
The Role of Ximelagatran

Dr Schaecher: We’ve now discussed the
economics of stroke prevention and the
effectiveness of ximelagatran versus war-
farin separately. Let’s see if we can combine
these 2 topics by looking into the future to
predict how ximelagatran will fit into the
cost structures for atrial fibrillation [AF]-
related stroke. Dr Caro, how do you think
the availability of a drug like ximelagatran
would impact your Medicare cost model?

Dr Caro: It clearly would depend on the
price of the drug and on how much monitor-
ing for liver function needs to be done.
Depending on those 2 things, this drug could
make the substantial cost savings projected
in the model’s “what if” optimization analy-
ses a reality. 

Dr Albers: I agree. Obviously, drug cost is
a key component to figuring out how much
you are going to actually save.

Dr Schaecher: If ximelagatran is eventu-
ally approved for use in AF patients for
stroke prevention, do you think the overall
percentage of AF patients receiving optimal
anticoagulation will go up?

Dr Albers: That was the hope from the
beginning, because our current effective
treatment is so significantly underutilized.
With an easier-to-use medication, a large
number of patients currently receiving
aspirin, and even some not receiving thera-
py for stroke prevention, would be able to
switch over to ximelagatran. And then many
other patients who have been taking war-
farin for years are very excited about the fact
of not having to have a blood test every

month and are looking forward to the oppor-
tunity to have a noncoagulation-monitored
drug on the market.

Dr Schaecher: Who would get ximelaga-
tran?

Dr Albers: We’ve been studying the drug
at Stanford for several years in the SPORTIF
V trial and we have many patients who have
had a stroke or have AF. And, as I just men-
tioned, they are excited about the opportu-
nity of switching to a drug which is not going
to send them to the laboratory every month
and make them worry every time they get a
new prescription, take an antibiotic, or go
on a trip where their diet changes. Some of
our patients don’t mind warfarin and don’t
mind getting those monthly blood tests, but
from my experience, that’s a minority. So
from my perspective, depending on the cost,
I think there will be a substantial number of
patients who are currently taking warfarin
who are going to choose it, and then I think
that most new high-risk patients with AF
would probably also choose to go on to the
new agent rather than warfarin.

Dr Schaecher: So it sounds like a combi-
nation of switchovers from warfarin as well
as new-to-anticoagulation patients.

Dr Albers: Yes. In particular, those who
have had a very difficult time remaining in
the therapeutic range taking warfarin will
likely switch. Some physicians and patients
are wary of all new drugs, and some of these
physicians typically advise when a new
drug comes out to wait 1 year or more to
see what happens. Some people will have
concerns about the liver function testing
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and they’ll want to see more data from the
phase 4 experience. But in addition to
these wait-and-see physicians, there will be
a number of physicians who are quite anx-
ious to be able to do away with the INR
[international normalized ratio] monitoring.

Dr Caro: The tiers and copays will also
affect which patients use ximelagatran first.
If the copays are high, doctors and patients
will adjust and you’ll see more use among
people who are really having problems and
less uptake in new patients. If tiers and
copays are lower, you’ll see a more rapid
switch over to the new drug plus faster
uptake into new patients.

Dr Schaecher: How does the pace of
these switchovers and new patients affect
the economic model that was created to pre-
dict the cost effectiveness of anticoagulation
optimization?

Dr Caro: The rate of uptake does make a
difference in the model’s results. We’ve
looked at different rates at which people
would convert to more optimized care in
both the treated and untreated populations
over time, and obviously you capture differ-
ent amounts of the benefit depending on
how quickly people uptake.

Dr Schaecher: Would the reduction in
bleeding side effects associated with ximela-
gatran, as seen in SPORTIF, have any major
impact on total stroke management cost?

Dr Caro: Probably not, because most of
the minor bleeds don’t generate much
resources. Cost becomes significant when
you’re talking about major gastrointestinal
[GI] bleeding, retroperitoneal bleeding,
intracranial hemorrhage, that sort of thing.
The indirect consequences of minor bleed-
ing may actually have some impact, howev-
er, because it’s so bothersome and scary for
patients and doctors, and often leads to
changes in management.

Dr Schaecher: How might the necessity
for the measurement of liver ALT [alanine
aminotransferase] for 6 months and renal
function at least once with ximelagatran
therapy affect the total cost estimates?

Dr Caro: It will have an impact. Even if
unit costs are low, if everybody needs to do
it, the total cost becomes significant.
However, in the “what if” analysis using a $4
per day price for ximelagatran discussed ear-

lier, these monitoring tests had already been
incorporated. So, the projected half billion
in savings with a switch of 50% of warfarin-
treated patients to ximelagatran is based on
the assumption of monthly liver functions
done on every patient taking ximelagatran
for 1 year.

Ischemic vs Hemorrhagic Stroke

Dr Schaecher: Dr Albers, what is your
sense of the average per-patient costs for
ischemic stroke versus anticoagulant-related
intracranial hemorrhage versus anticoagu-
lant-related GI bleed?

Dr Albers: The costs vary from institu-
tion to institution, but there’s no question
that the brain hemorrhage costs are higher,
with patients having longer lengths of stay,
more complications, and higher morbidity
and mortality rates from their strokes. So
certainly an institution would rather take
care of ischemic strokes than hemorrhagic
strokes if they’re getting a fixed cost reim-
bursement per patient.

Dr Caro: Yes, it’s cheaper by about half
to take care of an ischemic stroke than
an intracranial hemorrhage at the acute
level. Over the long term, curiously, they
even out, but that’s because intracranial
hemorrhage has a higher mortality and so
fewer people end up accruing long-term
costs.

Dr Schaecher: Do either of you think
that the practicing clinicians have a sense of
these stroke costs?

Dr Albers: Most practicing physicians are
dealing with the medical issues. But they do
know it’s more frightening to have a brain
hemorrhage. That’s why treatments with a
significant risk of brain hemorrhage definite-
ly catch physicians’ attention. They often
think a stroke is caused by God whereas a
brain hemorrhage is caused by the physi-
cian. They’re very sensitive about treat-
ments that lead to brain hemorrhages, all
the way from tPA [tissue plasminogen acti-
vator] treatment for acute stroke to antico-
agulation for stroke prevention.

Dr Caro: I agree.

The Future of Anticoagulation

Dr Schaecher: What effect will a direct
thrombin inhibitor, such as ximelagatran,
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have on the anticoagulation clinics that have
spread around the country during the past
decade?

Dr Albers: They are not going to go
away. There are many indications for anti-
coagulation, and right now we’re only look-
ing at 3 that are being proposed to the US
Food and Drug Administration for ximelaga-
tran, and, as Dr Caro said, we don’t know
what the uptake is going to be in terms of
cost of this drug, copays, and uptake by
managed care. So certainly, these clinics
are not going to disappear. There’s going to
be a need for them, but they may eventual-
ly have much less business. Maybe some of
them will help take care of the liver moni-
toring for ximelagatran.

Dr Caro: I agree. Initially there will not
be any impact. After a few years, hopefully,
the clinics will then be used for the patients
who need them most to get optimal care.

Dr Schaecher: Given the usual lag
between a major study publication and the
issuance of a consensus evidence-based
guideline, what do you think insurers’ re-
sponse will be to ximelagatran if it is eventu-
ally approved? Do you believe that they’ll
see the advantages of the drug and allow it to
be used appropriately by any clinician, or do
you think they’ll put some restrictions on it?

Dr Albers: I think most major insurance
carriers are going to be happy to pay for the
drug, again, depending on the cost. In man-
aged care or VA [Veterans Affairs]-type sys-
tems with restrictions, forms, or special
prescribing criteria, I don’t know. I think
those local restrictions will be fairly inde-
pendent of national guidelines. The guide-
lines will certainly come out in favor of this
once it reaches the market, and I don’t think
insurance companies are going to be waiting
for guidelines to say that this is a good idea
before they’ll approve use of the drug.

Dr Schaecher: What role do you think
current or future CMS [Centers for
Medicare and Medicaid Services] reim-
bursement policies might play in shaping
the economics of stroke prevention, and
determine the uptake of an oral anticoagu-
lant like ximelagatran?

Dr Caro: Medicare coverage can have a
major impact on uptake. The cost to indi-
vidual patients, depending on how the drug

is paid for, could be substantial and could
therefore lead to reluctance to prescribe it,
or patient noncompliance. If Medicare takes
the lead and covers the drug under whatev-
er program finally gets implemented, then
that will also have a spillover effect and
influence how managed care and drug plans
cover it.

Dr Schaecher: Dr Albers, what are the
next steps for researchers in studying the
safety and efficacy of ximelagatran?

Dr Albers: The key areas involve other
indications. We now have high-quality data
from the 7300 patients involved in SPORTIF
III and V. So, we have a very good feel for
safety and efficacy in the AF setting. What
we don’t have are data from mechanical
heart valves. Do we need different dosing for
those types of patients? There are still other
issues in acute stroke management and
other places where warfarin is used, such as
congestive heart failure. Also, we need to
find out if this is a good drug to give before
you cardiovert a patient.

Dr Schaecher: What should managed
care decision makers be asking themselves
now about this new drug?

Dr Albers: I think they should talk to
their physicians about where they see use of
the drug, because if the drug gets on the
market, you’re not restricted to just what
the label says. And there may be some
physicians who feel comfortable enough
with this that they want to extrapolate it to
other patient groups (for example, patients
with hypercoagulable states or patients with
antiphospholipid antibodies). So the man-
aged care groups may want to decide
whether they think that’s a good idea for
their group and how interested their doctors
are in extrapolating the indications beyond
the label.

Dr Schaecher: Even in those settings, the
costs of delivering optimal care remains a
factor.

Dr Albers: True. But those cost questions
are going to be harder to answer because we
won’t have data about efficacy in some of
these other indications.

Dr Schaecher: What other cost consider-
ations should managed care be considering
as they evaluate this drug?

Dr Caro: We need to continue collecting
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data about how this drug is used in actual
practice. Who uses it? What is the compli-
ance? Are there liver problems?

Dr Albers: Yes. We certainly need to get
the phase 4 liver experience. Will liver prob-
lems emerge when this drug hits the mar-
ket? That’s a big question on many people’s
minds.

Dr Schaecher: What should clinicians
and stroke specialists within managed care
settings be doing today to get ready to eval-
uate ximelagatran and the other potential
new oral anticoagulants that are coming
down the pike?

Dr Albers: Capturing data makes a lot of
sense. If you’re in a big managed care group,
you want systems in place to capture data on

the issues we’ve talked about: the types of
patients that are being switched, the costs
associated with switching, the compliance
with therapy, and how close the efficacy and
bleeding rates in practice are to the efficacy
and bleeding rates in the trials. There’s a lot
to think about with the major potential
change in anticoagulation that is on the
horizon.

Dr Caro: The other message for managed
care is to ensure that adequate education is
available for clinicians. Ximelagatran would
mean a change of paradigm, and clinicians
will need to think about AF and other condi-
tions in a different way. Managed care needs
to drive that paradigm change.
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