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Clinical Pathways Programs: Confusing Choices
for Payers and Physicians. Part 1: Selecting the
Appropriate Pathways Program
By Dawn Holcombe, MBA, FACMPE, ACHE
President, DGH Consulting, South Windsor, Connecticut

Managed care payers
seek oncology so -
lutions that will

reduce both variation and
cost. Oncology physicians
seek stability in their ability
to make decisions in the
best interest of their pa tients
and payer contracts that will
allow cancer centers and
community offices to con-
tinue to provide care.

Both payers and physi-
cians are exploring programs, and the
word “pathways” is often raised—but
how those pathways are defined and exe-
cuted makes an enormous difference.

Payers can choose some program
management options that don’t address
pathways at all, such as drug manage-
ment, disease management, and oncol-
ogy management. Most of these pro-
grams are imposed from the outside
onto practicing oncologists and typical-
ly result in very short-term savings, cre-
ate tension between physicians and
payer, and have a difficult time proving
a satisfactory return on investment after
the first couple of years.

Increasingly, both payers and physi-
cians are exploring the options offered by
evidence-based clinical decision-making
that lead to clinical pathways programs.
However, there is great variation among
the current programs, as well as wide
variation in satisfaction on both sides
with current models. Confusion about
the choices and ideal construct for a clin-
ical pathways program abound among
both payers and physicians.

In order to decide what model of
clinical pathways would work best for a
specific payer or physician practice, we
must first explore the five key differ-
ences, and identify the seven key ques-
tions/issues to consider before selecting
a course of action.

Distinguishing characteristics of
clinical pathways

Clinical source and maintenance. First
and foremost, a viable clinical pathways
program must be firmly grounded in evi-
dence-based clinical information, based
initially upon the clinical parameters
found in the National Comprehensive
Cancer Network’s published clinical
guidelines, and must have undergone rig-
orous clinical review by an experienced

body of physicians. Periodic
review must be planned to
ensure the pathways adapt
with the ever-changing
body of clinical knowledge
that defines oncology, yet
the program must require
sufficient evidence of proof
before adoption.

Demand a clear process
and timeline for the clini-
cal review of any pathways
or guidelines program.

Pathway definition. Clinical guidelines
are the accepted standard for appropri-
ate alternatives for treatment of malig-
nancies, yet the range of guideline alter-
natives for any disease can be compared
with an eight- or ten-lane highway.
Selection of the highway lane for any
given patient is up to the physician, and
requires little further consideration of
alternatives as long as the chosen treat-
ment is part of the list of those described
as part of the clinical guidelines for that
disease.

A true clinical pathway is increasing-
ly clarified as the identification of one
preferred treatment for a given state and
stage of disease, which has been selected
via a rigorous clinical review of the
appropriate clinical guideline alterna-
tives and selected based first upon clini-
cal efficacy, then toxicity profile, and,
lastly, assuming comparability across the
first two criteria, cost of treatment.

A clinical pathways program will
always allow physician flexibility to
treat with an off-pathway alternative,
because there is no one preferred treat-
ment that will be universally applicable
to all cancer patients 100% of the time.
The rigorous clinical review of alterna-
tives and definition of clinical pathway
must be conducted by actively practic-
ing oncologists, with support from

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 ideal-
ly also radiation oncology treatments.
Clinical trials should always be consid-
ered 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 deci-
sion-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 path-
ways program. 

Similarly, physician medical deci-
sion-making is complex for cancer
patients, and involves multiple branch-
es 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 stat us.
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 evalua-
tions and produce an end product that
integrates with the practice’s technical
and care delivery systems.

Many of the data elements and deci-
sion points (including staging of dis-
ease) are not collected in traditional
practice and payer claims processing
systems. Thus, vendor programs that
rely on claims-based reporting, by defi-
nition, cannot incorporate the scope of
decision-making, tracking, and report-
ing that is essential to a clinical path-
ways program. 

Such programs, thus, default to
menus of approved preferred treatments
for a general disease, which do not pro-
vide physicians or payers the degree of
compliance, reporting, or medical deci-
sion-making that is expected in a true
clinical pathways program.

Require a pathways program to

incorporate front-end medical deci-
sion-making, not back-end claims
reporting.

Tracking and monitoring. A true clini-
cal pathways program will allow physi-
cians to select treatment options that
are off-pathway where appropriate, but
track the reasons and causes for such
variation as part of the clinical moni-
toring feedback loop. Reporting and
analysis should be available to the
physician on a patient and population
basis that includes distribution of treat-
ment by disease stage and state, by
physician, and by aggregated popula-
tion; distribution of new patients by
state and stage of disease, drug utiliza-
tion, and market share by class; and dis-
tribution of active versus follow-up
patients. One also should expect report-
ing of patient-capture rate, the on-path-
way rate, clinical trial–utilization rates,
and reasons for going off-pathway. Very
few, if any, electronic health record sys-
tems 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 prac-
tice. 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 plat-
form 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 pro-
grams will adapt to accept compliance
reporting from whatever platform or
platforms have been selected by the
physicians practicing in the payer’s geo-
graphic market.

Allow physicians to select pathways
platforms and support platforms that
track front-end decision-making, not
simply back-end, claims-based reporting.

Dawn Holcombe, MBA,
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A true clinical pathway 
is increasingly clarified 
as the identification of
one preferred treatment
for a given state and
stage of disease.
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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 path-
ways 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 satis-
faction and ease of use at the point of
clinical decision-making for the clin-
ical pathways program, and does the
compliance reporting track the rates
and reasons for both on- and off-path-
way use, as well as accrual to clinical
trials, at a bare minimum?

• Who is responsible for the pathways
program, and what are their moti-
vating 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 pro-
gram—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 distinguish-
ing characteristics of pathways pro-
grams and asking these seven questions

will help physicians and payers alike
separate true clinical pathways pro-
grams 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 Multi dis   -
ciplinary Cancer Care.

New Monoclonal Antibody Treatment Offers Hope
for Treatment of Metastatic Melanoma 
By Wayne Kuznar

ASCO...continued from page 8

Ahuman monoclonal
antibody that blocks
a receptor that down  -

regulates T-cell re sponses
improves long-term survival
in patients with previously
treated advanced melanoma,
accord ing to the results of a
phase 3 trial.

“This is the first time we
have shown a survival ben-
efit in metastatic mela -
noma,” said Steven O’Day, MD, lead
investigator of the study, and chief of
research and director of the melanoma
program at The Angeles Clinic and
Research Institute in Los Angeles.
“What is equally impressive is the near
doubling in the 1-year and 2-year land-
mark overall survival analyses.”

The study was a head-to-head com-
parison of treatments in 676 patients
with previously treated, unresectable
stage III or IV melanoma. There were
three treatment arms: mono therapy with
ipilimumab (n = 137), gp100 peptide
vaccine alone (n = 136), and the 
combination of these two agents 
(n = 403). 

Ipilimumab is a fully human mono-
clonal antibody that blocks the CTLA-
4 receptor (CTLA-4 is an antigen
found on T cells that downregulates the
T-cell response) and potentiates T-cell
activation. gp100 is a vaccine that pro-
duces T-cell–specific immune respons-
es, and served as the active control arm
for this study.

“By blocking CTLA-4, ipilimumab
keeps the T-cell potentiated and hope-
fully leads to antitumor immunity,”
explained O’Day.

Patients in both ipilimumab arms

achieved improvements in
overall survival. In the
gp100 vaccine plus placebo
group, median overall sur-
vival was 6.4 months,
which is comparable with
results with placebo in pre-
vious studies. In the ipili-
mumab alone and the ipili-
mumab plus gp100 vaccine
groups, median overall sur-

vival was 10.0 months. 
One-year survival was 44% in

patients who re ceived combination
treatment with ipilimumab plus vac-
cine, and 46% in those treated with
ipilimumab alone, compared with 25%
in the gp100 vaccine group. Two-year
survival was 22% and 24%, respective-
ly, compared with 14% in patients in
the vaccine group. 

Better disease control was also seen
in both groups treated with ipilimumab.
After 6 months, melanoma progression
was halted in approximately 30% of
patients, compared with only 11% of
those who received the gp100 vaccine
alone.

Serious adverse events were more
common in both ipilimumab arms, at
17.4% and 22.9%, respectively, com-
pared with 11.4% in the gp100 plus
placebo arm.

Of significance are the side effects
with ipilimumab related to the immune
system. These occurred in two thirds of
the ipilimumab arm patients and in
only one third of the gp100 vaccine
group. In ipilimumab-treated patients,
T cells began attacking normal tissue at
sites, the most common being dermato-
logic, gastrointestinal, endocrine, and
hepatic tissue.

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

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

Steven O’Day, MD
Biologic Effective
Against Rare Thyroid
Cancer
By Caroline Helwick

An investigational multitarget-
ed kinase inhibitor slowed
progression of med ullary thy-

roid carcinoma, a rare and difficult-to-
treat thyroid cancer that currently has
no established treatment once it has
progressed.

Patients treated with vandetanib
had a progression rate of 32% com-
pared with 51% treated with placebo
(P = .0001). At 24-month follow-up,
patients receiving placebo had a medi-
an progression-free survival (PFS) of
19.3 months, but PFS had not been
reached for patients receiving vande-
tanib, 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 vande-
tanib, 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, bio-
chemical response, and time to wors-
ening pain,” Wells reported.

The drug inhibits tumor angiogene-
sis and tumor-cell proliferation by tar-
geting multiple receptors. Vandetanib
is also being evaluated in non–small-
cell lung cancer.

This was the largest ever clinical
trial for medullary thyroid cancer,
including 331 patients with unre-
sectable locally advanced or met  astat-
ic disease. l

This represented a
reduction in risk of
progression of 54% 
with vandetanib.
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