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Ibandronate Gentler on Cancer Patients’ Kidneys

BY MICHELE G. SULLIVAN
Mid-Atlantic Bureau

SAN ANTONIO — Ibandronate seems
to be easier on the kidneys than are other
bisphosphonates in cancer patients who
take the drugs for bone metastases, and
may even help normalize renal function in
patients whose kidneys declined with zole-
dronic acid treatment.

The studies, presented at the Sixth In-
ternational Meeting on Cancer-Induced
Bone Disease, suggest that the drug may
be living up to its clinical trial promises,
Dr. Jorg Seraphin said.

“These data suggest that the renal safety
profile of ibandronate in phase III trials
transfers to actual clinical practice,” he
wrote in a poster at the meeting, which was
sponsored by the Cancer and Bone Society.

Dr. Seraphin presented initial results
from a 24-week observational study con-
ducted in 157 centers in Germany. The
analysis included 913 patients with breast
cancer that had spread to bone; the study
is expected to enroll 1,500 patients.

All of the women received ibandronate,
with 88% receiving standard intravenous
therapy (6 mg every 2 weeks), 10% re-
ceiving oral therapy (50 mg per day), and
2% receiving both IV and oral ibandronate.
Most of the patients (549) had not taken
any previous bisphosphonates, 93 had pre-
viously taken ibandronate, and 271 had
previously received other drugs in the class.

Patients had serum creatinine measures
taken at baseline and at 24 weeks. Patients
and physicians also rated tolerability for
both forms of ibandronate.

At baseline, patients who had previous-
ly received other bisphosphonates had
slightly—but not significantly—higher
serum creatinine levels. During treatment,
the mean values remained stable among
all three groups. However, the maximum
creatinine increase in the group previous-
ly treated with other bisphosphonates was
four times higher (4.2 mg/dL) than the
maximum increase in the bisphosphonate-
naive or prior-ibandronate groups (1.2
mg/dL and 1 mg/dL, respectively).

“This effect is likely due to the renal tox-
icity of other bisphosphonates, which have
been confirmed in other studies,” wrote
Dr. Seraphin, a hematologic oncologist in
a joint practice in Northeim, Germany.

Almost all physicians (98%) and patients
(96%) rated ibandronate’s tolerability as
good or very good. The drug was also ef-
fective in maintaining bone: 90% of patients
did not have a fracture during the study.

A retrospective study hinted that switch-
ing to ibandronate could help normalize
impaired kidney function associated with
zoledronic acid treatment in cancer pa-
tients with bone metastases. The study—
by Dr. Ingo Diel of the Institute for Gy-
necological  Oncology, Mannheim,
Germany—included 106 patients. Of
these, 72 received ibandronate monother-
apy, and 34 were switched to ibandronate
from zoledronic acid, most (65%) because
of impaired renal function.

The patients’ average age was 65 years;
61 had breast cancer, 38 had multiple
myeloma, 3 had non-small cell lung car-
cinoma, and 4 had prostate cancer. In

both treatment groups, the mean baseline
serum creatinine level was 1 mg/dL and
the mean glomerular filtration rate was 75
mL/min per 1.73 m*

Compared with ibandronate-only pa-
tients, patients in the switch group were
more than seven times as likely to have an
increased serum creatinine level, and more
than four times as likely to have an im-
paired glomerular filtration rate.

However, the incidence of these markers
of impaired renal function tended to de-

crease with longer ibandronate treatment,
Dr. Diel said. Switching patients showed a
significant increase in serum creatinine lev-
els during their zoledronic acid treatment
period (1 mg/dL to 1.4 mg/dL), which de-
clined linearly to just over 1 mg/dL by 24
months of ibandronate treatment.

There was a potential survival bias in
this evaluation, Dr. Diel noted. “Patients
who survived for longer periods were
more likely to have better renal function
attributable to their overall condition, and

not due to bisphosphonate treatment.”

Serum creatinine levels remained stable
over 24 months in the ibandronate-only
patients, he added.

“These results suggest that treatment
with zoledronic acid may be associated
with renal deterioration, which may re-
cover over time when the patient is
switched to ibandronate. It warrants future
investigation whether initiating treatment
with ibandronate rather than zoledronic
acid limits renal deterioration.” |
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Give your patients
the convenience of ¢ln [

One insulin. Two actions.

One simple way to help control diabetes.

NovolLog® Mix 70/30 is....
Complete coverage—for both FPG and PPG'?

Effective—QD, BID, and TID dosing gets up to 77% of patients to ADA goal**

Easy—no carb counting required
Safe—low rate of hypoglycemia*®

The patient-preferred pen'—Novolog® Mix 70/30 FlexPen®

Covered—on most managed care formularies

NovolLog® Mix 70/30 meets AACE-recommended guidelines for patients new to

insulin with A1C >8.5%.’

Satisfaction Guarantee* to help patients progress toward glycemic goals.

*ADA goal is A1C <7%.

174% of patients preferred NovoLog® Mix 70/30 FlexPen versus 9% who preferred insulin lispro mix 75/25 prefilled pen for overall

ease of use. 17% of respondents had no preference.
“Subject to program details included in the Satisfaction Guarantee Patient Folio.

i X A1C <7% A1C <6.59
NcwoLog® Mix 70/30 dosing schedule (ADA goal)o (AACE, IDF goa/ﬁ
QD (dinner) 41 0/0 ki 21 0/0 *
BID (breakfast, dinner) 7 00/0 & 5 2 0/0 &
TID (breakfast, lunch, dinner) 7 7 0/o * 600/0 ki
Total ITT (intent-to-treat) population 77/100 60/100

A1C targets achieved with NovoLog® Mix 70/303

*Cumulative percent of patients achieving A1C goals.

48-week, open-label, observational study in 100 patients 18 years and older with type 2 diabetes for =12 months and A1C levels between
7.5% and 10%. Patients had been previously treated on stable antidiabetic regimen for at least 3 months. NovoLog® Mix 70/30 was initiated
once daily during phase 1 and titrated in phases to dosing schedules of BID (phase 2) and TID (phase 3) as needed to reach treatment goals.
Subjects achieving an A1C level of <6.5% were considered to have completed the study. Patients not achieving A1C <6.5% continued to

phases 2 and 3.
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NovoLog'(@ix70/30

70% insulin aspart protamine suspension and
30% insulin aspart injection, (rDNA origin)

Give your patients the simplicity of #1# 15

Important Safety Information: Because NovoLog Mix 70/30 has peak pharmacodynamic activity 1 hour after injection,
it should be administered with meals. Any change of insulin should be made cautiously and only under medical supervision.
Changes in insulin strength, manufacturer, type, species, or method of manufacture may result in the need for a change

in dosage. NovoLog Mix 70/30 is contraindicated during episodes of hypoglycemia and in patients hypersensitive to
NovolLog Mix 70/30 or one of its excipients. Because of differences in the action of NovoLog Mix 70/30 and other insulins,
care should be taken in patients in whom these conditions may be clinically relevant (eg, patients who are fasting, have
autonomic neuropathy, are using potassium-lowering drugs, or are taking drugs sensitive to serum potassium level).

Do not mix NovoLog Mix 70/30 with any other insulin product.

The significance, with respect to the long-term clinical sequelae of diabetes, of the differences in postprandial hyperglycemia

between treatment groups has not been established.

Indications and Usage: NovoLog Mix 70/30 is indicated for the treatment of patients with diabetes mellitus for the control

of hyperglycemia.
Please see brief summary of Prescribing Information on next page.

FlexPen and Novolog are registered trademarks of Novo Nordisk A/S.
© 2006 Novo Nordisk Inc. 129959 January 2006




