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oncology pharmacists, and should be
completely free of outside influence
into the evaluation process. The scope
of a pathway should include not only
chemotherapy infusables/injectables,
but also orals, biotherapies, supportive
care drugs, prognostic testing, and ideally also radiation oncology treatments.
Clinical trials should always be considered an on-pathway choice.
Expect a pathways program to list
one preferred treatment tailored to
individual states and stages of disease.
Anything less is still just a guideline,
not a pathway.
Point of clinical decision-making.
Unless a pathways program is executed
at the point of physician medical decision-making (before selection of the
patient treatment), it is not part of the
decision-making process and becomes
an administered treatment-reporting
mechanism rather than a clinical pathways program.
Similarly, physician medical decision-making is complex for cancer
patients, and involves multiple branches and considerations within a given
disease to identify the state and stage of
the disease, as well as to think through
the many complications of each
patient’s health and physical status.
This is an interactive process and not
well-suited to a static, fixed policy or
publication. Therefore, the process that
supports the pathways program must
allow for rapid evidence-based support
of the physician’s thoughts and evaluations and produce an end product that
integrates with the practice’s technical
and care delivery systems.
Many of the data elements and decision points (including staging of disease) are not collected in traditional
practice and payer claims processing
systems. Thus, vendor programs that
rely on claims-based reporting, by definition, cannot incorporate the scope of
decision-making, tracking, and reporting that is essential to a clinical pathways program.
Such programs, thus, default to
menus of approved preferred treatments
for a general disease, which do not provide physicians or payers the degree of
compliance, reporting, or medical decision-making that is expected in a true
clinical pathways program.
Require a pathways program to

incorporate front-end medical decision-making, not back-end claims
reporting.
Tracking and monitoring. A true clinical pathways program will allow physicians to select treatment options that
are off-pathway where appropriate, but
track the reasons and causes for such
variation as part of the clinical monitoring feedback loop. Reporting and
analysis should be available to the
physician on a patient and population
basis that includes distribution of treatment by disease stage and state, by
physician, and by aggregated population; distribution of new patients by
state and stage of disease, drug utilization, and market share by class; and distribution of active versus follow-up
patients. One also should expect reporting of patient-capture rate, the on-pathway rate, clinical trial–utilization rates,
and reasons for going off-pathway. Very
few, if any, electronic health record systems can produce reports at these levels
of granularity.
Simplistic reporting will not yield
results; seek programs that offer a
deep granularity of analysis and
reporting by state and stage of disease,
for all patients, not just a select few.
Documented ease of physician use. A
point of clinical decision-making tool is
only as good as the number of times it is
used by physicians in active clinical practice. A clinical pathways program should
be able to document and track the rates
at which physicians use it for their entire
patient population, or for the population
of patients for whom the pathways are
being applied.
Most physicians who embrace the
selection of pathways decide to apply the
pathways process to all their patients,
making ease of use on one pathways platform across all patients essential. For this
reason, it is unlikely that a physician or
physician practice will embrace more
than one clinical pathways platform—
making it more likely that payer programs will adapt to accept compliance
reporting from whatever platform or
platforms have been selected by the
physicians practicing in the payer’s geographic market.
Allow physicians to select pathways
platforms and support platforms that
track front-end decision-making, not
simply back-end, claims-based reporting.
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Key questions to ask
Having defined the distinguishing
characteristics of a true clinical pathways
program, it is time to identify seven key
questions to ask when reviewing possible
solutions for payers or physicians:
• Am I looking at a true clinical pathways proposal?
• What is the source of the clinical
content, and what is the process for
review and maintenance?
• Am I satisfied with the content and
depth of compliance rates and
reporting for this program?
• Does the proposed program offer doc-

umented evidence of physician satisfaction and ease of use at the point of
clinical decision-making for the clinical pathways program, and does the
compliance reporting track the rates
and reasons for both on- and off-pathway use, as well as accrual to clinical
trials, at a bare minimum?
• Who is responsible for the pathways
program, and what are their motivating factors?
• Is this program developed directly
with the physician and payers, or if
there is a third-party vendor
involved, what is that party’s role

and financial stake in the program—and is that fully transparent
to all parties?
• Who stores and controls the data for
the program, and what do they do
with it?
Conclusion
When done appropriately, clinical
pathways programs will decrease costs
and variation in the physician’s office
and across the entire cancer spend for
payers. Understanding the distinguishing characteristics of pathways programs and asking these seven questions

will help physicians and payers alike
separate true clinical pathways programs from programs that are labeled as
pathways programs but focus more on
preferred menus of treatments—which
is a more tightly controlled way of
defining guidelines, but which do not
deliver the same depth and detail of
care and reporting as fully developed
pathways programs. l
Part 2 of this article will focus on current
pathways programs and will appear in the
October issue of Journal of Multidisciplinary Cancer Care.
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New Monoclonal Antibody Treatment Offers Hope
for Treatment of Metastatic Melanoma
By Wayne Kuznar
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human monoclonal
achieved improvements in
antibody that blocks
overall survival. In the
a receptor that downgp100 vaccine plus placebo
regulates T-cell responses
group, median overall surimproves long-term survival
vival was 6.4 months,
in patients with previously
which is comparable with
treated advanced melanoma,
results with placebo in preaccording to the results of a
vious studies. In the ipiliphase 3 trial.
mumab alone and the ipili“This is the first time we
mumab plus gp100 vaccine
have shown a survival bengroups, median overall surSteven O’Day, MD
efit in metastatic melavival was 10.0 months.
noma,” said Steven O’Day, MD, lead
One-year survival was 44% in
investigator of the study, and chief of patients who received combination
research and director of the melanoma treatment with ipilimumab plus vacprogram at The Angeles Clinic and cine, and 46% in those treated with
Research Institute in Los Angeles. ipilimumab alone, compared with 25%
“What is equally impressive is the near in the gp100 vaccine group. Two-year
doubling in the 1-year and 2-year land- survival was 22% and 24%, respectivemark overall survival analyses.”
ly, compared with 14% in patients in
The study was a head-to-head com- the vaccine group.
parison of treatments in 676 patients
Better disease control was also seen
with previously treated, unresectable in both groups treated with ipilimumab.
stage III or IV melanoma. There were After 6 months, melanoma progression
three treatment arms: monotherapy with was halted in approximately 30% of
ipilimumab (n = 137), gp100 peptide patients, compared with only 11% of
vaccine alone (n = 136), and the those who received the gp100 vaccine
combination of these two agents alone.
(n = 403).
Serious adverse events were more
Ipilimumab is a fully human mono- common in both ipilimumab arms, at
clonal antibody that blocks the CTLA- 17.4% and 22.9%, respectively, com4 receptor (CTLA-4 is an antigen pared with 11.4% in the gp100 plus
found on T cells that downregulates the placebo arm.
T-cell response) and potentiates T-cell
Of significance are the side effects
activation. gp100 is a vaccine that pro- with ipilimumab related to the immune
duces T-cell–specific immune respons- system. These occurred in two thirds of
es, and served as the active control arm the ipilimumab arm patients and in
for this study.
only one third of the gp100 vaccine
“By blocking CTLA-4, ipilimumab group. In ipilimumab-treated patients,
keeps the T-cell potentiated and hope- T cells began attacking normal tissue at
fully leads to antitumor immunity,” sites, the most common being dermatoexplained O’Day.
logic, gastrointestinal, endocrine, and
Patients in both ipilimumab arms hepatic tissue.

“Ipilimumab represents a new class of
T4 potentiators and an important
advance for the field of immunooncology,” said O’Day. “Further development
of ipilimumab is ongoing, and we are
very excited to see that ipilimumab is

being applied to other cancers, particularly non–small-cell lung and prostate
cancers. We are very interested in looking at alternative combinations with
this drug, as well as in refining its dosage
and schedule.” l

Biologic Effective
Against Rare Thyroid
Cancer
By Caroline Helwick

A

n investigational multitargeted kinase inhibitor slowed
progression of medullary thyroid carcinoma, a rare and difficult-totreat thyroid cancer that currently has
no established treatment once it has
progressed.

This represented a
reduction in risk of
progression of 54%
with vandetanib.
Patients treated with vandetanib
had a progression rate of 32% compared with 51% treated with placebo
(P = .0001). At 24-month follow-up,
patients receiving placebo had a median progression-free survival (PFS) of
19.3 months, but PFS had not been
reached for patients receiving vandetanib, reported Samuel A. Wells, MD,

head, Thyroid Clinical Research
Program, the National Cancer
Institute, Bethesda, Maryland.
This represented a reduction in risk
of progression of 54% with vandetanib, and in an analysis excluding
placebo recipients who crossed over to
receive this drugs the risk reduction
was 73% (P <.0001).
“Statistically significant advantages
for vandetanib were also evident in
the secondary end points of objective
response rate, disease control rate, biochemical response, and time to worsening pain,” Wells reported.
The drug inhibits tumor angiogenesis and tumor-cell proliferation by targeting multiple receptors. Vandetanib
is also being evaluated in non–smallcell lung cancer.
This was the largest ever clinical
trial for medullary thyroid cancer,
including 331 patients with unresectable locally advanced or metastatic disease. l
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