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Experimental Drug Shown to Help Prevent Ileus
B Y  M I T C H E L  L . Z O L E R

Philadelphia Bureau

P H I L A D E L P H I A —  Treatment with the
first drug from a new class of opioid-re-
ceptor antagonists led to significant re-
ductions in ileus and other postoperative
morbidity following open laparotomy,
Conor Delaney, M.D., said at the annual
meeting of the American Society of Colon
and Rectal Surgeons. 

An analysis combining the results from
three phase III studies with a total of more
than 1,600 patients increased the power of
the three individual studies to show a sig-
nificant effect of the new drug, alvimopan,
compared with placebo. The results from
some of the individual studies, which had
all been previously reported, failed in
some cases to show a statistically signifi-
cant effect from alvimopan compared with
placebo, added Dr. Delaney, a colorectal
surgeon at the Cleveland Clinic Founda-
tion.

Adolor, the company that makes alvi-
mopan (Entereg), sponsored these studies

and submitted
an application
to the Food and
Drug Adminis-
tration last year
to approve the
drug for man-
aging postoper-
ative ileus. At
press time, the
application was
still pending. 

Alvimopan is
a novel, µ-opi-
oid receptor an-

tagonist. The drug is believed to stop opi-
oids from slowing the recovery of bowel
function after open laparotomy without
compromising analgesic effects.

The three studies enrolled a total of
1,627 patients who underwent either bow-
el resection or hysterectomy. Patients were
randomized to treatment with alvimopan
doses of either 6 mg or 12 mg, or with
placebo, in addition to standard postoper-
ative care. Treatments began at least 2
hours before surgery, and continued after
surgery on a b.i.d. basis until either hos-
pital discharge or a maximum treatment
duration of 7 days.

During postoperative hospitalization, the
incidence of serious ileus was 1.9% in the
6-mg group and 1.5% in the 12-mg group,
compared with a 5.4% rate in patients on
placebo, a statistically significant difference.

The rates of nasogastric tube insertion
were 5.5% and 5.6%, respectively, in the 6-
mg and 12-mg alvimopan groups, and
9.6% among patients treated with placebo,
also a statistically significant difference.

Other measures of bowel dysfunction,
such as small-bowel obstruction and anas-
tomotic leak, were not significantly dif-
ferent between the drug-treated and place-
bo groups. But the fraction of patients
who were discharged 7 or more days after
surgery was significantly affected. Hospi-
tal discharge after 7 or more days oc-
curred in 18.8% and 15.7% of patients
treated with 6 mg and 12 mg alvimopan,
respectively, compared with a 29.3% rate

among patients treated with placebo.
Results from the three studies also

showed that no patients developed ad-
verse effects that appeared related to alvi-
mopan, Dr. Delaney said.

The clinical incidence and effect of post-
operative ileus were quantified in a second
report at the meeting. (See chart.) Data
from the Premier Inc. database included
193,407 patients who underwent open la-
parotomy in the United States during Jan-
uary-December, 2002. The database was

limited to patients who spent fewer than 12
hours in the operating room and fewer
than 30 days in the hospital, and whose hos-
pitalization costs were at least $500. In this
group, 17,417 patients were coded in their
medical records as having postoperative
ileus, an incidence rate of 9.9%, reported
Anthony Senagore, M.D., head of research
in the department of colorectal surgery at
the Cleveland Clinic Foundation.

A multivariate analysis was done to
identify risk factors that were associated

with ileus. The only clinical or demo-
graphic factor significantly associated with
development of ileus was treatment with
an opioid, Dr. Senagore said. 

Dr. Delaney disclosed that he received re-
search grants from Adolor and is also a
speaker for and consultant to the company.
Adolor is collaborating with Glaxo-
SmithKline to develop alvimopan for oth-
er applications, including opioid-induced
bowel dysfunction, idiopathic constipation,
and irritable bowel syndrome. ■

The novel 
µ-opioid receptor
antagonist is
believed to stop
opioids from
slowing the
recovery of
bowel function
after surgery.

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 ] PointCOMPRESSION ----------------------------------------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 BitGrayscale 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 BitMonochrome 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: YesFONTS ----------------------------------------     Embed All Fonts: Yes     Subset Embedded Fonts: Yes     Subset When Percent Of Characters Used is Less: 100 %     When Embedding Fails: Warn and ContinueEmbedding:     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: DefaultWorking Spaces:     Grayscale ICC Profile: Adobe Gray - 20% Dot Gain     RGB ICC Profile: sRGB IEC61966-2.1     CMYK ICC Profile: U.S. Web Coated (SWOP) v2Device-Dependent Data:     Preserve Overprint Settings: No     Preserve Under Color Removal and Black Generation: No     Transfer Functions: Preserve     Preserve Halftone Information: YesADVANCED ----------------------------------------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: NoDocument 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: NoOTHERS ----------------------------------------     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 IEC61966-2.1END OF REPORT ----------------------------------------IMPRESSED GmbHBahrenfelder Chaussee 4922761 Hamburg, GermanyTel. +49 40 897189-0Fax +49 40 897189-71Email: info@impressed.deWeb: 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


