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either glucosamine nor chon-
Ndroitin, alone or combined, re-

duced joint pain or preserved
joint space, according to Swiss re-
searchers, who conclude that these sup-
plements should not be prescribed, and
if they are, health insurance should not
cover them.

Meanwhile, despite a growing body of
recent evidence showing the popular
supplements to be ineffective, global
sales of glucosamine and chondroitin
have more than doubled since 2003. As
of 2008, the sales of these supplements
approached $2 billion and are projected

Two more large nonindustry
trials of glucosamine and
chondroitin are underway.
These ‘could put the nail in the
coffin — or, you never know,
could reopen the hook.’

to reach $2.3 billion in 2013, according
to the same research team, which pub-
lished its findings from a meta-analysis
of data from 10 randomized, controlled
trials.

The paradox of a market for a med-
ication growing as its evidence base
shrinks is probably merely the result of
a predictable delay between evidence
and adoption, said Dr. Peter Jiini, an
epidemiologist at the University of
Bern (Switzerland), lead author of the
study.

High-quality evidence from large ran-
domized controlled trials is relatively re-
cent in the field of osteoarthritis, Dr. Jiini
said in an interview, Sept. 17. “Only in
the last 5-10 years has it become estab-
lished in this field to do large-scale clin-
ical trials,” he said. Of the 10 published
randomized placebo-controlled trials Dr.
Juini and colleagues identified for their
analysis, one was published in 1994 and
the rest in the past decade, with the
most recent in 2008.

“At the end of the 1990s and beginning
of the 2000s, there were moderately
small studies that actually made it into
meta-analysis and into treatment guide-
lines” showing favorable results from
glucosamine and chondroitin,” Dr. Jiini
said. “Physicians were very reluctant to

Medical Visit Guide
Offered to Seniors

he National Institute on Aging, a di-

vision of the National Institutes of
Health, offers “Talking With Your Doc-
tor: A Guide for Older People,” designed
to help patients choose physicians and
optimize their medical visits. To down-
load copies, visit www.nia.nih.gov/
HealthInformation/Publications/
TalkingWithYourDoctor. |
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accept these then.” Eventually, of course,
they did, and now “it will take time for
the bad news to sink in, just as it took
time for the good news in the 1990s.”
Currently, Dr. Jiini noted, two more large
nonindustry trials of glucosamine and
chondroitin are underway. These “could
put the nail in the coffin — or, you never
know, could reopen the book.”

For their research, Dr. Jiini and col-
leagues analyzed results from random-
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ized, placebo-controlled trials — seven of
them industry-sponsored — enrolling 200
or more patients with knee or hip os-
teoarthritis (3,803 patients total). Using
complex statistical modeling that allowed
for comparisons at varied time points, the
team assessed changes in levels of per-
ceived pain after patients took glu-
cosamine, chondroitin, or placebo daily for
between 1 and 36 months. Six of the tri-
als also measured joint narrowing (BMJ

Glucosamine, Chondroitin Didn’t Ease Joint Pain

2010;341:c4675[d0i:10.1136/bmj.c4675]).

The 10 trials differed significantly in
design. The majority enrolled patients
with osteoarthritis of the knee only,
though one enrolled patients with os-
teoarthritis of the hip or knee, and an-
other included just patients with os-
teoarthritis of the hip. Supplements used
included glucosamine sulfate, glu-
cosamine hydrochloride, chondroitin sul-
fate, and combinations of these. All the

For patients with type 2 diabetes
whose blood glucose is not controlled
with OADs alone

Lantus® SoloSTAR® is a disposable prefilled insulin pen.
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Indications and Usage for Lantus’ (insulin glargine [[DNA origin] injection)

Lantus® is a long-acting insulin analog indicated to improve glycemic control in adults and children
(6 years and older) with type 1 diabetes mellitus and in adults with type 2 diabetes mellitus. Lantus®
should be administered once a day at the same time every day.

Important Limitations of Use: Lantus® is not recommended for the treatment of diabetic ketoacidosis.
Use intravenous short-acting insulin instead.

Please see additional Important Safety Information for Lantus® continued on the next page.
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glucosamine supplements were tested at
1,500 mg daily, while the chondroitin
supplements varied between 800 and
1,200 mg daily.

Some of the trials took place in the
United States, where supplements are
not standardized for quality, and some in
Europe, where they are. In eight, the
supplements were evaluated to ensure
correct concentrations of glucosamine
or chondroitin, and in two the quality of
the supplements was unclear. Patients
ranged in age from 58 to 66 years, and
the median percentage of women par-
ticipants was 68%.

On a 10-cm visual analogue scale, Dr.
Jiini and colleagues found, the overall dif-
ference in pain intensity compared with
placebo was —0.4 cm (95% confidence in-
terval, —0.7 to —0.1 cm) for glucosamine,
—-0.3 cm (=0.7 to 0.0 cm) for chondroitin,
and —0.5 cm (-0.9 to 0.0 cm) for the com-
bination. “For none of the estimates did
the 95% credible intervals cross the
boundary of the minimal clinically im-
portant difference,” the investigators
wrote. “The differences in changes in
minimal width of joint space were all
minute, with 95% credible intervals over-
lapping zero.”
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The seven industry-sponsored trials
were more likely to detect an effect,
however limited, than the non-industry
trials (P = .02 for interaction). In indus-
try independent trials, estimated treat-
ment effects “were minute to zero and
by no means clinically relevant,” Dr.
Jiini and colleagues wrote in their analy-
sis.

A possible reason that glucosamine
and chondroitin are perceived widely as
effective, Dr. Jiini said, is because os-
teoarthritic pain tends to fluctuate natu-
rally. If people take a supplement when
their symptoms are worse, “it leads you

to perceive that it works perfectly” as
they gradually subside, and the theoret-
ical mechanism of the supplement is bi-
ologically plausible. In the end, he said,
it may come down to need — as much as
30% of the adult population suffers joint
pain, he said. Glucosamine and chon-
droitin are demonstrably safe, and there
are few truly safe long-term treatments
for joint pain.

The study was funded by grants from
the Swiss National Science Foundation’s
National Research Program. Neither Dr.
Jiini nor any of his colleagues declared
conflicts of interest. [ |
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AS DIABETES PROGRESSES, OADS

ALONE MAY NOT BE ENOUGH A POSITIVE “INSULIN TALK"

MAY HELP REASSURE PATIENTS
According to the UKPDS, up to 50% of B-cell function

may be lost by the time patients are diagnosed with type
2 diabetes, and it may continue to decline, on average, by
about 5% annually." A recent article by DeFronzo showed

The results of having a positive insulin talk
can be impactful: in a survey, about 80% of
patients with type 2 diabetes who were taking
OAD:s said they'd consider taking insulin if
their doctor recommended it.®

that, in patients with highly impaired glucose tolerance,
as much as 80% of B-cell function may be lost by the time
of diagnosis.? It is this progressive B-cell function loss that
is primarily responsible for the development of diabetes
and the incremental rise in A1C.2

By starting the dialogue now, you can help
your patients have a better understanding of
Patients may not know that their pancreas is no longer insulin and the glucose-lowering role it plays
making enough insulin and that their disease has
progressed.3* National data from 2003 to 2004 showed
that about 40% of patients with diabetes did not have

adequate glycemic control.># And because blood

as part of an overall diabetes treatment plan,
which may include diet, exercise, and other
diabetes medications.3?

. . . For appropriate patients, starting insulin earlier in
glucose control is important, all available therapeutic PProp P J
options—including insulin—should be considered in

the treatment of diabetes.

the disease continuum can help improve glycemic
control 4™ Insulin is an effective medication for

. . . lowering blood glucose levels.
Many patients with type 2 diabetes may eventually . .
need insulin to achieve or maintain glycemic control.3¢ So, engage patients in talks early and as needed
Unfortunately, patients may blame themselves for what

they perceive as 'failure’ to control their glucose levels.?

to help turn their negative mindset of failure
into a positive opportunity to manage their

And because patients’ attitudes toward their disease play blood glucose.

an important role in diabetes self-care behaviors, it's likely

that this negative mindset may adversely impact diabetes .
Important Safety Information for

self-management.” ¢
Lantus (insulin glargine [rDNA origin] injection)

2Glycemic control defined as A1C <7%.

OADs=oral antidiabetic drugs;
UKPDS=United Kingdom Prospective Diabetes Study.

Contraindications

Lantus®is contraindicated in patients hypersensitive

Patients may not know that to insulin glargine or one of its excipients.

their pancreas is no longer
making enough insulin
and that their disease

has progressed.3*

Warnings and Precautions

Monitor blood glucose in all patients treated

with insulin. Insulin regimens should be modified
cautiously and only under medical supervision.
Changes in insulin strength, manufacturer, type, or
method of administration may result in the need

ISSaasssassas for a change in insulin dose or an adjustment in
$555555555555551 concomitant oral antidiabetic treatment.

Please see additional Important Safety
Information for Lantus® continued on
the next page.

INSULIN

IMPROVING BLOOD GLUCOSE
CONTROL SHOULDN’T WAIT

Learn more at www.Rethinklnsulin.com
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