/ The Story of Glitazones (Thiazolidinediones)

1. Troglitazone(Rezulin)

ThisexcitingPPARGammaActivatorAgent wasapprovedby the USFDAand
beganbeingusedclinicallyin 1997andafter causingrreparableLiverDamagego
Significanhumberof patients,waswithdrawn from the marketin early 2000
TheUSfederalGovernmentHealthcarersare still payingfor the treatment of
patientswith irreversibleliver failure causeddue to TroglitazoneThestory
behindthe storywaswhat happenedin the lower/ higherechelonsof the US
FDA(reportedin BMJ/ NEMJ)
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I OFTEN THINK OF THE

Diabetes

Though Rezulin’s withdrawal is a blow for some
patients, there are ways to cope. Here’s how

Recall

FIRST COUPLE OF YEARS AFTER A DRUG HAS BEEN

approved as its guinea-pig period. After all, even the most careful clinical
trials of a new medication usually involve just a few thousand patients.
So, in the beginning, only a drug’s most common side effects are known.
But once a pharmaceutical is cleared by government regulators, hun-
dreds of thousands, if not millions, of people start taking it. That’s when
you get a better idea of the true rate of complications, as well as any un-

toward interactions with other drugs.

Consider what happened with Rez-
ulin, the diabetes drug that was taken off
the market in the U.S. last month. The
Food and Drug Administration approved
the medication in 1997 after tests on 3,000
people showed that it could help control
Type 2 (formerly adult-onset) diabetes,

which_affects 15 million Americans. Al-
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though some test subjects developed ab-
normal liver reactions, no one suffered
permanent damage, and no one died. Now
that millions have taken Rezulin, however,
it has been linked to at least 90 cases of liv
er failure, 63 of which resulted in death.
When serious complications first start-
ed showing up, the FpA strengthened the
warning labels on Rezulin and recom-
mended regular liver tests for all patients
using it. But not everyone got tested, and it
was impossible to predict who would suf-
fer a bad reaction. Then last year the FDA
approved two new drugs (Actos and Avan-
dia) that are chemically related to Rezulin
but appear to be safer. Rezulin began look-
ing like more trouble than it was worth.
All three drugs work by boosting the
body’s response to insulin. Unlike folks
with Type 1 diabetes, those with
usually produce their own insulin. ©
more of a supply-and-demand problem.”
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says Dr. David Nathan, a diabetes expert at
Massachusetts General Hospital in Boston.
The body can’t keep up with its elevated
need for insulin, and it becomes more and
more resistant to the insulin it does make.
Rezulin was the first drug that directly low-
ered insulin resistance.

Some critics have argued that the rFpA
waited too long to ask Warner-
Lambert, Rezulin’s manufacturer,
to issue a recall. The pharmaceutical
company still believes Rezulin is a
good drug and blames the media for
sensationalizing its risks. But what
the people currently taking Rezulin
need to know right now is how to
get off the drug without jeopardiz-
ing their health.

They shouldn’t go cold turkey on
their own: their diabetes could slip
out of control. And those people who
rely on supplemental insulin, may
need their doctor to adjust their
dose. There are many people who
haven’t been put on one of the new alter-
natives. Doctors rely on several older med-
ications to treat Type 2 diabetes. “I person-
ally have been very cautious about
prescribing the new drugs,” Nathan sa
Besides, Actos and Avandia also require
precautionary liver tests.

It may be possible to beat insulin re-
sistance through lifestyle changes. Losing
weight, if you're overweight, is a start.
But even for those who have trouble
dropping kilos, getting more exercise and
adding whole grains to your diet can low-
and
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er your resistance decrease your
need for medication. No one ever said
treating diabetes is easy, but there is a lot

people can do to keep it from controlling
vour life. By Christine Gorman

For more information on Rezulin or
diabetes, visit time.com/personal. You
can e-mail Christine at gorman@time.com
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POWERFUL PREDICTOR
Had your high-sensitivity
C-reactive protein tested lately? Maybe
you should, even if you've never heard of it.
Its presence indicates inflamed arteries,
and researchers report that it may be more
strongly linked to heart attacks than choles-
terol. A study of 28,000 healthy women
found that those with high blood levels of
P ” - hs-CRP (as your
doctor calls it) are
—‘ 4%times as likely to
suffer a heart attack
or stroke even if their
cholesterol count is
normal. The test for
hs-CRP is inexpensive
and has been
approved for use
since late last year.

NOT JUST FOR DOGS Finally, a broad look
at whether glucosamine and chondroitin—
two wildly popular arthritis treatments first
used for gimpy dogs and horses—really
work on humans. Analysis of eight trials
involving 1,500 people confirmed that a
daily dose of 1,500 mg of glucosamine or
1,200 mg of chondroitin relieves arthritis
pain more effectively than a placebo, with
chondroitin edging glucosamine by a nose.
Don’t get too frisky, though; longer and
larger studies are still needed.

B A D N EWS
MOTHER LOAD When

Mom’s blue, the kids feel it.

And psychologists who studied 85
families have discovered another
fascinating consequence of a mother
mild-to-severe depression: daughters may
£o into puberty early. That also seems to
happen when an unrelated male, like a
stepfather, joins the family. No one knows
why, but it's thought that stress hormones
and other chemicals play a role.

HIDDEN
HERPES
Think you
don’t have
herpes? Well,
you might.
Researchers
have found
that two-
thirds of those who turn out to be positive
for the virus on a blood test have no idea
they're infected, in part because their
symptoms aren’t obvious. But like those
with full-blown oozing blisters, they still
shed the virus—and can infect others. If
you're worried, use a condom and geta
blood test. — By Janice M. Horowitz
Sources: Good }
(3/23/00), r ) rican Mec
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land Journal of Medicine ( 3/00)
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City Institute to take part in diabetes prevention project

The sixyear project - Diabetes Reduction Assessmentwith the drugs,
Ramipril and Rosiglitazone,is in coordination with the McMaster
University,Canadayvith partial fundingof the CanadiarGovernment
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