March 2005 ¢ www.erheumatologynews.com

Lupus/CT Diseases 11

Transplants Prolong AL, Amyloidosis Survival Rates

BY DIANA MAHONEY
New England Bureau

BostoN — High-dose intravenous
chemotherapy and autologous stem cell
transplantation significantly improve the
survival and organ response of some pa-
tients with primary amyloidosis, a longi-
tudinal analysis has shown.

Until recently, the prognosis for patients
with primary amyloidosis has been poor,
with median survival rates of just 1-2
years, said Martha Skinner, M.D., at a
meeting on advances in rheumatology
sponsored by Harvard Medical School.

Primary amyloidosis, also called AL
amyloidosis, involves an overproduction of
amyloid light (AL) chain proteins caused
by an underlying plasma cell abnormality.
The excess proteins build up in tissues and
organs, disrupting the structure and func-
tion of the heart, liver, kidneys, spleen, in-
testines, skin, and nervous system. Amy-
loid cardiomyopathy is a particularly fatal
complication of the disease.
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stem cell replacement or rescue has proven
to be a more effective therapy, she said. In
selected patients, this regimen has result-
ed in hematologic remission, improved
survival rates, and reversal of amyloid-re-
lated disease, according to a review of
outcome data.

Dr. Skinner and her colleagues analyzed
data for 701 consecutive patients with AL
amyloidosis who participated in six sepa-
rate trials over a period of 8 years. They
looked for evidence of persistent disease
after treatment, and they assessed duration
of survival and organ function.

Of the combined study populations,
394 patients were eligible for high-dose
melphalan (100-200 mg/m?) and stem cell
transplantation based on organ involve-
ment and clinical status. Of these, 312 pa-
tients initiated treatment. The remaining
82 eligible patients did not proceed with
treatment by choice or because of disease
progression.

Among the treated patients, 40% had a
complete hematologic response, defined
as no evidence of an underlying plasma
cell dyscrasia 1 year after treatment. Of
those who remained in complete remis-
sion 1 year after treatment, 8% had re-
lapses within 2 years, but none had re-
lapses after 2 years, said Dr. Skinner.

Patients with a complete hematologic
response had greater statistically signifi-
cant improvements in end-organ disease,
compared with treated patients who had

evidence of persistent plasma cell dyscra-
sia, she said.

The hematologic and end-organ re-
sponses to treatment were accompanied
by measurable and sustained quality of life
improvements based on Short-Form
Health Survey (SF-36) scores, said Dr.
Skinner. At baseline, the scores were sig-
nificantly lower on all eight SF-36 scales,
compared with age-matched population
norms. At 1 year, all of the scores had im-
proved, with the mental component sum-

mary scores reaching the population
norm. The physical component summary
scores, which were lower than the popu-
lation norm but still improved, were high-
er in the subgroup of patients who
achieved a complete hematologic re-
sponse, she said.

Mortality within 100 days of treatment
was 13%, said Dr. Skinner, noting that pa-
tients in the treatment group who had
cardiomyopathy had the highest mortali-
ty, compared with the other patients in the

treatment group. The median survival of
the treatment group was 4.6 years, Dr.
Skinner said. Of 137 treated patients with
heart involvement, approximately half
were alive after 1.5 years, compared with
6.5 years for those treated patients without
heart involvement. Half of the patients
who were not eligible for the aggressive
treatment died within 4 months.

The results should be taken in context,
Dr. Skinner advised. “Patients were col-
lected from multiple studies.” m
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Rheumatologists prescribe
EVOXAC® (cevimeline HC) more than
any other secretory agonist*
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"EVOXAC® first line—

for the following end points'3':

Feeling of mouth
Dryness of mouth

Qyness of tongue

Ability to speak  Ability to chew and
without swallow food
drinking liquids

proven relief for the dry-mouth symptoms of Sjogren’s syndrome B

Patients treated with EVOXAC reported significant improvement
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Safety considerations

* The most frequently reported adverse events associated with
the pharmacologic action of a muscarinic agonist (>10%
incidence) in clinical trials of cevimeline were: excessive
sweating, nausea, rhinitis, and diarrhea. Consult the brief
summary of prescribing information for other adverse events

 Cevimeline is contraindicated in patients with uncontrolled
asthma, known hypersensitivity to the drug, and in acute
iritis and narrow-angle (angle-closure) glaucoma

 Consult the brief summary of prescribing information for
‘safety considerations concerning drug interactions, special

~ populations, patients with a history of cardiac disease,

~ controlled asthma, chronic bronchitis, COPD, nephrolithiasis,

an .'ng.;;-kiriéf su.r_n_r_nary of prescribing information.
~ .
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* Special care should be exercised when cevimeline is taken
by geriatric patients, considering the greater frequency of
decreased hepatic, renal, or cardiac function

* Cevimeline can potentially alter cardiovascular function.
Consult the brief summary of prescribing information
concerning these potential effects

* Caution should be advised while driving at night or
performing hazardous activities in reduced lighting

*IMS Health. National Prescription Audit Plus™ for the 6-month period ending
March 2004.

fIn 1 or more clinical trials, patients reported significant improvement for these
secondary end points at various measurement intervals using a visual analogue
scale (VAS) (PF0.05).

*Statistical significance was not observed consistently for every secondary end
point at each point of measurement across all studies.

For more information about EVOXAC, visit www.evoxac.com


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 32 /K -1 /Rows 8 >>
     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 32 /K -1 /Rows 8 >>
     /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


