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he insulinlike growth factor I re-
| ceptor may offer a much-needed
therapeutic target for triple-neg-

ative breast cancer.

High levels of IGF-IR expression ap-
pear to confer a survival benefit for a sub-
set of patients with this type of cancer,
based on the results of a small study.

“In triple-negative breast cancer pa-

tients younger than 55, high expression
is associated with longer survival,” Dr
Agneiszka W. Witkiewicz said at a press
briefing sponsored by the American As-
sociation for Cancer Research.

Unlike hormone receptor—positive or
HER?2-positive breast cancers, triple-neg-
ative breast cancer has lacked a thera-
peutic drug target. While triple-negative
breast cancer accounts for only 15%-
20% of breast cancer cases, it results in
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half of all breast cancer deaths, said Dr.
Witkiewicz, a pathologist at Thomas Jef-
ferson University in Philadelphia.

The researchers evaluated tissue from
99 women with triple-negative breast
cancer. They stained the samples with
anti-IGF-IR antibody (Ventana Medical
Systems Inc.), and scored IGF-IR protein
expression. Patients were stratified as
high expression (a score of 3) or low ex-
pression (scores 0-2). More than a quar-

ter of patients (29%) had high IGF-IR ex-
pression — and this was significantly cor-
related with negative lymph nodes.
Among patients older than 55 years, there
was no survival difference between those
with low and high IGF-IR expression.
The study was presented in Denver at
the AACR’s International Conference on
Molecular Diagnostics in Cancer Thera-
peutic Development. One of the coau-
thors is employed by Ventana. |

In Treating Your Postmenopausal Osteoporosis Patients
at High Risk for Fracture, Help...

BE A FORCE AGAINST FRACTURE

Prolia™ targets and binds to RANK Ligand, inhibiting osteoclast formation, function, and survival'

Prolia™ significantly reduced fracture risk at key sites* in a phase 3 trial'?
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Prolia™ is a subcutaneous injection administered every 6 months in your office'

Please see Brief Summary of Prescribing
Information on the following page.

be performed by the prescriber prior to initiation of Prolia™.
A dental examination with appropriate preventive dentistry
should be considered prior to treatment in patients with
risk factors for ONJ. Good oral hygiene practices should

be maintained during treatment with Prolia™.

¥ Prolia™ Postmarketing Active Safety Surveillance Program:
The Prolia™ Postmarketing Active Safety Surveillance
Program is available to collect information from
prescribers on specific adverse events. Please go to
www.proliasafety.com or call 1-800-772-6436 for more
information about this program.

For patients requiring invasive dental procedures, clinical
judgment should guide the management plan of each
patient. Patients who are suspected of having or who
develop ONJ should receive care by a dentist or an oral
surgeon. Extensive dental surgery to treat ONJ may
exacerbate the condition. Discontinuation of Prolia™ should
be considered based on individual benefit-risk assessment.

* Key sites: vertebral, hip, and nonvertebral.’?

T Includes 7393 patients with a baseline and at least one post-baseline radiograph.'?
Composite measurement excluding pathological fractures and those associated with
severe trauma, fractures of the vertebrae, skull, face, mandible, metacarpals, fingers,
and toes.'?

8 RRR = relative risk reduction.

[l ARR = absolute risk reduction.

References: 1. Prolia™ [denosumab) prescribing information, Amgen. 2. Cummings SR,
San Martin J, McClung MR, et al. Denosumab for prevention of fractures in postmenopausal
women with osteoporosis. N Engl J Med. 2009;361:756-765

& Suppression of Bone Turnover: Prolia™ resulted in significant
suppression of bone remodeling as evidenced by markers of
bone turnover and bone histomorphometry. The significance
of these findings and the effect of long-term treatment are
unknown. Monitor patients for consequences, including ONJ,
atypical fractures, and delayed fracture healing.

For more information, visit www.ProliaHCP.com
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& Adverse Reactions: The most common adverse reactions
(> 5% and more common than placebo) are back pain, pain
in extremity, musculoskeletal pain, hypercholesterolemia,
and cystitis. Pancreatitis has been reported with Prolia™.

The overall incidence of new malignancies was 4.3% in

the placebo and 4.8% in the Prolia™ groups. A causal
relationship to drug exposure has not been established.
Denosumab is a human monoclonal antibody. As with all
therapeutic proteins, there is potential for immunogenicity.



