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As technology improves, barriers to payment are beginning to fall 
for costly diagnostic tests that may identify good candidates 

for even pricier therapies. Part 1 of 2.

BY JOHN CARROLL
Senior Contributing Editor

When warfarin hit the
market, it was used as
rat poison. But decades

ago, a chance discovery revealed the
poison also worked as a potent
blood thinner; today, physicians
prescribe 30 million doses a year.

The drug’s considerable success
has come at a high cost. It is the
second-leading therapeutic culprit
to send a patient to the emergency
room, accounting for more than
40,000 emergency visits each year.
Now, though, geneticists at the U.S.
Food and Drug Administration say
a simple genetic test can cut that
number dramatically.

Scientists have long known that
people with particular variants of
the CYP2C9 gene metabolize war-
farin differently, retaining potent
quantities longer than other pa-
tients do. Later on, researchers
added variants of the VKORC1 gene
as a signpost for possible adverse
reactions. And at the strong urging
of Lawrence Lesko, PhD, director of
the FDA’s clinical pharmacology of-
fice, the FDA agreed in August to
place a genetic test recommenda-
tion on the drug’s label to help im-
prove its safety profile, potentially
shaving more than $1 billion off the
tab for ER visits.

Lesko’s victory has been heralded
in some quarters as a big step to-

BIOGENETIC TESTS EMERGE
FROM THEIR CHRYSALIS

A Genomic Health scientist reviews a hematoxylin and eosin slide to
determine if a tissue sample is suitable for the Oncotype DX Assay.

ward a new era of personalized
medicine, when genetic tests will be
common tools for matching pa-
tients with the right drugs. In other
quarters, it’s been criticized for ad-
vancing a technology that’s not
ready for prime time. But wherever
the experts stand, the movement of
a high-profile drug like warfarin
into the ranks of select therapeutics
where prudence dictates use of a ge-
netic test has given the diagnostics
field an overnight publicity jolt.

That sudden news blitz comes at
a time when most health plans and
a host of physicians are having their
first, often awkward encounters
with diagnostic tests. Estimates of
the time it will take for tests like
these to become the standard of

care gyrate widely between a few
years to two decades. But that day
will arrive, experts say — and al-
ready, more than a dozen tests have
burst onto the scene, demanding at-
tention and reimbursement.

“I think the field is catching up,”
observes Alfred G. Merriweather,
chief financial officer of Monogram
Biosciences, which just weeks ago
commercialized a diagnostic test
(Trofile) to identify HIV patients
most likely to respond to Pfizer’s
maraviroc (Selzentry). “There’s a lot
of interest in genomic markers; a lot
have been right on target. There’s
also a lot of talk about personalized
medicine. But it has not translated
into many viable products. As tests
get more sophisticated, we’ll move
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beyond talk, toward more
substance.”

Monogram’s corecep-
tor tropism assay, he says,
“is a terrific example of
truly personalized medi-
cine, with our test being
necessary to determine
whether a particular pa-
tient is appropriate for
Selzentry. For many
years, Herceptin has been
the only real example of a
drug linked to a diagnos-
tic. Now we have an-
other.”

GENETIC ILLITERACY
“Payers would, in the-

ory, have a significant in-
terest in companion di-
agnostics,” says Rick
Carlson, JD, clinical professor of
health policy at the University of
Washington. “If they can get the
drug to those who can benefit from
it, or exclude it from those who
won’t, then it’s a cost-effective tool
for payers. But they’re just getting
around to understanding pharma-
cogenetics.

“Clinical medicine is more disor-
ganized and inefficient than most
people would like,” Carlson contin-
ues. “Even when there is evidence,
we’re dealing with enormous illit-
eracy, particularly in the medical
community. We have only about a
thousand clinically trained medical
geneticists in the country. Most clini-
cians are not even familiar enough
to know that there are diagnostics.”

There are exceptions, but some
consultants say that most health
plans have difficulty keeping track
of genetic tests on the market.

“There’s a lack of institutional
framework or guidelines similar to

what is used in reviewing a phar-
maceutical, like the AMCP dossier,
for payers to assess this emerging
technology,” says Burt Zweigenhaft,
CEO of BioPharma Partners, which
consults with molecular develop-
ers and health plans. “In addition,
[payers] lack internal expertise to
assess this technology. The tech-
nology assessment committee of a
health plan would be hard pressed,
except in, say, San Francisco or New
York, to put together a panel of in-
dependent experts to review and
then develop coverage policy de-
terminations.”

Several other obstacles also need
to be overcome.

First, there are only a handful of
pioneering tests on the market, says
Carlson. Abbott and Roche have
combined diagnostics and phar-
maceuticals, he adds, but most of
the companies working on devel-
oping new diagnostics are small,
and, he says, “Big pharma histori-

cally has had problems working
with a company in a garage.”

For this field to really take off,
Carlson says, it needs an effective
business model for joint develop-
ment of new drugs and the genetic
tests necessary to identify patients
who could benefit from them. And
that model will need encourage-
ment from insurers and regulators,
both of which have largely been
missing from the equation.

But that’s changing.

HOW MUCH IS 
A TEST WORTH?

“All the major payers are looking
at this area. They’re beginning to
invest the time to understand it,”
notes Carlson. “And they’re going
to be confronted with propositions
to cover something.”

Monogram Biosciences, for ex-
ample, has been knocking on in-
surers’ doors to highlight the role
of its Trofile assay when prescribing

It will take 10 to 15 years or more before diagnostic tests linked to therapies
become a standard of care, says Rick Carlson, JD, of the University of Washington.
“The delivery system in healthcare is so ponderous, everything takes a long time.”
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maraviroc, and last month Medi-
care published coding guidance for
coverage of Trofile. Over the past
three years, Genomic Health has
been hard at work making a case
for Oncotype DX, a genomic test
that predicts the likelihood of re-
currence in patients with early-
stage breast cancer and identifies
those who are most likely to re-
spond to chemotherapy.

Oncologists already know that
chemotherapy is recom-
mended for the vast majority
of early-stage breast cancer pa-
tients, even though the data tell
them that only 25 percent will
benefit. Using the test, they’ll
find the 50 percent of patients
who will not benefit from
chemotherapy, the 25 percent
who fall into a gray zone, and
the 25 percent who will get a
“huge benefit,” says Genomic
Health President Kim Popovits.

“Payers really understand the
need for the tool,” she adds. But get-
ting there was neither easy nor
cheap. The company has invested
$140 million in advancing the test,
a process Popovits compares to
drug development. Payers wanted
multiple studies in peer-reviewed
journals before covering a test.

Genomic Health’s strategy of ag-
gressively pursuing research publi-
cation in peer-reviewed journals
and persistently making its case to
payers has yielded dividends.

In its quarterly report released in
early August, Genomic Health
tracked a string of successes in gain-
ing insurer support for its Onco-
type DX diagnostic. Blue Cross Blue
Shield of Michigan, HealthNet, and
HealthPartners all issued positive
reimbursement policies. In July, the
tech assessment group of the Blue
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Cross Blue Shield Association gave
the test its stamp of approval. And,
in a notably high-profile case,
UnitedHealthcare agreed at the be-
ginning of the year to cover it as
well — with an important caveat.
According to one report, when
physicians and patients decide to
ignore test results and go ahead
with chemotherapy even when it
is not recommended by the test,
UnitedHealthcare would go back

and make a billing adjustment. De-
tails were not discussed.

PERFORMANCE-BASED 
CONTRACTING

For Genomic Health, which has
staff devoted to seemingly every-
thing, from one-on-one discussions
with insurers to a help desk for in-
dividuals trying to gain coverage,
pioneering this business requires
flexibility. Officials are perfectly
willing to negotiate the details of
performance-based contracts with
payers.

“We understand that payers fear
they’ll see a $3,500, $3,600 increase
in costs” for the test without any
payback, says Popovits. “We en-
courage payers to track treatment
decisions so they can see the impact
the test is having. As performance-
based contracting goes, we are fans
of putting our money where our

mouth is. If we can’t change the bal-
ance or the way patients are treated
with chemotherapy, then we don’t
deserve to have a $3,600 test in the
marketplace.”

But she also is confident that the
test will deliver results.

“We haven’t had a trial without a
25 to 30 percent change in treat-
ment. Plans are basically seeing
chemo right-sized.”

That $3,500 price tag for Geno-
mic Health’s test can save
$20,000 in unneeded chemo-
therapy, says BioPharma’s
Zweigenhaft. That’s to say
nothing about the side effects
patients endure without a
clear clinical benefit and the
additional episode-of-care
costs.

“Genomic Health is the
poster child for this business,”
he says, ticking off the rea-

sons: clear data supporting the use
of its test, obvious benefits for pa-
tients, an economic offset for health
plans, and — when he started look-
ing into the field two years ago —
acceptance and favorable coverage
policy were “painfully slow.

“Two years ago,” he continues,
“you had no policy or coverage de-
terminations, and thus all the tests
were automatically declined.”

That was a serious impediment
to physician adoption of molecular
technology.

“Doctors perceived that there’s a
huge barrier in test approval,” he
adds. “Even more educated and mo-
tivated doctors are very resistant to
fighting costly battles and dealing
with the administrative delays and
grievance procedures needed to uti-
lize this technology.”

Genomic Health says its recent
successes should make it much eas-

“We haven’t had a trial 
without a 25 to 30 percent
change in treatment. Plans
are basically seeing chemo
right-sized.”

—KIM POPOVITS

President, Genomic Health 




