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Febuxostat Cut Uric Acid in Renal Impairment

BY TIMOTHY F. KIRN

Sacramento Bureau

SaN Di1EGo — Febuxostat was more ef-
fective than allopurinol for management of
gout, even in patients with moderate re-
nal impairment, according to data from a
company-sponsored trial.

The 28-week trial, Febuxostat vs. Al-
lopurinol and Placebo in Subjects With
Hyperuricemia and Gout, known as
APEX, revealed that 4 of 9 gout patients
with moderate renal impairment (serum
creatinine between 1.6 and 2 mg/dL) who
received febuxostat at a dose of 80
mg/day achieved a serum urate level less
than 6 mg/dL in their final three mea-
surements, as did 5 of 11 patients who re-
ceived 120 mg/day and 3 of 5 patients
who received 240 mg/day.

None of the 10 patients with moderate
renal impairment who received allopuri-
nol, at 100 mg a day, achieved that goal,
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American College of Rheumatology. The
presentation at the most recent ACR an-
nual meeting included data on more pa-
tients as well as on those with renal im-
pairment; the trial was shorter than the
earlier investigation. Dr. Schumacher’s
new report included data on 1,067 pa-
tients with gout and a serum urate level
greater than 8 mg/dL followed for 28
weeks. Last year’s report was on 760 pa-
tients, followed for 52 weeks.

The new results were very similar to last
year’s. Febuxostat at a dose of 80 mg a day
decreased serum urate levels below 6
mg/dL in the last three measurements in
48% of patients. A dose of 120 mg a day
reduced the last three measurements be-
low 6 mg/dL in 65% of patients, and 240
mg a day reduced the last three measure-
ments below 6 mg/dL in 69%.

The patients without renal impairment
who received allopurinol received a dose
of 300 mg a day, and, in those patients, the
allopurinol reduced the last three mea-
surements below 6 mg/dL in 20% of the
group. No such decrease occurred in pa-
tients on placebo.

Noting that the study’s primary re-
quirement that patients have all three of
their final serum urate measurements be-
low 6 mg/dL to be considered a success is
a “rigorous and demanding end point,” Dr.
Schumacher also noted that 90% of the
patients on febuxostat had at least one
serum urate measurement below 6
mg/dL during the trial. That compared
with 40% of those on allopurinol and
none on placebo. Seventy-five percent of

the subjects on 240 mg a day of febuxostat
got at least one serum urate measure-
ment below 4 mg/dL.

Tophi of the hands and feet decreased
in size in patients on either active treat-
ment, but the change was more significant
among patients taking febuxostat, said Dr.
Schumacher, professor of medicine at the
University of Pennsylvania, Philadelphia.

Types of adverse events were similar in
the patients with and without moderate

not have an effect on adverse events, Dr.
Schumacher added.

Gastrointestinal adverse events were
most common and included diarrhea in
2%-4% of the patients on febuxostat and
7% of those on allopurinol.

Liver function abnormalities occurred in
some patients and were deemed to be the
result of colchicine use, used to manage
gout flares and of little clinical concern,
Dr. Schumacher said. Patients in all the

highest dose of febuxostat, though the
flares decreased over time.

Serum creatinine levels did increase
slightly with febuxostat treatment. But
those levels did not increase to any greater
degree in the patients with moderate re-
nal impairment than they did in those
without renal impairment, added Dr.
Schumacher, who reported receiving
funding from the company that makes
febuxostat, TAP Pharmaceutical Products
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Thirty years ago, B cells were considered a significant
contributing factor in the pathophysiology of RA because of the
disease’s association with polyclonal B-cell activation and the
presence of autoantibodies, such as rheumatoid factor (RF),
and immune complexes in the joint.*> However, for much of the
past 20 years, RA has mainly been considered as a T-cell
mediated disease.” Only recently has new evidence rekindled
strong interest in B cells and their important roles in the
pathogenesis of RA.?

Current findings highlight 3 critical pathways by which B cells
may initiate and perpetuate the inflammatory processes of RA:
as highly efficient antigen-presenting cells,> as producers of
autoantibodies,” and as producers of proinflammatory
cytokines.>**

~ THREE CRITICAL ROLES OF B CELLS

O Immune-Complexsd Antigen

Role of B cells in immune-mediated
inflammation in the RA synovium

* B cells may provide both signals needed to activate T cells**”

e RF-producing, autoreactive B cells may activate a wide range
of T cells by presenting a variety of antigens to antigen-specific
T cells®

B-cell-activated T cells produce proinflammatory cytokines that
directly and indirectly perpetuate inflammation and joint
destruction.’

REFERENCES: 1. Hirano T. Nul lmmmunol. 2002;3:342-344. 2. Zvaifler N). Adv immunol. 1973:16:265-336. 3. Silverman GJ et al. Arthritis Res Ther. 2003;5(suppl 4):51-56. &4. Lund FE el al. Curr Dir Autoinimurn. 2005;8:25-54.
5. O’Neill SK et al. / immunol. 2005;174:3781-3788. 6. Duddy ME et al. / immunol. 2004;172:3422-3427. 7. Dale DC et al. WebMD Scientific American Medicine. Chapter 6. WebMD Professional Publishing; 2002.
8. Roosnek E et al. / £Exp Med. 1991;173:487-489. 9. Klippel JH et al. Primer on the Rheumatic Diseases. 12th ed. Chapter 9. Arthritis Foundation; 2001. 10. Sutton B et al. Immunof Today. 2000;21:177-183. 11, Abrahams VM

et al. Arthritis Rheum. 2000343:608-616. 12, Vishnevetsky D et al. Ann Pharmacother. 2004;38:1500-1508.


Used Mac Distiller 4.0.x Job Options
This report was created automatically with help of the Adobe Acrobat Distiller addition "Distiller Secrets v1.0.5" from IMPRESSED GmbH.
You can download this startup file for Distiller versions 4.0.5 and 5.0.x for free from http://www.impressed.de.

GENERAL ----------------------------------------
File Options:
     Compatibility: PDF 1.2
     Optimize For Fast Web View: Yes
     Embed Thumbnails: No
     Auto-Rotate Pages: Individually
     Distill From Page: 1
     Distill To Page: All Pages
     Binding: Left
     Resolution: [ 600 600 ] dpi
     Paper Size: [ 855 1107 ] Point

COMPRESSION ----------------------------------------
Color Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 150 dpi
     Downsampling For Images Above: 225 dpi
     Compression: Yes
     Automatic Selection of Compression Type: Yes
     JPEG Quality: Low
     Bits Per Pixel: As Original Bit
Grayscale Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 150 dpi
     Downsampling For Images Above: 225 dpi
     Compression: Yes
     Automatic Selection of Compression Type: Yes
     JPEG Quality: Low
     Bits Per Pixel: As Original Bit
Monochrome Images:
     Downsampling: Yes
     Downsample Type: Average Downsampling
     Downsample Resolution: 300 dpi
     Downsampling For Images Above: 450 dpi
     Compression: Yes
     Compression Type: CCITT
     CCITT Group: << /Columns 107 /K -1 /Rows 2 >>
     Anti-Alias To Gray: No

     Compress Text and Line Art: Yes

FONTS ----------------------------------------
     Embed All Fonts: Yes
     Subset Embedded Fonts: Yes
     Subset When Percent Of Characters Used is Less: 100 %
     When Embedding Fails: Warn and Continue
Embedding:
     Always Embed: [ ]
     Never Embed: [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]

COLOR ----------------------------------------
Color Management Policies:
     Color Conversion Strategy: Convert All Colors to sRGB
     Intent: Default
Working Spaces:
     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain
     RGB ICC Profile: sRGB IEC61966-2.1
     CMYK ICC Profile: U.S. Web Coated (SWOP) v2
Device-Dependent Data:
     Preserve Overprint Settings: No
     Preserve Under Color Removal and Black Generation: No
     Transfer Functions: Preserve
     Preserve Halftone Information: Yes

ADVANCED ----------------------------------------
Options:
     Use Prologue.ps and Epilogue.ps: Yes
     Allow PostScript File To Override Job Options: Yes
     Preserve Level 2 copypage Semantics: Yes
     Save Portable Job Ticket Inside PDF File: No
     Illustrator Overprint Mode: Yes
     Convert Gradients To Smooth Shades: Yes
     ASCII Format: No
Document Structuring Conventions (DSC):
     Process DSC Comments: Yes
     Log DSC Warnings: No
     Resize Page and Center Artwork for EPS Files: Yes
     Preserve EPS Information From DSC: No
     Preserve OPI Comments: No
     Preserve Document Information From DSC: No

OTHERS ----------------------------------------
     Distiller Core Version: 4050
     Use ZIP Compression: Yes
     Deactivate Optimization: No
     Image Memory: 524288 Byte
     Anti-Alias Color Images: No
     Anti-Alias Grayscale Images: No
     Convert Images (< 257 Colors) To Indexed Color Space: Yes
     sRGB ICC Profile: sRGB IEC61966-2.1

END OF REPORT ----------------------------------------

IMPRESSED GmbH
Bahrenfelder Chaussee 49
22761 Hamburg, Germany
Tel. +49 40 897189-0
Fax +49 40 897189-71
Email: info@impressed.de
Web: www.impressed.de

Adobe Acrobat Distiller 4.0.x Job Option File
<<
     /ColorSettingsFile ()
     /LockDistillerParams false
     /DetectBlends true
     /ParseDSCComments true
     /DoThumbnails false
     /AntiAliasMonoImages false
     /MonoImageDownsampleType /Average
     /MaxSubsetPct 100
     /MonoImageFilter /CCITTFaxEncode
     /GrayImageDownsampleType /Average
     /GrayImageFilter /DCTEncode
     /ColorImageDownsampleThreshold 1.5
     /ColorConversionStrategy /sRGB
     /CalGrayProfile (Adobe Gray - 20% Dot Gain)
     /NeverEmbed [ /Symbol /Courier /Courier-BoldOblique /ZapfDingbats /Helvetica-BoldOblique /Helvetica-Bold /Times-Bold /Courier-Bold /Helvetica /Times-BoldItalic /Times-Roman /Times-Italic /Helvetica-Oblique /Courier-Oblique ]
     /ColorImageResolution 150
     /UsePrologue true
     /ColorImageDepth -1
     /sRGBProfile (sRGB IEC61966-2.1)
     /PreserveOverprintSettings false
     /CompatibilityLevel 1.2
     /UCRandBGInfo /Remove
     /EmitDSCWarnings false
     /CreateJobTicket false
     /DownsampleMonoImages true
     /DownsampleColorImages true
     /MonoImageDict << /Columns 107 /K -1 /Rows 2 >>
     /ColorImageDownsampleType /Average
     /GrayImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>
     /CalCMYKProfile (U.S. Web Coated (SWOP) v2)
     /MonoImageDepth -1
     /PreserveEPSInfo false
     /AutoFilterGrayImages true
     /GrayACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>
     /SubsetFonts true
     /ColorImageFilter /DCTEncode
     /AutoRotatePages /PageByPage
     /ASCII85EncodePages false
     /PreserveCopyPage true
     /EncodeMonoImages true
     /PreserveOPIComments false
     /ColorImageDict << /VSamples [ 2 1 1 2 ] /Blend 1 /HSamples [ 2 1 1 2 ] /QFactor 0.9 >>
     /AntiAliasGrayImages false
     /GrayImageDepth -1
     /CannotEmbedFontPolicy /Warning
     /EndPage -1
     /TransferFunctionInfo /Preserve
     /CalRGBProfile (sRGB IEC61966-2.1)
     /EncodeColorImages true
     /EncodeGrayImages true
     /ColorACSImageDict << /Blend 1 /QFactor 1.2 /HSamples [ 2 1 1 2 ] /VSamples [ 2 1 1 2 ] >>
     /Optimize true
     /ParseDSCCommentsForDocInfo false
     /GrayImageDownsampleThreshold 1.5
     /MonoImageDownsampleThreshold 1.5
     /AutoPositionEPSFiles true
     /MonoImageResolution 300
     /GrayImageResolution 150
     /AutoFilterColorImages true
     /AlwaysEmbed [ ]
     /ImageMemory 524288
     /OPM 1
     /DefaultRenderingIntent /Default
     /EmbedAllFonts true
     /StartPage 1
     /DownsampleGrayImages true
     /AntiAliasColorImages false
     /ConvertImagesToIndexed true
     /PreserveHalftoneInfo true
     /CompressPages true
     /Binding /Left
>> setdistillerparams
<<
     /PageSize [ 576.0 792.0 ]
     /HWResolution [ 600 600 ]
>> setpagedevice


