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Obesity Derails
RA Remission;
Infliximab Helps

BY NANCY WALSH
New York Bureau

BosTON — Overweight patients with
early theumatoid arthritis were less likely
to achieve remission during treatment with
conventional disease-modifying drugs than
were those with a normal body mass index.

Overweight and obese patients fared
better on a regimen that included inflix-
imab, Dr. Marjatta Leirisalo-Repo, profes-
sor of rheumatology at Helsinki Univer-
sity Central Hospital and the University of
Helsinki, said at the annual meeting of the
American College of Rheumatology.

The study enrolled 100 patients with
rheumatoid arthritis (RA) of less than 1
year’s duration from 15 centers, random-
izing them to methotrexate, sulfasalazine,
hydroxychloroquine, and prednisone plus
either infliximab or placebo for 6 months.
Mean age was 46 years, median symptom
duration was 4 months, mean number of
swollen joints was 15 and of tender joints,
20. All had morning stiffness of 45 minutes
or more. The mean baseline erythrocyte
sedimentation rate (ESR) was 33 mm/hr
and mean Health Assessment Question-
naire (HAQ) score was 1. In all, 67% were
female and 68% were rheumatoid factor
positive. None had prior disease-modifying
antirheumatic drug (DMARD) treatment.

The DMARD regimens were individual-
ly tailored, with maximum dosages of
methotrexate of 25 mg/wk and maximum
dosages of sulfasalazine of 2 g/day. Hy-
droxychloroquine was given in dosages of
35 mg/kg a week and prednisone in dosages
of 7.5 mg/day. Patients randomized to re-
ceive infliximab had the tumor necrosis fac-
tor blocker in dosages of 3 mg/ kg at weeks
4, 6, 10, 18, and 26. Remission was defined
asless than 15 minutes of morning stiffness;
no fatigue or painful, swollen, or tender
joints; and an ESR less than 30 mm/h.

At 6 months, an overall total of 53% of
patients had achieved remission. The per-
centages of patients in remission at 6
months in the infliximab and placebo
groups were 58% and 47%, respectively
(58% and 52% at 12 months).

At 6 months, 63% of placebo patients
with a body mass index (BMI) of less
than 25 kg/m? had achieved remission,
compared with 35% of overweight (BMI
25-29.9) patients and 25% of obese (BMI
30 or greater) patients. No such associa-
tion was seen in the infliximab-treated
patients. Remission rates in the normal,
overweight, and obese groups receiving
the biologic agent at 6 months were
55%, 68%, and 46%, respectively. At 12
months, the rates for normal, over-
weight, and obese placebo patients in the
placebo group were 58%, 35%, and 25%,
and those in the infliximab group were
45%, 74%, and 55%.

Obesity is associated with a lack of re-
sponse to conventional DMARDs, but in-
fliximab was able to overcome this resis-
tance, said Dr. Leirisalo-Repo, who
disclosed she has received research grants
from Schering-Plough Oy in Finland. =
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Variability Key to Lumbar Diagnosis

BY BRUCE JANCIN

Denver Bureau

SNowMAss, CoLo. — The neuro-
genic or pseudoclaudication symptoms
characteristic of lumbar spinal stenosis
can be distinguished from peripheral vas-
cular disease by their day-to-day variabil-
ity, Dr. Zacharia Isaac said at a sympo-
sium sponsored by the American College
of Rheumatology.

The patient with true peripheral vas-

cular claudication usually has a consistent
walking limit—perhaps a block, or three,
or six—beyond which the leg pain be-
comes too great to continue. When pa-
tients with spinal stenosis develop leg
pain or cramping with ambulation, it
usually is caused by mechanical com-
pression and choking off of the mi-
crovascular supply to the spinal nerve.
These patients tend to have good and bad
days in terms of walking distance, ex-
plained Dr. Isaac, medical director of the

comprehensive spine care center at
Brigham and Women'’s Hospital, Boston.

Lumbar spinal stenosis (LSS) involves
encroachment upon the spinal canal
caused by several forms of spinal degen-
eration. The L4-5 and L3-4 segments are
most commonly involved.

LSS occurs most often after about age
55 years. However, patients with con-
genital or developmental spinal stenosis
may present in their 40s because they
have less spinal canal capacity to start
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with and will experience compromise with
a smaller amount of disk bulging.

It’s important to distinguish LSS from
disk herniation as the cause of lumbar
radiculopathy. The physical therapy pro-
grams for the two are completely opposite.

For the spinal stenotic patients, “you’ll
want to do a more flexion-oriented pro-
gram working on strengthening their abs
and not too much extension, at least ear-
ly on, because that will aggravate their
symptoms. For patients with disk hernia-
tion or discogenic pain, you'll want a more
extension-oriented program with recruit-
ment of back muscles, which have been
deconditioned,” he said.

Physical examination is helpful in differ-
entiating the two etiologies. A patient with
LSS usually has a negative straight leg raise
test because LSS is a
far less inflammato-
ry condition than a
herniated disk.

Studies indicate a
positive straight leg
raise that elicits ex-
cruciating sciatica-
like pain has 80%
sensitivity and 40%
specificity for a her-
niated disk. The test tends to irritate the
L5 and S1 nerve roots. The straight leg
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raise is not a good test for herniated disks
at L.2-4; the femoral stretch test is better
for those spinal nerves.

The patient with
LSS usually has no
clear myotomal
deficit, again unlike
in disk herniation.
Sustained extension
of the spine during
physical examina-
tion elicits extremi-
ty symptoms in pa-
tients with LSS.
They also have a distal symmetric loss of
vibratory sensation, similar to that expe-

It's important to
distinguish LSS
from disk
herniation as the
cause of lumbar
radiculopathy.
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rienced by patients with peripheral neu-
ropathy. The patient with more advanced
LSS typically has a forward-stooped gait as
an accommodation to the stenosis; this
posture straightens the encroaching buck-
led ligamentum flavum and eases pain.
NSAIDs, acetaminophen, and physical
therapy are the mainstays of conservative
treatment of LSS. Use of opiates results in
amere 2.5-point average improvement on
visual analog pain scales, which is too
modest to justify the use of such prob-
lematic medications. Epidural steroid in-
jections bring short-term pain relief. They
need to be done under fluoroscopic guid-
ance; without it, the miss rate is 30%. =

Rozerem did not impair balance or memory in older adults'

Rozerem is indicated for the treatment of insomnia characterized
by difficulty with sleep onset. Rozerem can be prescribed for
long-term use.

Rozerem improves sleep in older adults,
significantly reducing time to fall asleep
and demonstrating sustained efficacy
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Rozerem should not be used in patients with hypersensitivity
to any components of the formulation, severe hepatic impairment,
or in combination with fluvoxamine. Failure of insomnia to
remit after a reasonable period of time should be medically
evaluated, as this may be the result of an unrecognized
underlying medical disorder. Hypnotics should be administered
with caution to patients exhibiting signs and symptoms of
depression. Rozerem has not been studied in patients with
severe sleep apnea, severe COPD, or in children or adolescents.
The effects in these populations are unknown. Avoid taking
Rozerem with alcohol. Rozerem has been associated with
decreased testosterone levels and increased prolactin levels.
Health professionals should be mindful of any unexplained
symptoms which could include cessation of menses or
galactorrhea in females, decreased libido or problems with
fertility that are possibly associated with such changes in
these hormone levels. Rozerem should not be taken with or
immediately after a high-fat meal. Rozerem should be taken
within 30 minutes before going to bed and activities confined
to preparing for bed. The most common adverse events seen
with Rozerem that had at least a 2% incidence difference
from placebo were somnolence, dizziness, and fatigue.
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A single 8-mg dose can be used safely
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*Sustained efficacy has been shown over 5 weeks
in clinical studies in adults and older patients."?

TPatients should be advised to avoid engaging in
hazardous activities (such as operating a motor
vehicle or heavy machinery) after taking Rozerem 3

Please visit www.rozerem.com Please see adjacent Brief Summary of Prescribing Information.

References: 1. Zammit G, Erman M, Wang-Weigand S, Sainati S, Zhang J, Roth T. Evaluation of the efficacy and safety of ramelteon in subjects with chronic
insomnia. J Clin Sleep Med. 2007;3:495-504. 2. Roth T, Seiden D, Sainati S, Wang-Weigand S, Zhang J, Zee P. Effects of ramelteon on patient-reported
sleep latency in older adults with chronic insomnia. Sleep Med. 2006;7:312-318. 3. Rozerem package insert, Takeda Pharmaceuticals America, Inc.
4. Wang-Weigand S, Zammit G, Peng X. Placebo-controlled, double-blind trial examining the effects of ramelteon vs placebo with zolpidem as a reference on
balance in older adults after middle-of-the-night awakening. Poster presented at: American Psychiatric Association Annual Meeting; May 19-24, 2007; San Diego,
Calif. Poster NR604.

Visit www.rxrozerem.com/olderadults
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for a variety of patients with insomnia
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