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DaLLas — A single bolus of the an-
tiplatelet agent abciximab was as safe and
effective as the bolus plus a 12-hour in-
fusion of the drug for patients undergo-
ing transradial coronary artery stenting in
a study with about 1,000 patients at one

institution.
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levels are at least partly associated with impaired ETg
receptor-mediated clearance.” Furthermore, the long-
term administration of a selective ETg receptor antagonist
was found to have unfavorable effects on vascular :

Selectivity to the ET, receptor™7*

remodeling.* This is in sharp contrast to the benefits of |‘B°SEN_‘“" ;
selective ET, antagonism.™ ]
THE DIFFERENCE LIES IN ET, SELECTIVITY , , , , _
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. . . . ET, SELECTIVITY RATIO 1
Vasoconstriction, cellular proliferation, and vascular

remodeling are the hallmarks of PAH.” Studies have
demonstrated that selective ET, antagonists play a pivotal
role in the regulation of ET-1 levels in PAH and have been
beneficial for vascular remodeling.*”*®

*Based on in vitro studies.
"BQ-123 is a peptide probe used to measure ET, selectivity of agents.

Figure 3

Effect of ET, receptor selectivity on ET-1 levels® ™"

ET-1 AND RECEPTOR-MEDIATED ACTIVITIES

INCREASED

Less selective agents

Highly selective ET, blockade maintains ET-1 clearance,
NO and PGl, levels, and reduces or maintains circulating
ET-1 levels, resulting in vasodilation, increased blood
flow, and repair of remodeled vasculature compared to
less selective agents.>”* (See Figures 1,2)
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HOW SELECTIVE TO ET, SHOULD
TREATMENT BE?

Note: Studies in patients with cardiovascular disease and healthy volunteers.
'BQ-123 is a peptide probe used to measure ET, selectivity of agents.

Figure 4

decrease ET-1 levels or leave them unchanged.®®”
The benefits of ET, selectivity are being recognized.

The more selective, the better. One should always be
aware of the varying degrees of selectivity, as they
equate to differences in blockade of the ET, and ETg
receptors and resulting levels of ET-1.2"" Figure 3 illustrates
the difference between a less selective agent and highly
selective agents. These in vitro selectivity ratios demonstrate

TOWARD BETTER OUTCOMES IN PAH

the stark differences in ET, selectivity. Figure 4 depicts
how agents with low selectivity of the ET, receptor
(<2400) increase ET-1 levels whereas highly selective ETx

Currently, there are no highly selective ET, antagonists
available for the treatment of PAH. In vivo studies have
shown that highly selective ET, antagonism may lead to

receptor (>2400) antagonists have been shown to better overall outcomes.”® "
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The results also showed that single-bo-
lus treatment with abciximab (ReoPro) in
patients who had an uncomplicated per-
cutaneous coronary intervention (PCI) us-
ing the transradial approach made possi-
ble a same-day hospital discharge, Dr.
Olivier F. Bertrand said at the annual sci-
entific sessions of the American Heart
Association.

“The combination of a transradial PCI
and single-bolus abciximab is safe and fa-
cilitates outpatient PCI in a wide spectrum
of patients,” said Dr. Bertrand, a cardiol-
ogist at Laval University in Quebec City.
“Use of simple risk criteria permits a
change of PCI practice offering significant
advantages in terms of bed occupancy
and cost.”

The study included 1,348 patients who
underwent transradial PCI at Laval Hos-
pital during October 2003-April 2005. All
patients received a standard bolus treat-
ment with abciximab.

A total of 1,005 patients had no com-
plications during their PCIs and were ran-
domized to receive no additional abcix-
imab (504 patients) or to receive an
additional 12-hour infusion of abciximab
during overnight hospitalization (501 pa-
tients). In those randomized to receive no
additional abciximab, 443 (88%) were dis-
charged on the day they had their PCIs.

The other 343 patients who entered the
study had complications after PCI that pre-
cluded participation in the randomized
phase. Complications included a residual
dissection that was grade B or worse, a
suboccluded side branch at least 1 mm in
diameter, impaired blood flow in the treat-
ed artery, or development of thrombus af-
ter PCL.

The primary end point was the com-
bined rate of death, myocardial infarction,
urgent revascularization, repeat hospital-
ization, major bleeding, access site compli-
cation, or severe thrombocytopenia during
the first 30 days after treatment. The study
was designed to determine whether a sin-
gle bolus of abciximab without an added
12-hour infusion was or was not inferior to
treatment with both the bolus and infusion.

The incidence of the primary end point
was 13.5% in patients who received the bo-
lus treatment only, compared with a rate
of 10.2% in those treated with the bolus
and a 12-hour infusion. The result showed
that the bolus alone was not inferior to the
other regimen.

Three additional secondary analyses
also showed the bolus-only regimen was
not inferior. These analyses looked at the
combined rate of death, myocardial in-
farction, and target vessel revascularization
at 30 days, during the period from 30 days
to 6 months after treatment, and through-
out the entire first 6 months after treat-
ment.

“The next step is to repeat this study as
a large, multicenter trial,” Dr. Bertrand
said.

The study was sponsored by Eli Lilly
and Co., Bristol-Myers Squibb Co., and
Sanofi-Aventis. Dr. Bertrand reported no
financial relationships with these or oth-
er companies. [


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 13 /K -1 /Rows 15 >>
     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 13 /K -1 /Rows 15 >>
     /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


