
Origination: 
Vascular Injury

Increase in Endothelin 
Endothelin, a neurohormonal 
mediator produced by the 
endothelium, is overproduced 
in PAH.3 This excess endothelin 
is associated with dramatic
structural changes in the 
pathology of PAH vasculature,
including inflammation,4

vasoconstriction,3 cell 
proliferation,5 and fibrosis.6

Neurohormonal 
Imbalance

Vascular Remodeling 
and Dysfunction

Pulmonary arterial hypertension (PAH) is a 
devastating and rapidly progressing disease. 

Left untreated, PAH patients have an 
estimated 5-year survival rate of 34%.2

Endothelin’s Role in the Rapid Progression 
of Pulmonary Arterial Hypertension

Right 
Ventricular
Dysfunction

Blockade of Both ETA and ETB Receptors Is Critical

To learn more about 

the effects of endothelin 

in pulmonary arterial 

hypertension, please visit 

www.endothelinscience.com
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*Statements are based on observations reported from in vitro or animal trials.

1. Gaine SP, Rubin LJ. Primary pulmonary hypertension. Lancet. 1998;352:719–725. 2. D’Alonzo GE, Barst RJ, Ayres SM, et al. Survival in patients with primary 
pulmonary hypertension. Results from a national prospective registry. Ann Intern Med. 1991;115:343–349. 3. Miyauchi T, Masaki T. Pathophysiology of endothelin 
in the cardiovascular system. Annu Rev Physiol. 1999;61:391–415. 4. Muller DN, Mervaala EM, Schmidt F, et al. Effect of bosentan on NF-kappaB, inflammation, 
and tissue factor in angiotensin II-induced end-organ damage. Hypertension. 2000;36:282–290. 5. Davie N, Haleen SJ, Upton PD, et al. ET(A) and ET(B) receptors 

modulate the proliferation of human pulmonary artery smooth muscle cells. Am J Respir Crit Care Med. 2002;165:398–405. 6. Giaid A,Yanagisawa
M, Langleben D, et al. Expression of endothelin-1 in the lungs of patients with pulmonary hypertension. N Engl J Med. 1993;328:1732–1739. 

© 2005 Actelion Pharmaceuticals US, Inc. All rights reserved.  ACTU ERA JA 001 0905

Endothelin

ETA

Endothelin

ETA ETB ETA ETB

Endothelin

ETB

Two endothelin receptors 
mediate the effects of 

endothelin*

Blockade Blockade Blockade

THE ROLE OF ENDOTHELIN 1

Ju n e  2 0 0 6   •   w w w. r h e u m a t o l o g y n ew s . c o m Pediatric Rheumatology 25

Teens, Folks in Accord on JIA Severity? Not So Much
B Y  F R A N  L O W RY

Orlando Bureau

When it comes to rating the
severity of their illness and as-
sessing its effect on their quali-

ty of life, teens with juvenile idiopathic
arthritis may not see eye to eye with their
parents, reported K.L. Shaw, Ph.D., of the
Institute of Child Health, University of
Birmingham (England), and associates.

Perceptions between parent and teen
are particularly discordant when the dis-
ease is of medium severity, but these be-
come more in sync at either end of the
disease spectrum, the researchers said
(Arthritis Rheum. 2006;55:189-98).

In rheumatology, patients often are asked
for their subjective assessment of their
function, pain, and health-related quality of

life (HRQOL).
Adolescents are
particularly well
suited to self-as-
sessment; their
cognitive devel-
opment is usu-
ally up to the
task and self-as-
sessment lets
teens maintain
their autonomy
and privacy. Par-
ents of teens
who are not
able or willing

to self-report are asked to report on these
subjective aspects of their child’s disease,
acting as a proxy for the adolescent. The
unanswered question has been to what ex-
tent the findings from teen self-assessment
and parent’s assessment of the teen’s health
overlap, Dr. Shaw and associates said.

They examined agreement about pain,
physical health, functional ability, and
HRQOL between adolescents with juve-
nile idiopathic arthritis ( JIA) and their par-
ents using the Childhood Health Assess-
ment Questionnaire with visual analog
scales for pain and general well-being, and
the Juvenile Arthritis Quality of Life Ques-
tionnaire. Agreement was determined us-
ing the Bland and Altman method.

The study population consisted of 303
adolescent-parent dyads. The children
were divided into groups aged 11, 14, and
17 years, to reflect the various stages of
adolescent development, Dr. Shaw and
associates wrote.

They found a wide variation in agree-
ment for the variables studied. For pain,

agreement between adolescents and par-
ents was better when the mean rating for
pain was either low or high, and most dis-
cordant when the mean pain rating was at
the middle of the scale.

Also, adolescents who showed agree-
ment with their parents had statistically
significant lower disease activity, fewer ac-
tive or limited joints, lower pain, better
general well-being, lower disability, and
better HRQOL, when compared with the
other groups. The findings were similar

for general well-being, functional disabil-
ity, and HRQOL.

Parents were as likely to underestimate
pain and general well-being as they were
to overestimate them, compared with their
child’s self-reports, leading the investigators
to speculate that this tendency may have
“more to do with psychological factors
than clinical or demographic variables.”

There was also a greater proportion of
disagreement in the 14-year-old age group
with JIA that was not oligoarticular. This

“may reflect the increasing desire for in-
dependence from parents that is charac-
teristic of mid-adolescence and is poten-
tially more challenging in the context of
more extensive disease,” Dr. Shaw and as-
sociates wrote.

“When examined with respect to clini-
cal definitions of agreement, only half of
the parents assessed in this study would be
considered acceptable proxies for their
adolescent children,” according to Dr.
Shaw and associates. ■

The greater
proportion of
disagreement
between 
14-year-olds 
with JIA and their
parents ‘may
reflect the
increasing desire
for independence.’

Online Children’s

Services Database

The Children’s Advocacy Project
hosts a Web site that provides

physicians and families with a data-
base of children’s services, such as
early intervention specialists and
food and nutrition resources, in
Philadelphia, New York City, and
Hawaii. For more information, vis-
it www.cap4kids.org.

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


