis.

According to the FDA,
the drug’s action is distinct
from other antibiotics 
in that it reversibly binds
to human plasma proteins.
Clinical studies in 1,400
patients have shown 
daptomycin’s safety and
efficacy to be equivalent 
to such standard treat-
ments as vancomycin 
and the semisynthetic
penicillins oxacillin and
nafcillin. 

The most commonly
reported adverse effects
were gastrointestinal disor-
ders, injection site reac-
tions, fever, headache,
insomnia, dizziness, and
rash. In addition, some
patients taking daptomycin
developed elevated crea-
tine phosphokinase (CPK)
levels, but these levels
returned to normal after
therapy. Patients receiving
the drug should be watched
for signs of muscle pain or
weakness and should 
have their CPK levels 
monitored weekly. Rising
CPK values should prompt
more frequent monitoring
or, in some cases, drug 
discontinuation.

Sources: FDA Talk Paper T03-
66. September 12, 2003.

Cubicin package insert. Cubist
Pharmaceuticals, Inc. Septem-
ber 2003. 

New Hope for
Advanced AD

The N-methyl-D-asparate
(NMDA) receptor antago-
nist memantine, marketed
as Namenda (Forest Labs,
Jersey City, NJ), was
approved by the FDA in
mid October for the treat-
ment of moderate to severe
Alzheimer’s disease (AD).
Memantine, the first in this

new class of drugs, is the
only therapy approved for
treating late-stage AD.

The drug’s efficacy was
studied in two double-blind
trials involving about 650
patients. In both, meman-
tine showed a significant
advantage over placebo,
reducing symptoms and
deterioration of daily func-
tioning with a low occur-
rence of adverse effects—
the most common of 
which were dizziness,
headache, constipation,
and confusion. The drug’s
mechanism of action
seems unlike that of other
available AD drugs.
Researchers believe that
memantine works by
blocking the action of glu-
tamate, which is thought 
to play a part in AD by
overexciting the NMDA
receptors. The drug should
be available by prescrip-
tion in January.

Sources: FDA Talk Paper P03-
82. October 17, 2003.

Doctor’s Guide News Release.
October 17, 2003.

Rofecoxib: An
ADVANTAGE
over Naproxen?

Can the selective cyclooxy-
genase (COX)-2 inhibitor
rofecoxib control symp-
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Now, four years later, the VA
Greater Los Angeles Healthcare
System has become one of the first
facilities to earn this research ac-
creditation under the NCQA’s re-
vised standards. 

The accreditation program had
been stalled until earlier this year,
when another set of research scan-
dals led to the creation of the VA’s
Program for Research Integrity 
Development and Education. This
new entity helped resuscitate the
independent research accreditation
program, and since then, a total of
16 VA sites have been accredited.
In addition, two centers are await-
ing a committee decision on their
survey and two others are sched-
uled for survey in early 2004. All 
VA facilities conducting human

subject research are required to
complete the accreditation process
by September 2005. 

The revised accreditation stan-
dards are designed to verify a site’s
compliance with all relevant fed-
eral human research regulations.
Specifically, they evaluate institu-
tional responsibilities, institutional
review board structure and opera-
tions, consideration of risks and
benefits, and informed consent.

Alaska Natives  Fight
to Prevent  Drug and
Alcohol  Addict ion 
In November, the Substance Abuse
and Mental Health Services Admin-

istration, an agency of the HHS,
awarded a grant expected to total
about $10.4 million to the Cook
Inlet Tribal Council, Inc. in Anchor-
age, AK. With these funds, the
council plans to expand the scope
of its substance abuse services to
help people at risk for developing
alcohol or drug dependence to
change problematic behaviors 
before they lead to addiction. 
Hospitals, health centers, health
clinics, and other community assis-
tance programs will be able to pro-
vide screening, brief interventions,
referrals, and brief treatment for
both adults and adolescents. The
grant will be distributed over the
course of five years, contingent 
on outcomes and annual availabil-
ity of funds.  ●
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toms of osteoarthritis as
effectively as the nonse-
lective COX inhibitor
naproxen at a lower dose
and with fewer adverse
gastrointestinal (GI) ef-
fects? It can, according to
researchers from the AD-
VANTAGE Study Group,
who evaluated the use of
rofecoxib 25 mg once
daily versus naproxen 500
mg twice daily in 5,557 pa-
tients with osteoarthritis
and a mean age of 63
years. The authors believe
that, to date, this study is
the largest prospective,
randomized, controlled
trial to compare osteo-
arthritis pain medications
in terms of adverse GI 
effects that prompt pa-

tients to discontinue treat-
ment.

After three months of
treatment, significantly
fewer patients stopped tak-
ing rofecoxib than
naproxen because of such
adverse GI effects as ab-
dominal pain, diarrhea,
heartburn, or nausea (5.9%
versus 8.1%, respectively).
The researchers found a
similar tendency to stop
treatment among sub-
groups of patients using
concomitant low dose as-
pirin (5.2% versus 9.4%)
and those who previously
had stopped using their
arthritis medication due to
GI symptoms (7.6% versus
14.4%). The better GI toler-
ability was confirmed by

less use of gastroprotective
medications (9.1% versus
11.2%, respectively) and re-
duced incidence of serious
GI events, such as perfora-
tions, ulcers, and bleeding
(two versus nine events, re-
spectively).

Source: Ann Intern Med. 2003;
139:539–546.

The Right Time
for Simvastatin
When is the optimal time to
take a statin? Study find-
ings differ, but since most
cholesterol is synthesized
when dietary intake is low,
statin manufacturers tend
to recommend nighttime
dosing. To find out if that’s
really best, researchers

from the University of Sun-
derland and Grangewood
Surgery, both in Tyne and
Wear, United Kingdom,
randomly assigned 60 pa-
tients (mean age, 66 years)
who already were taking
simvastatin at night to ei-
ther continue this dosing
schedule or switch to
morning administration for
eight weeks. Patients who
switched had significantly
higher total and low-
density lipoprotein (LDL)
cholesterol levels. And
from baseline to the eighth
week, total cholesterol
rose a mean of 0.38 mmol/L
and LDL rose a mean of
0.25 mmol/L. z

Source: BMJ. 2003;327:788.

DRUG MONITOR
Continued from page 36


