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Bardoxolone Boosted eGFR in Kidney Disease

BY M. ALEXANDER OTTO

FROM THE ANNUAL MEETING OF THE
AMERICAN SOCIETY OF NEPHROLOGY

24-week course of bardoxolone
Amethyl, an experimental antioxi-
dant inflammation modulator,
improved glomerular filtration rates in
chronic kidney disease patients with type
2 diabetes, according to a randomized
phase IIb study funded by the drug’s
sponsor, Reata Pharmaceuticals Inc.

A phase III study slated to start next
year will test whether the mean im-
provement of 10.1 mL/minute per 1.73
m? leads to better patient outcomes, ac-
cording to nephrologist Dr. Pablo Pergola
of the University of Texas Health Science
Center, San Antonio, who presented the
findings.

“You want to make sure this drug will
be associated with a clinical outcome,”
said Dr. Pergola, the lead investigator of
the phase IIb study.

Patients in the randomized, double-
blind, placebo-controlled trial were as-
signed to 25-mg, 75-mg, or 150-mg dai-
ly doses of bardoxolone or to placebo.

A phase lll study slated to start
next year will test whether the
mean improvement in estimated
glomerular filtration rate of
10.1 m/minute per 1.73 m?
leads to better outcomes.

Each group had 57 subjects, except the
150-mg group, which had 56.

In addition to type 2 diabetes, subjects
had stage 3b or 4 chronic kidney disease
(CKD), with an estimated glomerular fil-
tration rate (eGFR) of 20-45 mL/minute
per 1.73m? The median age of the pa-
tients was 67 years, and all were on stan-
dard-of-care therapy — 98% of patients
took ACE inhibitors or angiotensin-
receptor blockers.

At the end of 24 weeks, bardoxolone
patients had a mean eGFR gain of 10.1
mL/minute per 1.73 m?, with gains not-
ed in each group ranging from 8.3 to
11.5 mL/minute per 1.73 m? There was
a 0.1-mL/minute per 1.73 m* eGFR gain
in the placebo group. The treatment ef-
fect of bardoxolone relative to placebo
was significant.

About 73% (124) of patients in each
bardoxolone group had at least a 10%
eGFR increase; approximately 25% (43)
had more than a 50% increase.

Increased eGFRs also correlated with
decreased blood-urea-nitrogen levels, de-
creased serum phosphorus and uric acid
levels, and improved CKD stage.

“The maximal effect seems to be at 75
mg,” Dr. Pergola said, with smaller eGFR
gains at 25 mg and no greater gains at
150 mg.

Adverse events were more common in
the bardoxolone groups; 49% of bar-
doxolone patients reported muscle
spasms, compared with 12% in the place-
bo group.

The spasms were thought to be treatment re-
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lated, as were nausea, hypomagnesemia, and di- & Major Finding: Bardoxolone methyl, an experimental antioxidant inflam-
minished appetite. = mation modulator, improved estimated glomerular filtration rates in dia-
The muscle cramps led to slightly higher dis- f_‘ betic CKD patients by a mean of 10.1 mL/minute per 1.73 m?, and re-
continuation rates in bardoxolone subjects, Dr. = duced blood urea nitrogen, serum phosphorus, and uric acid levels.
Pergola said. But “the [spasms] seem to be tran- = Data Source: Phase IIb randomized, double-blind, placebo-controlled
sient and, importantly, there is no increase in bio- trial enrolling 227 patients.
chemical markers of muscle damage.” Disclosures: The study was funded by the drug’s sponsor, Reata
Reata plans to release 52-week outcomes ear- Pharmaceuticals. The lead investigator said he had no conflicts of
ly next year. interest.
Dr. Pergola said he has no disclosures. |
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Indications and Usage for Lantus®(insulin glargine [rDNA 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.

Lantus® SoloSTAR® is a disposable prefilled insulin pen.
Important Safety Information for Lantus®

Lantus® is contraindicated in patients hypersensitive to insulin glargine or one of its excipients.

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

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