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Roundtable II: Cost Concerns for 
Rheumatoid Arthritis Treatment

Discussion Facilitators: Arthur F. Kavanaugh, MD; and Frederick Wolfe, MD

. . .ROUNDTABLE DISCUSSION . . .

The cost concerns for rheuma-
toid arthritis (RA) treatment
and its new biological recombi-

nant therapies exceeds that of mere
acquisition expense. The costs of
deciding where the new anti-tumor
necrosis factor (anti-TNF) agents
etanercept and infliximab fit into
therapeutic guidelines, of administer-
ing and monitoring these novel
agents, and the potential exponential
expense of not using them must all be
taken into consideration by clinical
decision makers.  

Infliximab Approval Indications

Mr. Lewis: How close is infliximab to
getting an indication approved by the

Food and Drug Administration
(FDA) for the treatment of RA and
what other indications are being
considered? 

Dr. Kavanaugh: Infliximab has been
submitted to the FDA for this indica-
tion. The range of conditions for
which anti-TNF alpha chimeric anti-
body agents—not only infliximab—
are going to be used include other
kinds of inflammatory arthritis that
may look like RA, specifically psoriat-
ic arthritis. There are some trials
under way. If anti-TNF drugs have a
beneficial effect on the skin as might
be expected, they might also be used
not just for psoriatic arthritis but for
psoriasis. TNF is important enough
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that it could theoretically be a target
for other kinds of inflammatory dis-
eases, such as juvenile chronic arthri-
tis, and even heart failure and asthma.
There is actually a study ongoing for
an anti-TNF agent in heart failure.

Dr. Bresloff: Which drug regimen was
the FDA looking at that would approx-
imate the price you quoted?  

Dr. Kavanaugh: I showed the drug
cost, which is about $450 a vial for
100 mg. Assuming that a potential
patient weighs just under 70 kilos,
this would amount to two vials. If you
include the loading dose for a whole
year and then cut that in half, it ends
up being closer to $4000. If the 
dosage is received every 8 weeks, it
costs less than $3000—the average
cost for a patient who was on inflix-
imab for at least a year or two. This
does not include the infusion costs.

Infliximab in Therapeutic Guidelines

Ms. Hillman: Can you tell me where
you see infliximab in a guideline or
algorithm for the treatment of RA?

Dr. Kavanaugh: At this stage it is dif-
ficult to say. It is going to be easiest to
justify in the clinic for people for whom
we do not have anything else—for
example, those who have had an
incomplete response to methotrexate
or have failed with several other med-
ications. But Dr. Wolfe noted that if you
think in terms of relative benefit, the
people who do not have severe disease
overall would probably fare much bet-
ter. The closer the clinician can bring
people to normal function, the better
they are. Someone who goes from 40
swollen joints to 10 still has a lot of
arthritis. Someone who goes from 20
swollen joints to one is almost living a
normal life. It’s a difficult issue. 

Ms. Hillman: I’m an advocate of ear-
lier intervention, but when you inter-

vene earlier, you don’t have as clear-
cut a reference point as to which
patient will do best. In managed care
we have limited resources and must
be very careful. I use guidelines
instead of algorithms because algo-
rithms have a connotation of step 1,
step 2, and then step 3. Infliximab
may very well be step one for a cer-
tain subset of the population. But how
do I know which subset?  

Dr. Wolfe: The traditional protocol
for all new drugs is that you use them
in patients with the worst degree of
disease. I think infliximab will start
out being administered to people who
are not doing well with methotrexate.
Then if it looks like it’s working well in
clinical practice, physicians are going
to consider using it earlier. In settings
in which there is not as much man-
agement or there are different kinds
of guidelines or none at all, physicians
will begin to do this. If it works, every-
one else will follow. 

Ms. Hillman: That’s contrary to your
suggestion that we’ll see dramatically
better results if we start with 30- to
60-year-old patients instead of only
those over 60.

Dr. Wolfe: No, it’s not. If you treat
people very early with these drugs, it’s
likely that it really will be beneficial.
What I was commenting on is what I
think is going to happen in the real
world. 

Mr. Martinez: Dr. Kavanaugh, when
you discussed diagnosing RA early
and treating aggressively, are you
excluding the anti-TNF drugs from
early detection and aggressive treat-
ment? It sounds like you are going
with disease-modifying antirheumatic
drugs (DMARDs) first and then going
on to anti-TNF drugs only if these fail.

Dr. Kavanaugh: That is the progres-
sion as drugs move into clinical prac-
tice. If they work as well as they do in
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the studies, there is every expectation
that it would be very reasonable to
use them early—in fact, treating
patients early on might have a greater
impact on keeping patients function-
al. Some studies will be conducted to
see what the effect of early treatment
is. With infliximab, patients respond
rapidly. If someone has not responded
by 8 weeks, the incremental benefit of
continuing it will be very small. 

Our measuring devices aren’t ade-
quate. If you talk to patients who have
used anti-TNF drugs or who have
been in the trials, you can really dis-
tinguish the patients for whom these
drugs provided an incredible benefit.
Unfortunately, that distinction gets
buried in the American College of
Rheumatology (ACR) measurements
of ACR-20, ACR-50, and ACR-70.

Ms. Hillman: You pose an extremely
difficult situation for those of us who
are doing remote approvals. We don’t
face the patient, nor do we have the
patient chart in front of us to at least
read the progress notes. We’re left
with trying to make a determination
whether this is appropriate or not. At
this point, it’s too much of an art and
not enough of a science.

Dr. Auslander: At Blue Cross of
California, we have some very simple
guidelines for etanercept users. We
are not looking to tell the rheumatol-
ogist which drugs to use. What we are
looking for are the really inappropri-
ate cases. 

Dr. Kavanaugh: What are your
guidelines?

Dr. Auslander: Our guidelines are for
chronic, documented, recurrent RA,
and failure on standard therapy with
an approved medicine. That’s it.

My concern is not the guidelines to
determine who should get infliximab
or who shouldn’t; it’s whether or not
we’re accomplishing a good long-term
method of treatment. Is infliximab

changing a disease state or providing
symptomatic relief? 

Mr. Clark: We’re talking about treat-
ing patients for 20 or 30 years, yet we
have no idea what infliximab will 
do to long-term functional status.
Physicians may begin prescribing
infliximab a little too quickly—before
we really know how much disease-
modifying it will really do.  

Dr. Wolfe: Disease-modifying is a
funny phrase which, in fact, doesn’t
mean anything. Any drug that
reduces inflammation will retard X-
ray progression, which is useful scien-
tifically, but it’s meaningless at the
human level. You won’t check on your
patients through X rays because
patients vary, and X-ray progression is
very slow. 

The real issue is whether or not
patients improve functionally in
terms of pain and global severity. To
determine how patients are doing,
physicians should collect simple ques-
tionnaires on patients, and there
should be an easy way to score them.
They don’t have to be done in the
clinic; they can be par t of a long-term
assessment, scored by mail, and 
conducted at essentially no cost to
physicians. Questionnaires reflect
subjective patient viewpoints, but
they are the best data available
because doctors won’t do joint counts.  

Affordability of Anti-TNF Drugs

Mr. Martinez: Dr. Wolfe, you men-
tioned the affordability of these newer
anti-TNF drugs and said that all of
your patients said that they could
afford them, with the exception of
those over the age of 65. 

Dr. Wolfe: Actually, the patient poll
I referred to was conducted before
these drugs came out. In general,
there was a pattern that the older
the patients, the less likely they
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were to be able to afford drugs with-
out difficulty.

Mr. Martinez: That seems contrary to
most of the economic demographic
information I’ve read  that says in
general, people over the age of 65 are
the most affluent population. 

Ms. Hillman: That may be, but
they’re on a fixed budget. Maybe they
very easily can afford it but the fear of
not having the resources to tide them
over through the rest of their lives
because they might live to be 110 is
very real.

Dr. Wolfe: The fact is that this age
group is at the lowest income level.
And many have other medications
they pay for to treat chronic illnesses.
I certainly have patients who can’t
afford anti-TNF medications.

Ms. Hillman: It all depends on moti-
vation and priorities. The population
varies. In San Diego we have one area
that is intensely populated by an afflu-
ent, well-educated senior population.
It’s harder to get these people to
spend money on drugs than it is in
some of our other areas. They’ll do
everything possible to make sure that
the health maintenance organization
(HMO) pays for their drugs. They’ll
spend 10 times as much on a lawyer
to recoup the cost in litigation than if
they just paid for the drug outright.
It’s the principle of the matter for
them, and they have lots of time to
pursue such principles.

Ascertaining Anti-TNF Response

Dr. Nguyen: Have any studies shown
when patients respond to this medica-
tion?  Is there any indicator to identi-
fy the subgroup of patients whom you
can start directly on this route?

Dr. Kavanaugh: It is probably relat-
ed to pharmacokinetics. With higher

doses you see persistence of effect
that probably relates to longer dura-
tions of effective serum levels.

Dr. Nguyen: What is your definition
of an RA patient who has failed
methotrexate?  

Dr. Kavanaugh: That has changed
over the years. Before, if there was
nothing else to give, then nobody was
a failure. Usually when I say “failure,”
it means the patient cannot tolerate a
dose. If he or she still shows activity, I
would say it is an incomplete
response—not necessarily a failure. 

Referring to Specialists 

Dr. Bresloff: We heard a really good
argument that these patients do bet-
ter overall if they are taken care of by
rheumatologists. To make an analogy,
there are some doctors who wait until
the barn door has been left open and
all the animals are gone before they
will refer. Is there a good rule of
thumb for when that first referral to
the rheumatologist should take place?
When can I tell a primary care doctor
that he shouldn’t prescribe an anti-
TNF drug, that he needs to send the
patient to a rheumatologist?

Dr. Wolfe: That’s a very difficult
question because there are many
very capable primary care physicians
who can manage most of these ill-
nesses at least as well as rheumatolo-
gists. But rheumatologists generally

“In San Diego we have one area that is intensely
populated by an affluent, well-educated senior
population. It’s harder to get these people to
spend money on drugs than it is in some of our
other areas. They’ll do everything possible to
make sure that the health maintenance organi-
zation (HMO) pays for their drugs.”

—Diane Hillman, RPH
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start people on aggressive therapy
right off, whereas family doctors tend
to use steroids rather than something
like methotrexate. 

Ms. Hillman: The steroids are even
worse because they end up costing us
a fortune in many other ways. 

Dr. Wolfe: Steroids are a problem and
there is a lot of unnecessary laborato-
ry testing. Rheumatologists can better
explain to patients the severity of the
disease, what they should do, and
when they should be reevaluated.
Patients would do much better if they
were referred right away and then
managed.

Ms. Hillman: The other option is edu-
cating the physicians so they will be
comfortable in being more aggressive.  

Dr. Wolfe: Educating physicians
about rheumatology is very feasible.
There are only a few medicines. You
can manage a lot of this by telephone,
with a central person who can tell
patients whether or not they need to
see a physician. For example, in look-
ing at side effects, we have been
studying outcomes to determine if
they increase doctor visits and other
expenses. Most side effects can be
handled over the telephone. 

Cost Versus Efficacy

Dr. Milgram: My interest is separat-
ing cost from quality of care and man-
aging the patient. If infliximab did not
cost any more than nonsteroidals,
what might the approach to treating
patients be?

Dr. Wolfe: In my opinion, assuming
that this drug is effective, it would be
given to everybody on day one. 

Dr. Bresloff: You think so? Even
though we don’t yet have long-term
data?

Dr. Wolfe: Long-term data in rheuma-
tology have not come from controlled
clinical trials. They have come from
long-term observational studies and the
experience of the experts who pre-
scribe the drugs. The best way to tell
whether a drug works is to see how long
people stay on it. People stay on gold
for 12 to 18 months. In methotrexate,
the median treatment time is more
than 5 years. People stay on drugs
because of their efficacy or lack of side
effects; they are willing to tolerate side
effects if they get a lot of efficacy. 

The Expense of Infusion Therapy

Ms. Hillman: The fact that inflix-
imab is an infusion-therapy route
has made the drug more difficult for
us to work with. 

Dr. Kavanaugh: That may be, but
one of the good things about infusion
therapy is that compliance is guaran-
teed. With oral medications, people
are going to start doing the things peo-
ple do with their medications—they
forget to take them; they take more or
less than prescribed; they decide that
they can stop taking them altogether.
If you as a clinician give it to them,
you know they have gotten the treat-
ment plan that you’re working on. 

Mr. Newcomer: What about situations
in which there are large distances to a
rheumatologist’s office? At that point,
you’re talking about more frequent
visits or home care. 

Dr. Bresloff: Delivering the drug with-
out going to a rheumatologist’s office
would not be a big problem. We have
a couple of patients on etanercept for
whom we have a case management
follow up.

Ms. Hillman: We can administer
infliximab initially from a rheumatolo-
gist’s office if our primary care physi-
cians (PCPs) will maintain the therapy.
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Dr. Nguyen: We don’t yet have an
endpoint with the new product. 

Ms. Hillman: There is response with-
in 8 weeks; there is no endpoint. 

Dr. Wolfe: These drugs will not cure
everybody. We will learn what the
expected response is by practice, or
by measurement with questionnaires.
You can develop a guideline for what
response based on where the patient
is and where you expect the patient to
be after therapy. If you don’t have a
standard, then you have problems
because there are people who are not
going to do as well on this therapy as
expected. Accuracy in measurement
in the clinic is key to understanding
whether or not there is a response
and how great that response is.

Cytokines and Chemokines

Mr. Newcomer: One of the difficulties
in rheumatology, certainly with RA, is
that there are various cytokines and
other factors involved with this dis-
ease. Infliximab and etanercept affect
TNF factor only. But there is so much
we don’t yet know—even though RA
is an old disease. 

Dr. Kavanaugh: There are certainly
many cytokines and chemokines
involved in this disease process.
There are arguments about the impor-
tance of specific cytokines. You could
say there are so many cytokines, all of
which probably play a role in the dis-
ease, how can inhibiting any one have
effect? Then you can look at the clot-
ting cascade: the body functions pri-
marily in cascades with positive and
negative inhibition and blocking a key
part can have dramatic effects on sub-
sequent downstream events; blocking
even one, if it’s important enough, can
play a role.

Ms. Hillman: In reality there is some-
thing going on at a genetic level that is

predisposing patients to this disease.
You can’t cure RA; all you can do is
treat it. That’s the problem—you’re
going to treat only, not cure, until the
patient dies. Although no one is going

to deny patients what they need, the
cost of these drugs is frightening
because the managed care ship can
sink under the burden of these costs.
Other than legislation changing and
premiums going up, I honestly don’t
see how we’re going to pay for these
drugs. It must come out of the premi-
ums. There’s nowhere else for the dol-
lars to come from.

Paying for Effective Care

Dr. Auslander: Infliximab is one of a
group of drugs that are coming up. If
you look at the dollar cost of cyclo-
oxygenase-2 (COX-2) inhibitors and
compare them with sildenafil and all
other emerging drugs, the expense
will be seen as a global problem for all
healthcare systems, including Medi-
care. This needs to be addressed. 

Ms. Hillman: We can’t just stop cov-
ering drugs because then patients will
end up in the hospital. 

Dr. Bresloff: It’s not our place to with-
hold effective care—we just want to be
sure we have evidence that it is effec-
tive and that its benefits outweigh the
risks. The evidence so far is coming
from one dose of infliximab. The evi-

“These drugs will not cure everybody. We will
learn what the expected response is by practice,
or by measurement with questionnaires. Accu-
racy in measurement in the clinic is key to
understanding whether or not there is a
response and how great that response is.”

—Frederick Wolfe, MD
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dence is very good that multiple doses
will probably be effective at reducing
recurrences. It’s not clear to me that
the timing is going to be 8 weeks and
it’s reasonable for health plans to have
some caution. There are people who
are suffering because they’re not get-
ting infliximab for their RA, but on the
other hand, it’s appropriate to wait
until we have documentation.

Dr. Wolfe: The problem with docu-
mentation is that clinicians will
begin to use the drugs in different
ways from which they were
approved. For example, methotrex-
ate is approved for use in people
with severe RA, but now it’s being
used universally in people with mild
RA. This is appropriate, because
that’s where it actually belongs,
based on positive experience in con-
trolled trials. Someone mentioned
that in one health plan, you have to
fail on 5 DMARDs in order to get
etanercept. That doesn’t make sense
because a number of the DMARDs
are not very good to start with.
Clearly, it makes sense to move that
up. The question will be how far to
move that up and how fast. 

Ms. Rae: There’s another controver-
sy. If you have intravenous (IV) and
subcutaneous formulations to treat
the same disease, and the IV is part of
the medical cost risk and the subcuta-
neous is part of the pharmacy risk, it’s
going to be gaming the system to put
that cost wherever you have an
accepted risk or you’ve accepted the
least amount of risk.

Ms. Hillman: Even if they share risk
for pharmacy, half the cost is still bet-
ter than full cost. 

Dr. Auslander: The route of adminis-
tration affects the patient because 
of different copay responsibilities
between medications delivered by the
pharmacy from those administered by
the home infusion team.

Ms. Rae: Patients walk in the office
and they get the drug for free. They
walk to the pharmacy and they pay
50%. What do you think a physician’s
going to do?  

Ms. Hillman: If patients know they can
get something without a copay, they’ll
demand you give it to them. Patient sat-
isfaction always comes into play. 

Ms. Rae: So they’ll demand it at the
office. Physicians will come back to us
and say, “You’ve got to limit my abili-
ty to use this in my office so it’s not
me who’s denying the patient but the
HMO.”

Dr. Milgram: You can’t make the
physician the bad guy, and you can’t
practice bad medicine. 

Mr. Lewis: It’s a tough ethical issue
to deny these things. What you can
do is find those dollars in other
places. If you take a step back, you’ll
see there’s a lot of money being
overutilized on things like loratadine,
branded antibiotics, branded non-
steroidal anti-inflammatory drugs
(NSAIDs), and branded angiotensin-
converting enzyme inhibitors. If you
use a generic drug or cover only
generics, in a short period of time you
could find those dollars for etaner-
cept and infliximab. 

Dr. Wolfe: We should allow brand-
name NSAIDs. Why shouldn’t cele-
coxib be used?

Ms. Hillman: There is not yet a gener-
ic alternative for that COX-2 drug. But
for the other NSAIDs, we always insist
on trying the generics first because
there are so many generic NSAIDs. It’s
an idiosyncratic thing. One works for
one patient and one works for another.
But there are many good generic
choices. The manufacturer of lefluno-
mide states that because of its low gas-
trointestinal (GI) side-effect profile,
prescribing it will allow you to get a
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patient off an NSAID and a proton
pump inhibitor combination therapy
that you may be using to manage the
GI upset from the NSAID. 

Dr. Wolfe: Leflunomide is about equal
to methotrexate, perhaps. Most peo-
ple who take methotrexate take
NSAIDs, except those who have had a
complete response. There have been
very few arthritis drugs that have
been life-long. For various reasons,
even with the best drugs, people stop
taking them. It might be 5 years. 

Ms. Hillman: Are you saying they
can never come off the NSAIDs? 

Dr. Wolfe: No, but NSAIDs change.
Rheumatoid arthritis and osteoarthri-
tis patients switch at a rate of about
11% or 12% a year. 

Dr. Kavanaugh: Or they’ll use it
intermittently, for example, instead of
using it every day at full doses, using
it once a week.

Ms. Rae: Marketing is going to be a big
concern in RA because of the noise level
and direct-to-consumer advertising. 

Ms. Hillman: The difference is that
unlike many disease states, no matter
how much they advertise, RA patients
aren’t going to be crawling out from
behind the walls. If there are RA
patients we haven’t identified, we
should be treating them. 

Mr. Clark: When the indication is
there, and the evidence available,
infliximab will be covered. At the same
time, because of the cost, it will have to
go through some type of prior autho-
rization criteria like other high-cost
drugs. The better the data that is avail-
able, the simpler we can make the cri-
teria. It would be nice to make the data
available earlier on. It would be helpful
to have something like radiographic
evidence to help hang our hat on when
we’re putting together the criteria.

Rheumatoid arthritis is a lifelong, debil-
itating illness; it would be beneficial to
know if this slows disease progression.

Dr. Wolfe: The evidence will be forth-
coming. All of the new drugs slow
radiographic progression. In fact,
everything slows radiographic pro-
gression if your sample size is large
enough and you pick your patients
correctly. The question is, to what
extent does it really improve people’s
symptoms and disease?  

Dr. Kavanaugh: One of the problems
in depending on bone is that you’re
going to find something that works
well on bone but doesn’t do anything
for the inflammation. 

Dr. Wolfe: There is a considerable
discrepancy between functional sta-
tus and radiographic status. If you
want to predict radiographic out-
come, you need joint swelling and
sedimentation rates but not function.

Ms. Hillman: Is there a group of
measurements?

Dr. Wolfe: In the best of all possible
worlds, you want to have a compre-
hensive joint examination, which
includes joint swelling and tender-
ness; a laboratory test; and measures
of pain, function, and global status.
Those are the ACR criteria. Those are
really the best measures. The problem
is they may be the best measures in
clinical trials, but you aren’t going to
get doctors to do these; they don’t

“In the best of all possible worlds, you want to
have a comprehensive joint examination,
which includes joint swelling and tenderness;
a laboratory test; and measures of pain, func-
tion, and global status.”

—Frederick Wolfe, MD
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know how. You have to rely on surro-
gates. You probably ought to have
some simple laboratory measure,
such as a C-reactive protein, and then
you should use the measurements
people have used in the studies: pain,
global severity, and function mea-
sures. If you don’t have the sedimen-
tation rate you can come close with
these other things. That’s all there is.
It would be wonderful if there were an
“inflammation-o-meter” that you
could just press on somebody, but it
doesn’t exist. 

The Individual Patient

Mr. Newcomer: The challenge we
have, not just with this drug but with
a number of drugs, is that the best we
can do is come up with some popula-
tion criteria. We still need a way to
not allow the individual patient to slip
through. 

Dr. Kavanaugh: That’s the trouble
with guidelines—you will always find
exceptions.

Dr. Wolfe: These criteria are prob-
lematic because in somebody with
intractable shoulder pain who only-
has one swollen joint and a sedimen-
tation rate that might not be elevated,
or vasculitic lesions, these measures 

would not pick it up. It would be very
reasonable in those circumstances to
use such a drug. 

Dr. Auslander: Does this do anything
for extra-articular complications in
rheumatoid disease? 

Dr. Kavanaugh: That’s very hard to
study because nodules can change
over time. Generally, when treatment
is successful, they go away. Metho-
trexate may offer something unique in
that patients may get more nodules
even though they’re doing much better. 

Dr. Wolfe: It’s a difficult illness to
treat. As research scientists, we have
our criteria and our statistics and we
manipulate them and we can see
things, but treating the actual patient
is much more difficult. You’re not only
treating levels of tests but you’re
treating human beings who are wor-
ried and depressed and have other
problems. Half of the people with RA
also have low back pain. That some-
times isn’t written on the diagnosis
sheet, but it drives this illness, and
some of the pain medications. It is
impossible to write down everything,
but you should write down many of
them, so we can determine if the
physicians are doing what they should
be doing and whether the patients are
getting better. 


