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Quick ACR 20 Response Seen to
Spleen Tyrosine Kinase Inhibitor

BY BETSY BATES

SAN FraNcisco — Clinical disease
activity lessened rapidly and persistent-
ly for 12 weeks in the first study of a
spleen tyrosine kinase inhibitor in
rheumatoid arthritis, based on findings
from a phase II trial reported by Dr.
Michael E. Weinblatt of the center for
arthritis and joint disease at Brigham
and Women'’s Hospital, Boston.

The double-blind, placebo-controlled
study was a pivotal test of whether the
novel oral molecule can inhibit inflam-
mation by blocking activation signals in
the complex kinase pathway, which
serves as a facilitator of cellular activity
involving neutrophils, B cells, mast cells,
and microphages, he said at the annual
meeting of the American College of
Rheumatology.

Inhibition of the spleen tyrosine kinase
(Syk) pathway is being studied in a vari-
ety of immune and inflammatory dis-
eases, including asthma, lymphoma, and
autoimmune thrombocytopenia.

In all, 189 patients who had long-stand-
ing, active RA and were on background
methotrexate therapy, were randomized
to receive the drug R788 at twice-daily
dosages of 150 mg, 100 mg, 50 mg, or
placebo at study sites in the United States
and Mexico. An “adaptive” dosing regi-
men mandated dose reduction at any
point that laboratory testing showed a
decline in white blood cell count or a de-
cline in liver function.

At 12 weeks, 84% of patients had com-
pleted the trial (122 patients who had re-
ceived R788 and 36 in the placebo
group). Any patient who withdrew from
the study was treated as a “nonrespon-
der” for the sake of data analysis, said Dr.
Weinblatt, who is also professor of med-
icine at Harvard Medical School, Boston.

By week 1, significantly more patients
on morning and evening 100-mg and
150-mg dosages showed an ACR 20 re-
sponse versus those on a lower dose or
placebo. A similar separation could be
seen at week 1 and throughout the trial
in interleukin-6 and metalloproteinase-3
levels, which were evaluated as surrogate
biomarkers for inflammation and bone
destruction. By week 12, the primary
end point of an ACR 20 response rate was
achieved by 72% of patients in the 150-
mg group. (See box.) A higher bar, an
ACR 70 response, was achieved in 40% of
patients in the 150-mg cohort, 33% in the
100-mg group, and just 2% of the 50-mg
group, versus 4% of the placebo group.

Remission, as defined by Disease Ac-
tivity Score, occurred in 22 of 47 (47%)
patients receiving the highest dosage, 17
of 49 (35%) patients in the 100-mg group,
and 9 of 46 (20%) receiving the 50-mg,
twice-daily dosage.

Diarrhea was experienced by 40% of
patients receiving the highest dosage,
causing one patient to withdraw from
the trial. Dizziness, neutropenia, an in-
crease in blood pressure, and a twofold
increase in liver transaminases were also

seen in patients receiving 150
mg twice daily, he said. Overall
a “clear dose-response curve”
pointed to an efficacious and
safe dose of 100 mg twice daily,
as opposed to relative ineffec-
tiveness at 50 mg twice daily and
unacceptable toxicity at 150 mg
twice a day.

A future phase II study is
planned to compare a 100-mg
twice-daily dosage with a dosage
of 150 mg once daily and place-
bo, he said.

The researchers disclosed re-
search support from Rigel Phar-
maceuticals Inc., the sponsor of
the study. |

ARTHRITIS

ACR 20 Response Rates at
12 Weeks in Patients on R788

12%

65%
:
) z
é
o
2
=
3
Placeho 50 mg 100 mg 150 mg S
(n=47) (n = 46) (n =49) (n=47) ©
Source: Dr. Weinblatt ;
i

YOUR CHOICE:

Other joint health supplements

arent bioequivalent to Cosamin” DS.

The Orthopedic Surgeon and Rheumatologist
#1 Recommended Brand’

auaamey CosaminASU

JOINT HEALTH SUPPORT
WITH ADDED PROTECTION

Call 1-877-COSAMIN
For More Information

That means they arent

equivalent at all.

Your patients might assume that all glucosamine /
chondroitin joint health supplements are pretty
much alike. But there is only one Cosamin“DS.

Only CosaminDSY provides exclusively researched
ingredients such as pharmaceutical-grade low
molecular weight chondroitin sulfate (TRH122%).
This is the material selected by NIH for their
GAIT study. The fact is, CosaminDS§ protects
cartilage and is the only brand proven effective in
controlled, peer-reviewed, published clinical U.S.
studies to reduce joint pain.
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Anything less...just 1sn’t DS.

Losaminl

JOINT HEALTH SUPPLEMENT I

Available in pharmacies ond retail stores
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glucosamine/chondroitin sulfate brands.
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