University of British Columbia,
Vancouver, Canada

Correspondence to

Dr John Swiston, Division of
Respiratory Medicine, University
of British Columbia, Vancouver
General Hospital 2775 Laurel
Street, 7th Floor, Vancouver, BC
V5Z 1M9, Canada;
swiston@interchange.ubc.ca

Accepted 21 January 2011

Published Online First
25 February 2011

612

Downloaded from heart.bmj.com on July 30, 2014 - Published by group.bmj.com

Systematic review

Diagnostic accuracy of echocardiography for
pulmonary hypertension: a systematic review and

meta-analysis
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ABSTRACT

Context Right heart catheterisation is the gold standard
for the diagnosis of pulmonary hypertension. However,
echocardiography is frequently used to screen for this
disease and monitor progression over time because it is
non-invasive, widely available and relatively inexpensive.
Objective To perform a systematic review and
quantitative meta-analysis to determine the correlation of
pulmonary pressures obtained by echocardiography
versus right heart catheterisation and to determine the
diagnostic accuracy of echocardiography for pulmonary
hypertension.

Data sources MEDLINE, EMBASE, PapersFirst, the
Cochrane collaboration and the Cochrane Register of
controlled trials were searched and were inclusive as of
February 2010.

Study selection Studies were only included if

a correlation coefficient or the absolute number of
true-positive, false-negative, true-negative and
false-positive observations was available, and the
‘reference standards’ were described clearly.

Data extraction Two reviewers independently
extracted the data from each study. Quality was
assessed with the quality assessment for diagnostic
accuracy studies. A random effects model was used to
obtain a summary correlation coefficient and the
bivariate model for diagnostic metaanalysis was used to
obtain summary sensitivity and specificity values.
Results 29 studies were included in the meta-analysis.
The summary correlation coefficient between systolic
pulmonary arterial pressure estimated from
echocardiography versus measured by right heart
catheterisation was 0.70 (95% Cl 0.67 to 0.73; n=27).
The summary sensitivity and specificity for
echocardiography for diagnosing pulmonary hypertension
was 83% (95% Cl 73 to 90) and 72% (95% Cl 53 to 85;
n=12), respectively. The summary diagnostic OR was 13
(95% CI 5 to 31).

Conclusions Echocardiography is a useful and
noninvasive modality for initial measurement of
pulmonary pressures but due to limitations, right heart
catheterisation should be used for diagnosing and
monitoring pulmonary hypertension.

The gold standard for the diagnosis and confirma-
tion of pulmonary hypertension is right heart
catheterisation. The main disadvantage of right
heart catheterisation is that it is an invasive
procedure and is associated with some morbidity
(1.1%) and mortality (0.055%) even when
performed at experienced centres." Although right
heart catheterisation is the method of choice to
define pulmonary hypertension, Doppler echocar-

diography is frequently used as an initial screening
method to estimate pulmonary pressures.
Compared with right heart catheterisation,
Doppler echocardiography is non-invasive, inex-
pensive and widely available, and is therefore
attractive not only as a screening tool for
pulmonary hypertension but also as a method of
monitoring disease progression over time.

Several echocardiographic methods have been
utilised to determine pulmonary pressure. These
include measurement of the tricuspid annular plane
systolic excursion (TAPSE), two-dimensional
strain, tissue Doppler echocardiography, the speckle
tracking method, acceleration time across the
pulmonic valve, the pulmonary artery regurgitant
jet method and the tricuspid regurgitant jet
method.?”® The most commonly used and studied
method is by measuring the velocity of the
tricuspid regurgitant jet.® Hatle et al” first demon-
strated that the gradient across a regurgitant
tricuspid valve can be estimated from the peak
velocity of the trans-tricuspid jet recorded by
Doppler ultrasound. Yock and Popp® first studied
this method in 1984 in 50 patients and found good
correlation between systolic pulmonary arterial
pressure (sPAP) estimated with Doppler echocardi-
ography compared with right heart catheterisation
(r=0.93). By measuring the maximum velocity of
the tricuspid regurgitant jet (v), the transtricuspid
pressure gradient can be calculated using the
modified Bernoulli equation (4v%).° Right ventric-
ular systolic pressure (RVSP) can then be estimated
by adding the transtricuspid pressure gradient to
the right atrial pressure (RAP).” In the absence of
pulmonic stenosis, the RVSP can be equated to the
sPAP° Several methods have been utilised to
measure RAP including clinical estimation from
jugular venous pressure (JVP), using a fixed value
(le, 10mm Hg) and using the diameter and
collapse of the inferior vena cava (IVC) during
spontaneous respiration. The last method is the
most reliable and is the method recommended in
echocardiography guidelines to measure RAP’
Using this method, RAP has been estimated to be
less than 10 mm Hg when the IVC diameter is less
than 25 mm with greater than 50% inspiratory
collapse, 10—20 mm Hg when the IVC diameter is
greater than 25 mm with less than 50% inspiratory
collapse and greater than 20 mm H% when there
are no changes in the IVC diameter."

Several studies have been published in the liter-
ature addressing the correlation of pulmonary
pressures obtained by echocardiography versus
right heart catheterisation and addressing the
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diagnostic accuracy of echocardiography for pulmonary hyper-
tension. The purpose of our study was to perform a systematic
review and quantitative meta-analysis of the literature to
determine the correlation of pulmonary pressures obtained by
echocardiography (tricuspid regurgitant jet method) versus right
heart catheterisation, and to determine the diagnostic accuracy
of echocardiography (tricuspid regurgitant jet method) for
pulmonary hypertension.

METHODS

The systematic review and meta-analysis was performed
according to the recently published recommendations and
checklist of the PRISMA (Preferred Reporting Items for
Systematic Reviews and Meta-analyses) statement.'!

Searches were conducted on MEDLINE (inception February
2010); EMBASE (inception February 2010), PapersFirst (incep-
tion February 2010) and the Cochrane collaboration and the
Cochrane Register of controlled trials for relevant studies. The
following key terms were used: ‘echo’ or ‘echocardiography’ or
‘echocardiogram’ or ‘noninvasive’ AND Tight heart catheter-
isation’ or ‘catheterisation’ or ‘invasive’ or ‘pulmonary
hypertension’ or ‘pulmonary hemodynamics’. All searches were
limited to ‘humans’ and ‘English’. We identified additional
studies by searching the bibliographies of retrieved articles. Two
independent reviewers (S] and NS) performed the literature
search.

All studies that appeared to fit the inclusion criteria were
identified for full review by two reviewers (5] and NS). Each
reviewer independently selected studies for inclusion in the
review. Disagreement between the two extracting authors was
resolved by consensus. If consensus among the two reviewers
could not be reached, a third author (JS) was deferred to for
arbitration and consensus.

Studies relevant to the correlation of pulmonary pressure
between echocardiography and right heart catheterisation were
included if the following criteria were met: mean age greater
than 18 years; RVSP was measured by Doppler transthoracic
echocardiography and calculated from the maximum tricuspid
regurgitation jet velocity by using the modified Bernoulli equa-
tion (4v?) and adding RAP; RAP was either clinically estimated
using the JVP, a fixed value from 5 mm Hg to 10 mm Hg was
used, or was estimated by measuring the IVC size and change
with spontaneous respiration using echocardiography; sPAP was
measured by right heart catheterisation; echocardiography was
performed within 3 months of the right heart catheterisation;
statistical correlation was performed between RVSP measured
by echocardiography and sPAP measured by right heart cathe-
terisation or a 2X2 contingency table could be formulated from
the available data for the calculation of sensitivity and
specificity; and Pearson, Spearman, Lin, or linear regression
analysis-derived correlation coefficients were used. The Pearson
correlation coefficient (r) is a measure of the strength of linear
association between two approximately normally distributed
continuous variables, while the Spearman’s correlation coeffi-
cient (p) is a rank-based measure of linear association between
two continuous variables in which at least one of them is not
normally distributed.’? The Lin correlation coefficient (p), also
called the concordance correlation coefficient, is a measure of the
concordance between two continuous variables.'?

The following variables were extracted from each study:
publication year; country of origin of the study; study design;
study population demographics; the echocardiography method
used to calculate sPAP; mean values for sPAP by echocardiog-
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raphy and right heart catheterisation; correlation coefficient
between sPAP by echocardiography and sPAP by right
heart catheterisation; numbers of true-positive, false-negative,
true-negative and false-positive observations; and threshold
levels for echocardiography and right heart catheterisation for
diagnosing pulmonary hypertension. The current guidelines
define pulmonary hypertension as mean pulmonary arterial
pressure (PAP) greater than 25 mm Hg or a tricuspid regurgitant
velocity greater than 2.8 m/s."* 1 Moderate pulmonary hyper-
tension is defined by the American College of Cardiology
Foundation American Heart Association 2009 guideline state-
ment'* as mean PAP of 35—45 mm Hg and severe as mean PAP
greater than 45 mm Hg although Nef er a/'S more recently
suggested that moderate pulmonary hypertension be defined as
mean PAP of 30—40 mm Hg and severe pulmonary hyperten-
sion as mean PAP greater than 40 mm Hg.

The methodological quality of the selected studies was graded
independently by two reviewers (S] and NS) with the quality
assessment of diagnostic accuracy studies (QUADAS) tool,
a validated tool for the QUADAS."” We performed component
analysis using the QUADAS tool, which was depicted as
a proportional bar graph for each of the 14 individual criteria.
Disagreement among the two reviewers was resolved by a third
author (JS).

We retrieved all effect sizes in the form of Pearson, Spearman,
Lin, or linear regression analysis-derived correlation coefficients.
Following the recommendation by Hunter and Schmidt,'® we
did not transform the correlation coefficient into Fisher’s z
scores as this transformation produces an upward bias in the
mean estimation of the correlation coefficients because of the
larger weights given to the larger correlations. On the other
hand, this upward bias is usually higher than the negligible
downward bias produced by untransformed correlations.

Heterogeneity between studies was explored using the I?
statistic, which is equal to Q—D/QX 100, where Q is the value
for the Q statistic and D is the degrees of freedom. I* values,
which range from 0% to 100%, describe the proportion of vari-
ation in treatment effect estimates that is due to genuine vari-
ation rather than sampling error.' A value of 0% indicates no
observed heterogeneity. Sensitivity analysis was performed by
recalculating the summary statistics after removing single
studies or groups of studies from the analysis based on charac-
teristics of the study design, study population, study year,
severity of pulmonary pressures, echocardiography method and
time between echocardiography and right heart catheterisation.

All meta-analyses were carried out using the DerSimonian
and Laird®® random effects model. Subgroup analyses were
carried out for various types of study populations (pulmonary
hypertension, transplant (heart, lung or liver) and heart
failure). Publication bias was assessed using Egger precision-
weighted linear regression tests as well as the generation of
a funnel plot.?! %2

We used the bivariate model for diagnostic meta-analysis to
obtain an overall sensitivity and an overall specificity.® Instead
of using the diagnostic OR, as used in conventional diagnostic
meta-analysis,?* the bivariate model uses pairs of sensitivity and
specificity as the starting point of the analysis. In addition to
accounting for study size, the bivariate model estimates and
incorporates the negative correlation that may arise between the
sensitivity and specificity of the index test within studies as
a result of differences in test threshold between studies. The
bivariate model uses a random effects approach for both sensi-
tivity and specificity, which allows for heterogeneity beyond
chance as a result of clinical and methodological differences
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between studies. The summary estimates of sensitivity and
specificity were used to calculate the average positive and
negative likelihood ratios. Publication bias through small study
effects was assessed with a regression test on the diagnostic
OR.ZS

A hierarchical summary receiver operating characteristic
(HSROC) graph, with the y-axis representing the index test’s
sensitivity (true-positive rate) and the x-axis representing
1-specificity (false-negative rate), was used to plot the individual
and summary points of sensitivity and specificity. Furthermore,
around the summary estimates, we also plotted a 95% confi-
dence region and a 95% prediction region to illustrate the
precision with which the summary values were estimated
(confidence ellipse of a mean) and to show the amount of
between-study variation (prediction ellipse; the likely range of
values for a new study).

We used Stata intercooled version 10.1, in particular the metan
command,?S the midas command? and the metandi command?®
for all statistical analyses.

RESULTS

Our search yielded 2622 citations, of which 2544 were excluded
for various reasons based on the title and abstract (figure 1).
Eighty citations were then retrieved for full text review, of
which 51 were excluded due to a mean age of less than 18 years
(n=1), insufficient data (n="5) and the echocardiography method
for the calculation of sPAP was not based on the maximum
velocity of the tricuspid regurgitant jet (n=45). Twenty-nine
studies were included in the systematic review. One study by
Lanzarini et al* used the same study population as in his study
in 2002%° for the calculation of sensitivity and specificity.
Twenty-seven studies had correlation coefficients for the calcu-
lation of a summary value, whereas 12 studies® ***' had
sufficient data for the calculation of a summary sensitivity and
specificity value.

Of the included studies, 69% (20/29) were published in
2000—9, 14% (4/29) were published in 1990—9 and 17% (5/29)
were published in 1984—9. The majority of the studies (55%)
were performed in the USA (16/29), whereas 34% (10/29) were
performed in Europe, 7% (2/29) in Japan and 4% (1/29) in the
Middle East. Furthermore, 76% (22/29) of the studies were
prospective in design versus retrospective (24%, 7/29). The mean
population age of the studies was 58 years (n=26) and the mean
male percentage was 58% (n=25). A total of 1998 (n=28)
patients was included in this review (Lanzarini er a/* duplicate
study population; table 1).

The patient populations evaluated by the studies included in this
review were composed of a number of different underlying diseases

Case Reports (n=174)

Comments (n=17)

Conference Papers (n=59)

Duplicate Studies (n=227)
Excluded: Editorials (n=49)

Letters (n=129)

Citation titles and abstracts obtained
from literature search (n=2622)

-

Notes (n=24)

v Off Topic (n=1604)
Review Articles (n=262)
Short Surveys (n=10)

Publications retrieved for full
study review (n=80)

» Excluded: Mean Age<18 (n=1)
Insufficient Data (n=5)

v Tricuspid Regurgitation

Jet Velocity not used (n=45)

Studies meeting the inclusion/exclusion criteria
and analyzed in the final review (n=29)

Figure 1 Flowchart for identification of studies.
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(table 1). Study populations composed of 8patients with cardiac
disease were evaluated in eight studies,®® *® #17%¢ Jung disease in
16 studies®' 3% 30 37 39 404754 and mixed cardiac and lung
disease in four studies.® *> °° °° Within the studies evaluating
patients with lung disease, two study populations®® ** were
composed of interstitial pulmonary fibrosis, three studies®* ** %
were composed of scleroderma patients, four studies™ 6 % %4
were composed of chronic obstructive pulmonary disease
(COPD) patients and seven studies®® % included a mixed
population of different types of lung disease (table 1).

All studies determined the maximum velocity of the tricuspid
regurgitant jet using the modified Bernoulli equation (4v%) and
then added this value to the RAP to calculate the RVSP. The RAP
was determined using the diameter and collapse of the IVC
during spontaneous respiration in 19 out of 29 studies, using the
JVP in five out of 29 studies,® 52 44 46 54 using a fixed value (5 or
10 mm Hg) in four out of 29 studies® % % °* and using a mix
of JVP or a fixed value in one study.” The tricuspid regurgitant
jet was not measurable in 41% (513/1242, n=14 studies) of
patients. The majority of these patients were from studies that
included COPD patients alone (213/513, n=4 studies)™ 3¢ 37
or a mixed population of which COPD patients comprised the
majority (235/513, n=2 studies)®' *’ (table 1).

The time interval (mean or maximum) between right heart
catheterisation and echocardiography ranged from simultaneous
measurement to 3 months in the studies included in this review
(table 1). The majority of the studies (85%, 22/26) had a time
interval of less than 1 month (mean or maximum); only two
studies %7 had a time interval greater than 2 months; three
studies® % 9 did not report an interval time. Of the 22 studies
that had a time interval of less than 1 month, 17 of those studies
had a time interval of less than 1 week. The mean sPAP calcu-
lated by echocardiography was 59 mm Hg (n=17 studies) and
by right heart catheterisation 60 mm Hg (n=18 studies).

Overall, the quality of the reported studies was modest
(figure 2). Five studies* *¢ #? °? 93 may be subject to spectrum
bias as their method of recruitment of patients consisted of
recruiting a target group (patients with pulmonary hypertension)
rather than applying the index and reference test to an unselected
patient population (patients with and without pulmonary
hypertension). A total of eight studies®® ¥ ~*! 47 %% may be subject
to disease progression bias because in three studies®™ *° %7 the
time interval (mean or range) between right heart catheterisation
and echocardiography was greater than 1 month and in five
studies™ #® 40 41 %% the time interval was not stated. Most studies
may be subject to review bias as it was unclear in all 28 studies
whether the investigators who used the reference test (right
heart catheterisation) were blinded to the results of the echo-
cardiogram, and in 24 studies® 27743 45747 50 51 54756 ¢ (yag
unclear whether the investigators performing the index test
(echocardiography) were blinded to the results of the right heart
catheterisation.

Correlation coefficients between echocardiography and
right heart catheterisation-derived sPAP were available for 27
studies.® 3973 41796 The summary correlation coefficient using
a random effects model was 0.70 (95% CI 0.67 to 0.73; figure 3).
The I° statistic was 99% (95% CI 88 to 99) indicating
significant heterogeneity between the studies. Subgroup
analysis for studies with a mean sPAP of 50 mm Hg or less
revealed a summary correlation of 0.65 (95% CI 0.61 to 0.69;
n=12)30 31 33 35 56 39 42 43 45-47 54 .14 for studies with a
mean sPAP greater than 50 mm Hg, 0.71 (95% CI 0.65 to 0.77;
n=g) 38 41 48790 5255 56 Rgger’s test revealed significant publi-
cation bias (p<0.001), which was consistent with an
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Figure 2 Proportion of all 14 quality assessment of diagnostic
accuracy studies tool criteria that were fulfilled for the studies included
in the meta-analysis (n=28).

asymmetrical funnel plot with missing studies in the lower left
and upper right (figure 4).

Data sufficient to calculate sensitivity and specificity were
available for 12 studies (table 2).2° 7% The summary sensi-
tivity and specificity of these studies was 83% (95% CI 73 to 90)
and 72% (95% CI 53 to 85), respectively (figure 5). The summary
positive likelihood ratio was 3.0 (95% CI 1.7 to 5.3) and the
summary negative likelihood ratio was 0.24 (95% CI 0.14 to
0.39). The area under the receiver operating characteristic curve

was 0.86 (95% CI 0.82 to 0.88) and the diagnostic OR was 13

Study
ID CC (95% CI)
Abaci 1998 ! =+ 0.90(0.83 t00.94)
Arcasoy 2003 —‘I' 0.69 (0.60 to 0.76)
Attaran 2009 —_— 0.49 (0.33 10 0.62)
Ben-Dor 2006 ——  0.80(0.70 10 0.87)
Chan 1987 | —+  0.87(0.76 t0 0.93)
Denton 1997 ——— 083 (0.61100.93)
Fisher 2007 —— X 0.23 (-0.02 to 0.45)
Fisher 2009 — 0.66 (0.49 to 0.78)
Haddad 2009 : * 0.97 (0.95 10 0.98)
Homma 2001 —r 0.50 (0.06 to 0.78)
Hsu 2008 —— 0.50 (0.26 10 0.68)
Kim 2000 T+ 0.78(0.67 10 0.86)
Laaban 1989 —_— 0.65 (0.36 t0 0.83)
Lanzarini 2002 !+ 088(0.8210092)
Matsuyama 2001 ——  0.83(0.69 to 0.91)
Mogollon 2009 — 0.69 (0.54 to 0.80)
Mukerjee 2004 —_— 0.45 (0.31 10 0.57)
Nogami 2009 L 0.86(0.67 100.94)
Penning 2002 — 0.34 (-0.05 to 0.64)
Selimovic 2007 | =% 0.94(0.86 t0 0.98)
Skijaerpe 1986 . * 0.96(0.94 t0 0.98)
Stein 1997 ' + 097 (0.93 10 0.99)
Swanson 2008 — 0.69 (0.48 t0 0.82)
Thwaites 1987 | = 0.96(0.89 10097
Tramarin 1991 —_— 0.68 (0.42 to 0.84)
Wylie 2007 ——— 0.79(0.51 10092)
Yock 1984 I 0.93(0.88 t00.96)
Overall 12=99.10(88.23 - 99.46) ¢ 0.70 (0.67 to 0.73)

T : T

1 0 1

Corelation Coefficient (CC)

Figure 3 Forrest plot of the summary correlation coefficient and 2
statistic for heterogeneity for the included studies (n=27).

Heart 2011;97:612—622. doi:10.1136/hrt.2010.212084

0.05 | .

0.10 _

0.15

0.20 .

Standard Error of Caorrelation Coeflicient

-1 0.5 0
Correlation Coefficient

Figure 4 Funnel plot for the summary correlation coefficient analysis
(n=27).

(95% CI 5 to 31). Figure 6 shows the HSROC graph with 95%
confidence region and 95% prediction region for echocardiog-
raphy. The between-study variability (ie, heterogeneity) beyond
what could be expected by sampling error was high, with an I?
of 82% (95% CI 73 to 91) for the sensitivity results and also high
with an I? of 85% (95% CI 78 to 92) for the specificity results.
The bivariate model analysis reveals that this heterogeneity is
minimally (9%) explained by threshold effect. Analysis of small
study effects, potentially a result of publication bias, yielded no
significant evidence for such effects with a p value of 0.64.

Sensitivity analysis was performed for both the correlation
coefficient analysis and the diagnostic accuracy analysis (table 3).
Studies were grouped according to study design (prospective,
retrospective), study year, study population (cardiac, lung, or
mixed), echocardiographic method (IVC, fixed value, JVP), time
interval from echocardiography to right heart catheterisation
(<1 week, <1 month) and mean sPAP by right heart catheter-
isation. Sensitivity analysis did not reveal a source for the
heterogeneity for either the correlation coefficient analysis or the
diagnostic accuracy analysis.

DISCUSSION

The diagnosis of pulmonary hypertension can be quite chal-
lenging without the use of invasive strategies such as right heart
catheterisation. A delay in diagnosis can lead to significant
morbidity and mortality. Echocardiography is a non-invasive
modality that can be used to screen and potentially diagnose
individuals with pulmonary hypertension. Our study is the
first systematic review and meta-analysis that summarises
the diagnostic accuracy of echocardiography for pulmonary
hypertension.

We included 29 studies, of which the majority were conducted
in North America from 2000 to 2009, with a total patient
population of 1998. We showed that the correlation of sPAP by
echocardiography compared with sPAP by right heart catheter-
isation was modest, with a summary correlation coefficient of
0.70 (95% CI 0.67 to 0.73). Furthermore, we showed that the
diagnostic accuracy of echocardiography for pulmonary hyper-
tension was also modest, with a summary sensitivity and
specificity of 83% (95% CI 73 to 90) and 72% (95% CI 53 to 85),
respectively.
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Table 2 Diagnostic accuracy results of echocardiography versus right heart catheterisation for each study

ECHO threshold RHC threshold
Study N TP FN FP N Sensitivity Specificity (mm Hg) (mm Hg)t
Cardiac disease

Lanzarini et a/?® 57§ 31 4 0 22 88% 100% sPAP =32 sPAP =35 and

mPAP =20
Mogollon et a/*® 67 34 4 16 13 89% 46% SPAP =40 mPAP >35
Penning et af*' 27 14 3 9 1 82% 10% sPAP =40 sPAP =35

Lung disease
Mixed causes
Arcasoy et al®' 166 51 9 48 58 85% 55% sPAP =45 sPAP =45
Idiopathic pulmonary fibrosis
Nathan et a/*’ 60 16 6 21 17 73% 45% sPAP =40 mPAP >25
Scleroderma
Denton et a/* 20 15 0 2 3 100% 60% sPAP =30 sPAP =30%
Hsu et ai** 49 14 10 1 24 58% 96% SPAP =47 mPAP =254
Mukerjee et al*® 137 58 42 5 32 58% 87% sPAP =40 mPAP =25
Fisher et af*® 74* 21 14 10 29 60% 74% SPAP =40 mPAP =25
Laaban et al*® 27 17 1 3 6 94% 67% sPAP =35 SPAP =35
Matsuyama et af*’ 35 23 5 1 6 83% 86% SPAP =40 mPAP >25
Mixed cardiac and lung disease

Kim et al®® 74 29 1 10 34 97% 77% sPAP =50 mPAP =35

*63 Patients but 74 paired echocardiogram (ECHO)/right heart catheterisation (RHC) results.

1At rest.
$Normal pulmonary capillary wedge pressure.
§Test patient population.

COPD, chronic obstructive pulmonary disease; FN, false negative; FP, false positive; mPAP, mean pulmonary arterial pressure; N, number of patients; sPAP, systolic pulmonary arterial pressure;

TN, true negative; TP, true positive.

Overall, the quality of the studies was generally modest, with
the majority being prospective in design. The main limitations
of the studies were the possibility of spectrum bias, disease
progression bias, review bias and population bias. Spectrum bias
refers to distortions in a diagnostic test’s performance caused by
a distortion in the study population. Testing is not performed
across a population with the expected distribution of disease
severity, but rather limited subsets.”” In our meta-analysis, five
studies*® #® 49 92 %3 acquired their study population by selecting
pulmonary hypertension patients rather than selecting undiag-
nosed patients. The presence of spectrum bias can lead to an
overestimation of the sensitivity and specificity of the test.”’
Disease progression bias is a bias that occurs if the results of the
diagnostic test under study and of the reference standard test are
not collected on the same patients at the same time.'” Eight
studies™ 2"~ 47 5% were subject to disease progression bias in
our review. This may have led to either an over or underesti-
mation of the diagnostic accuracy of echocardiography for
pulmonary hypertension. Review bias refers to a situation in
which persons interpreting the index test have knowledge of the
reference standard, or vice versa when persons interpreting the
reference standard have knowledge of the index test.”® In our
meta-analysis, it was very unclear whether this did or did not
occur because the majority of the studies did not report whether
blinding during testing was done. This may have led to an
overestimation of the diagnostic performance of the test. Finally,
population bias refers to the generalisability of the diagnostic
test to a wider population.”” The studies included in our meta-
analysis had poor reporting of any co-morbid conditions within
the PH group thus potentially limiting generalisability.

Several echocardiographic techniques of assessing right
ventricular function as a surrogate of pulmonary pressure are
available including measurement of the TAPSE, two-dimen-
sional strain, tissue Doppler echocardiography, the speckle
tracking method, acceleration time across the pulmonic valve,

618

the pulmonary artery regurgitant jet method and the tricuspid
regurgitant jet method.>~” The method of echocardiography to
measure sPAP in our study was dependent on the tricuspid
regurgitant jet as this is the most commonly used technique in
clinical practice. The corresponding systolic continuous wave
spectral Doppler can be obtained using an apical four-chamber
view and/or a parasternal short axis view at the level of the
tricuspid valve. Careful adjustment of the transducer position
and the use of colour flow Doppler are critical in order to reduce
the Doppler angle and to obtain the maximal regurgitant flow
velocity.'” The sPAP is then calculated from the modified
Bernoulli equation (4v%) and added to the RAP. The modest
correlation of sPAP from echocardiography versus sPAP from
right heart catheterisation and the modest diagnostic accuracy
of echocardiography for pulmonary hypertension in our review
can be explained by several potential limitations of Doppler
echocardiography for estimating pulmonary pressure. First, the
alignment of the ultrasound beam to the tricuspid regurgitant
jet should ideally be parallel in order to obtain the maximum
velocity.’” Second, there should be no distal obstruction (ie, right
ventricular outlet obstruction, pulmonic valve stenosis and
supravalvular stenosis).” Finally, the continuous wave Doppler
spectrum may be suboptimal or absent, but one way of over-
coming this is through the use of contrast agents that enhance
the velocity signal.®’ It has been shown that contrast improves
the detection of the tricuspid regurgitant jet by Doppler, thus
minimising the underestimation of sPAR®"~% From our meta-
analysis, we found that approximately 41% of patients (513/
1242) did not have an optimal tricuspid regurgitant jet to allow
the measurement of sPAP. The majority of these patients had
COPD and thus this method may not be reliable in this patient
population unless contrast is used.

Studies with different study populations (cardiac disease, lung
disease (idiopathic pulmonary fibrosis, scleroderma, COPD,
mixed), mixed cardiac and lung disease) were included in this

Heart 2011;97:612—622. doi:10.1136/hrt.2010.212084
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Figure 5 Forrest plot of the sensitivity and specificity of each individual study, summary sensitivity and specificity and F statistic for heterogeneity

(n=12).

analysis. When the tricuspid regurgitant jet was adequately
visualised, there was no difference in the correlation of sPAP by
echocardiography versus right heart catheterisation and no
difference in the diagnostic accuracy of echocardiography for
pulmonary hypertension (tables 1 and 2).

In our review we found that the correlation of sPAP from
echocardiography versus right heart catheterisation was gener-
ally the same in studies with mildly elevated mean sPAP
(=50 mm Hg by right heart catheterisation) compared with
studies with moderately elevated mean sPAP (>50 mm Hg by
right heart catheterisation) with summary correlation coeffi-
cients of 0.65 (95% CI 0.61 to 0.69) and 0.71 (95% CI 0.65 to
0.77), respectively. As the highest mean sPAP for a study in our
review was 85 mm Hg, we cannot comment on the correlation
of sPAP by echocardiography versus right heart catheterisation
in patients with severely elevated sPAP. In patients with very
high pulmonary arterial pressures, echocardiography can
underestimate sPAP by 20 mm Hg or greater as shown by
Brecker er a/* in 10 patients with severe pulmonary hyperten-
sion (average sPAP 109 mm Hg) being considered for lung
transplant. The underestimation of sPAP is a concern when the
tricuspid regurgitant jet is of fair or poor quality. Fisher et al*®
showed that in 12 patients whose echocardiographic estimated
sPAP was greater than 20 mm Hg below the right heart cathe-
terisation measured value, 10 of the patients had inadequate

Heart 2011;97:612—622. doi:10.1136/hrt.2010.212084

tricuspid regurgitant jets. This is expected because the accuracy
of the Doppler method is contingent upon obtaining the correct
peak velocity from which the sPAP can be estimated. Underes-
timation of sPAP by echocardiography is more likely to
misclassify the severity class of pulmonary hypertension (mild,
moderate, severe) in patients compared with overestimation, as
shown by Fisher er al.*® Furthermore, Fisher et al*® also showed
that a lesser degree of tricuspid regurgitation is more common in
patients with underestimated pressure by Doppler echocardi-
ography. In addition, very severe tricuspid regurgitation can
lead to an inability to maintain the usual right ventricle—right
auricle pressure gradient and can lead to an underestimation
of sPAP.

The sensitivity and specificity of a test depends on the
threshold cut-off. In our review the echocardiographically
estimated sPAP cutoffs ranged from 32 to 50 mm Hg for diag-
nosing pulmonary hypertension. The most common threshold
cut-off was 40 mm Hg. A subgroup analysis of the studies
(n=6)* 3" with 40 mm Hg as the cut-off produced
a summary sensitivity of 76% (95% CI 64 to 85) and a summary
specificity of 58% (95% CI 36 to 77), which is not statistically
significant from the complete analysis. Therefore, a threshold
value of 40 mm Hg for sPAP for echocardiography produces
only modest diagnostic accuracy for pulmonary hypertension
and can lead to false-positive and false-negative measurements.
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Figure 6 Hierarchical summary receiver operating characteristic
(HSROC) graph with 95% confidence region and 95% prediction region
for echocardiography (tricuspid regurgitant jet method) in the diagnosis
of pulmonary hypertension (n=12).

Significant heterogeneity was evident in both analyses
(correlation and diagnostic accuracy). Sensitivity analysis
(table 38) did not reveal a source for the heterogeneity.
Heterogeneity for the diagnostic accuracy analysis was not
related to threshold effects as the HSROC graph (figure 6) had
only two studies fall within the 95% confidence region, one
study intersecting the 95% confidence region and eight studies

beyond the 95% confidence region. The most likely source for
the heterogeneity for both analyses was due to a combination
of wvariation in study populations (cardiac, lung, mixed),
study design, spectrum bias, disease progression bias, review
bias and population bias. Furthermore, there may have been
intra-observer differences among the echocardiography tech-
nicians as well as the echocardiographers reading the echo-
cardiograms, which could not be tested for. In addition, the
measurement of sPAP is variable among repeat measurements
even by the same method due to many confounders beyond
the control of the diagnostic test, such as volume status,
systemic blood pressure and changes in oxygenation among
COPD patients, as examples. Furthermore, even measurements
of sPAP on the same day may be significantly variable due to
these patient-related factors. Finally, publication bias was
evident in the correlation analysis, as shown by an asymmet-
rical funnel plot (figure 4) that was missing negative studies.
Although the significant heterogeneity does limit the general-
isability of the results, the information gained is still useful
for providing a contextual basis for echocardiography versus
right heart catheterisation for the diagnosis of pulmonary
hypertension.

Measurements of pulmonary pressure by Doppler echocardi-
ography should be taken into context with other echocardio-
graphic parameters to improve diagnostic yield in patients with
pulmonary hypertension. These parameters include structural
assessment of the right ventricle, evaluation of the tricuspid and
pulmonic valves, assessment of the size of the pulmonary artery
and assessment for pericardial effusion.” A number of echocar-
diographic parameters have been associated with mortality in
pulmonary arterial hypertension including the presence or
severity of pericardial effusion,®~ right atrial area indexed to
body surface area,” end-diastolic eccentricity index,% right
ventricular Tei index,% the TAPSE,? pulmonic flow acceleration
time,* IVC size/collapse® 7° and the severity of tricuspid
regurgitation.69

Table 3 Sensitivity analysis for the correlation and diagnostic accuracy meta-analyses

Sensitivity analysis for correlation meta-analysis (n=27)

Study characteristic n Correlation coefficient P

Prospective studies 21 0.72 (95% Cl 0.69 to 0.75) 99% (95% Cl 85 to 99)
Retrospective studies 6 0.61 (95% CI 0.54 to 0.69) 82% (95% CI 69 to 94)
Study year =2000 18 0.65 (95% Cl 0.61 to 0.68) 99% (95% CI 70 to 93)
Study year <2000 9 0.88 (95% Cl 0.84 to 0.91) 94% (95% Cl 79 to 96)
Cardiac population 8 0.74 (95% Cl 0.69 to 0.79) 99% (95% CI 78 to 99)
Lung population 15 0.64 (95% CI 0.60 to 0.68) 99% (95% CI 76 to 99)
Mixed population 4 0.84 (95% Cl 0.80 to 0.89) 85% (95% CI 74 to 90)
<7 Days between ECHO and RHC 15 0.76 (95% CI 0.73 to 0.79) 99% (95% Cl 88 to 99)
<1 Month between ECHO and RHC 21 0.71 (95% Cl 0.68 to 0.75) 99% (95% Cl 89 to 99)
RAP calculated using IVC 19 0.65 (95% Cl 0.62 to 0.69) 99% (95% Cl 87 to 99)
RAP calculated using JVP 6 0.89 (95% CI 0.85 to 0.93) 92% (95% CI 86 to 96)
RAP calculated using fixed value 2 0.74 (95% Cl 0.64 to 0.84) 72% (95% Cl 69 to 87)

Sensitivity analysis for diagnostic accuracy meta-analysis (n=12)

Specificity ?

Study characteristic n Sensitivity

Prospective studies 9 0.84 (95% Cl 0.70 to 0.92)
Study year =2000 9 0.79 (95% CI 0.67 to 0.87)
Cardiac population 3 0.90 (95% Cl 0.83 to 0.94)
Lung population 8 0.77 (95% CI 0.64 to 0.86)
<7 Days between ECHO and RHC 5 0.87 (95% Cl 0.73 to 0.95)
<1 Month between ECHO and RHC 7 0.84 (95% Cl 0.70 to 0.92)
RAP calculated using IVC 9 0.81 (95% Cl 0.71 to 0.88)

0.81 (95% Cl 0.64 to 0.90)
0.76 (95% Cl 0.50 to 0.91)
0.69 (95% CI 0.15 to 0.97)
0.70 (95% Cl 0.52 to 0.83)
0.85 (95% Cl 0.59 to 0.96)
0.77 (95% Cl 0.45 to 0.93)
0.69 (95% Cl 0.46 to 0.85)

87% (95% CI 69 to 94)
80% (95% CI 79 to 92)
73% (95% CI 64 to 82)
79% (95% CI 69 to 84)
82% (95% CI 65 to 87)
80% (95% CI 73 to 90)
82% (95% CI 74 to 88)

84% (95% Cl 74 to 92)
88% (95% CI 77 to 93)
91% (95% CI 79 to 94)
81% (95% CI 76 to 91)
90% (95% CI 78 to 92)
88% (95% CI 77 to 92)
86% (95% CI 78 to 90)

ECHO, echocardiography; IVC, inferior vena cava; n, number of studies; RAP, right atrial pressure; RHC, right heart catheterisation.
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In conclusion, our systematic review and meta-analysis on the
correlation of sPAP estimated by echocardiography (tricuspid
regurgitant jet method) versus measured by right heart cathe-
terisation and the diagnostic accuracy of echocardiography for
pulmonary hypertension is the first on this topic. From our
review we conclude that there is modest correlation between
sPAP estimated from echocardiography compared with
measured by right heart catheterisation for mild to moderate
values of sPAP. The diagnostic accuracy for echocardiography
for pulmonary hypertension with a sPAP threshold of 40 mm
Hg is also relatively modest. Potential limitations include the
possibility of weak correlation and diagnostic accuracy in
patients with high pulmonary pressures, inability to acquire an
estimate of sPAP in certain patient populations (ie, COPD), and
underestimation when the tricuspid regurgitant jet is not of
good quality. When measuring pulmonary pressures by echo-
cardiography, clinical context, the prevalence of pulmonary
hypertension in the patient population and other echocardio-
graphic parameters of the right ventricle should be taken into
consideration to improve the overall diagnostic accuracy of
echocardiography for pulmonary hypertension. Considering the
limitations, echocardiography is a useful and non-invasive
modality for measuring pulmonary pressure and for determining
underlying anatomical and functional cardiac abnormalities in
patients with suspected pulmonary hypertension. However, the
diagnosis of pulmonary hypertension and the assessment of
response to therapies requires right heart catheterisation.

Funding JS is supported by the VGH and UBC Hospital Foundation’s In It for Life Fund
as well as an Academic Enhancement Award from the University of British Columbia
Department of Medicine.

Competing interests None.

Provenance and peer review Not commissioned; externally peer reviewed.

REFERENCES

1. Hoeper MM, Lee SH, Voswinckel R, et al. Complications of right heart
catheterization procedures in patients with pulmonary hypertension in experienced
centers. J Am Coll Cardiol 2006;48:2546—52.

2. Forfia PR, Fisher MR, Mathai SC, et al. Tricuspid annular displacement predicts
survival in pulmonary hypertension. Am J Respir Crit Care Med
2006;174:1034—41.

3. Borges AC, Knebel F, Eddicks S, et al. Right ventricular function assessed by
two-dimensional strain and tissue Doppler echocardiography in patients with
pulmonary arterial hypertension and effect of vasodilator therapy. Am J Cardiol
2006;98:530—4.

4. Pirat B, McCulloch ML, Zoghbi WA. Evaluation of global and regional right ventricular
systolic function in patients with pulmonary hypertension using a novel speckle
tracking method. Am J Cardiol 2006;98:699—704.

5. Sciomer S, Magri D, Badagliacca R. Non-invasive assessment of pulmonary
hypertension: Doppler-echocardiography. Pulm Pharmacol Ther 2007;20:135—40.

6. Hemnes AR, Forfia PR, Champion HC. Assessment of pulmonary vasculature and
right heart by invasive haemodynamics and echocardiography. Int J Clin Pract Supp/
2009:4—19.

7. Hatle L, Angelsen BA, Tromsdal A. Non-invasive estimation of pulmonary artery
systolic pressure with Doppler ultrasound. Br Heart J 1981;45:157—65.

8. Yock PG, Popp RL. Noninvasive estimation of right ventricular systolic pressure by
Doppler ultrasound in patients with tricuspid regurgitation. Circulation
1984;70:657—62.

9. Lang RM, Bierig M, Devereux RB, et al. Recommendations for chamber
quantification: a report from the American Society of Echocardiography’s
Guidelines and Standards Committee and the Chamber Quantification Writing Group,
developed in conjunction with the European Association of Echocardiography,

a branch of the European Society of Cardiology. J Am Soc Echocardiogr
2005;18:1440—63.

10. Posteraro A, Salustri A, Trambaiolo P, et al. Echocardiographic estimation of
pulmonary pressures. J Cardiovasc Med (Hagerstown) 2006;7:545—54.

11. Moher D, Liberati A, Tetzlaff J, et al. Preferred reporting items for systematic
reviews and meta-analyses: the PRISMA statement. Ann Intern Med
2009;151:264—9; W64.

12.  Lang T, Secic M. How to report statistics in medicine: annotated gudielines for
authors, editors, and reviewers. Philadelphia, PA: American College of Physicians,
1997.

Heart 2011;97:612—622. doi:10.1136/hrt.2010.212084

13.

20.

21.

22.

23.

24.

25.

26.
27.
28.
29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

Anon. Prevention of cardiovascular events and death with pravastatin in patients
with coronary heart disease and a broad range of initial cholesterol levels. The Long-
Term Intervention with Pravastatin in Ischaemic Disease (LIPID) Study Group. N Engl/
J Med 1998;339:1349—57.

McLaughlin VV, Archer SL, Badesch DB, et al. ACCF/AHA 2009 expert consensus
document on pulmonary hypertension a report of the American College of Cardiology
Foundation Task Force on Expert Consensus Documents and the American Heart
Association developed in collaboration with the American College of Chest
Physicians; American Thoracic Society, Inc.; and the Pulmonary Hypertension
Assaciation. J Am Coll Cardiol 2009;53:1573—619.

Milan A, Magnino C, Veglio F. Echocardiographic indexes for the non-invasive
evaluation of pulmonary hemodynamics. J Am Soc Echocardiogr 2010;23:225—39.
Nef HM, Mollmann H, Hamm C, et al. Pulmonary hypertension: updated
classification and management of pulmonary hypertension. Heart

2010;96:552—9.

Whiting P, Rutjes AW, Reitsma JB, et al. The development of QUADAS: a tool for
the quality assessment of studies of diagnostic accuracy included in systematic
reviews. BMC Med Res Methodol 2003;3:25.

Hunter J, Schmidt F. Methods of meta-analysis: correcting error and bias in research
findings. Newbury Park, CA: Sage, 1990.

Higgins JP, Thompson SG, Deeks JJ, et al. Measuring inconsistency in meta-
analyses. BMJ 2003;327:557—60.

DerSimonian R, Laird N. Meta-analysis in clinical trials. Control Clin Trials
1986,7:177—88.

Begg CB, Berlin JA. Publication bias and dissemination of clinical research. J Nat/
Cancer Inst 1989;81:107—15.

Egger M, Davey Smith G, Schneider M, et al. Bias in meta-analysis detected by
a simple, graphical test. BMJ 1997;315:629—34.

Reitsma JB, Glas AS, Rutjes AW, et al. Bivariate analysis of sensitivity and
specificity produces informative summary measures in diagnostic reviews. J Clin
Epidemiol 2005;58:982—90.

Moses LE, Shapiro D, Littenberg B. Combining independent studies of a diagnostic
test into a summary ROC curve: data-analytic approaches and some additional
considerations. Stat Med 1993;12:1293—316.

Dinnes J, Deeks J, Kirby J, et al. A methodological review of how heterogeneity has
been examined in systematic reviews of diagnostic test accuracy. Health Technol
Assess 2005;9:1—113; iii.

Bradburn M, Deeks J, Altman D. SBE24: metan — an alternative meta-analysis
command. Stata Technical Bulletin 1998;44:4—15.

Dwamena B. Midas: computational and graphical routines for meta-analytical
integration of diagnostic accuracy studies in Stata. 2007.

Harbord R. Stata module for meta-analysis of diagnostic accuracy. 2008.
Lanzarini L, Fontana A, Campana C, et al. Two simple echo-Doppler measurements
can accurately identify pulmonary hypertension in the large majority of patients with
chronic heart failure. J Heart Lung Transplant 2005;24:745—54.

Lanzarini L, Fontana A, Lucca E, et al. Noninvasive estimation of both systolic and
diastolic pulmonary artery pressure from Doppler analysis of tricuspid regurgitant
velocity spectrum in patients with chronic heart failure. Am Heart J
2002;144:1087—94.

Arcasoy SM, Christie JD, Ferrari VA, et al. Echocardiographic assessment of
pulmonary hypertension in patients with advanced lung disease. Am J Respir Crit
Care Med 2003;167:735—40.

Denton CP, Cailes JB, Phillips GD, et al. Comparison of Doppler echocardiography
and right heart catheterization to assess pulmonary hypertension in systemic
sclerosis. Br J Rheumatol 1997,36:239—43.

Fisher MR, Criner GJ, Fishman AP, et al. Estimating pulmonary artery

pressures by echocardiography in patients with emphysema. Eur Respir J
2007;30:914—21.

Hsu VM, Moreyra AE, Wilson AC, et al. Assessment of pulmonary arterial
hypertension in patients with systemic sclerosis: comparison of noninvasive tests
with results of right-heart catheterization. J Rheumato/ 2008;35:458—65.

Kim WR, Krowka MJ, Plevak DJ, et al. Accuracy of Doppler echocardiography in the
assessment of pulmonary hypertension in liver transplant candidates. Liver Transp/
2000;6:453—8.

Laaban JP, Diebold B, Zelinski R, et a/. Noninvasive estimation of systolic pulmonary
artery pressure using Doppler echocardiography in patients with chronic obstructive
pulmonary disease. Chest 1989;96:1258—62.

Matsuyama W, Ohkubo R, Michizono K, et al. Usefulness of transcutaneous
Doppler jugular venous echo to predict pulmonary hypertension in COPD patients. Fur
Respir J 2001;17:1128—31.

Mogollon Jimenez MV, Escoresca Ortega AM, Cabeza Letran ML, et al.
Correlation of echocardiographic and hemodynamic parameters in pulmonary
hypertension assessment prior to heart transplantation. Transplant Proc
2008;40:3023—4.

Mukerjee D, St George D, Knight C, et al. Echocardiography and pulmonary function
as screening tests for pulmonary arterial hypertension in systemic sclerosis.
Rheumatology (Oxford) 2004;43:461—6.

Nathan SD, Shlobin OA, Barnett SD, et al. Right ventricular systolic pressure by
echocardiography as a predictor of pulmonary hypertension in idiopathic pulmonary
fibrosis. Respir Med 2008;102:1305—10.

Penning S, Robinson KD, Major CA, et al. A comparison of echocardiography and
pulmonary artery catheterization for evaluation of pulmonary artery pressures in

621


http://heart.bmj.com/
http://group.bmj.com/

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

622

Downloaded from heart.bomj.com on July 30, 2014 - Published by group.bmj.com

Systematic review

pregnant patients with suspected pulmonary hypertension. Am J Obstet Gynecol
2001;184:1568—70.

Abaci A, Kabukcu M, Ovunc K, et al. Comparison of the three different formulas for
Doppler estimation of pulmonary artery systolic pressure. Angiology
1998;49:463—70.

Attaran RR, Ramaraj R, Sorrell VL, et al. Poor correlation of estimated pulmonary
artery systolic pressure between echocardiography and right heart catheterization in
patients awaiting cardiac transplantation: results from the clinical arena. Transplant
Proc 2009;41:3827—30.

Skjaerpe T, Hatle L. Noninvasive estimation of systolic pressure in the right ventricle
in patients with tricuspid regurgitation. Eur Heart J 1986;7:704—10.

Stein JH, Neumann A, Preston LM, et al. Echocardiography for hemodynamic
assessment of patients with advanced heart failure and potential heart transplant
recipients. J Am Coll Cardiol 1997;30:1765—72.

Thwaites BC, Carreras F, Shapiro L, et al. Superior estimation of pulmonary artery
pressure, using Doppler ultrasound of the velocity of tricuspid regurgitation, as
compared with the main pulmonary artery velocities. West Indian Med J
1987,36:225—30.

Ben-Dor I, Kramer MR, Raccah A, et al. Echocardiography versus right-sided heart
catheterization among lung transplantation candidates. Ann Thorac Surg
2006;81:1056—60.

Fisher MR, Forfia PR, Chamera E, et a/. Accuracy of Doppler echocardiography in the
hemodynamic assessment of pulmonary hypertension. Am J Respir Crit Care Med
2009;179:615—21.

Haddad F, Zamanian R, Beraud AS, et al. A novel non-invasive method of estimating
pulmonary vascular resistance in patients with pulmonary arterial hypertension. J Am
Soc Echocardiogr 2009;22:523—9.

Homma A, Anzueto A, Peters JI, et al. Pulmonary artery systolic pressures
estimated by echocardiogram vs cardiac catheterization in patients awaiting lung
transplantation. J Heart Lung Transplant 2001,;20:833—9.

Nogami M, Ohno Y, Koyama H, et al. Utility of phase contrast MR imaging for
assessment of pulmonary flow and pressure estimation in patients with pulmonary
hypertension: comparison with right heart catheterization and echocardiography.

J Magn Reson Imaging 2009;30:973—80.

Selimovic N, Rundqvist B, Bergh CH, et al. Assessment of pulmonary vascular
resistance by Doppler echocardiography in patients with pulmonary arterial
hypertension. J Heart Lung Transplant 2007;26:927—34.

Swanson KL, Utz JP, Krowka MJ. Doppler echocardiography-right heart
catheterization relationships in patients with idiopathic pulmonary fibrosis and
suspected pulmonary hypertension. Med Sci Monit 2008;14:CR177—82.

Tramarin R, Torbicki A, Marchandise B, et al. Doppler echocardiographic evaluation
of pulmonary artery pressure in chronic obstructive pulmonary disease. A European
multicentre study. Working Group on Noninvasive Evaluation of Pulmonary Artery

55.

56.

57.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

Pressure. European Office of the World Health Organization, Copenhagen. Eur Heart J
1991;12:103—11.

Chan KL, Currie PJ, Seward JB, et al. Comparison of three Doppler ultrasound methods
in the prediction of pulmonary artery pressure. J Am Coll Cardiol 1987;9:549—54.
Wylie BJ, Epps KC, Gaddipati S, et al. Correlation of transthoracic echocardiography
and right heart catheterization in pregnancy. J Perinat Med 2007;35:497—502.
Ransohoff DF, Feinstein AR. Problems of spectrum and bias in evaluating the
efficacy of diagnostic tests. N Eng/ J Med 1978;299:926—30.

Begg CB. Biases in the assessment of diagnostic tests. Stat Med 1987;6:411—23.
Kelly S, Berry E, Roderick P, et al. The identification of bias in studies of the
diagnostic performance of imaging modalities. Br J Radiol 1997;70:1028—35.
Waggoner AD, Barzilai B, Perez JE. Saline contrast enhancement of tricuspid
regurgitant jets detected by Doppler color flow imaging. Am J Cardiol
1990;65:1368—71.

Tokushima T, Utsunomiya T, Yoshida K, et al. Estimation of the systolic pulmonary
arterial pressure using contrast-enhanced continuous-wave Doppler in patients with
trivial tricuspid regurgitation. Jpn Heart J 1999;40:311—20.

Jeon DS, Luo H, lwami T, et al. The usefulness of a 10% air—10% blood—80%
saline mixture for contrast echocardiography: Doppler measurement of pulmonary
artery systolic pressure. J Am Coll Cardiol 2002;39:124—9.

Jeon DS, Luo H, Brasch AV, et al. Superiority of 10% air—10% blood—saline mixture
for measuring the velocity of tricuspid regurgitation in patients with severe
emphysema. J Am Soc Echocardiogr 2003;16:867—70.

Brecker SJ, Gibbs JS, Fox KM, et al. Comparison of Doppler derived haemodynamic
variables and simultaneous high fidelity pressure measurements in severe pulmonary
hypertension. Br Heart J 1994;72:384—9.

Eysmann SB, Palevsky HI, Reichek N, et al. Two-dimensional and Doppler-
echocardiographic and cardiac catheterization correlates of survival in primary
pulmonary hypertension. Circulation 1989;80:353—60.

Hinderliter AL, Willis PW 4th, Long W, et al. Frequency and prognostic significance
of pericardial effusion in primary pulmonary hypertension. PPH Study Group. Am J
Cardiol 1999;84:481—4; A10.

Raymond RJ, Hinderliter AL, Willis PW, et al. Echocardiographic predictors of
adverse outcomes in primary pulmonary hypertension. J Am Coll Cardiol
2002;39:1214—19.

Yeo TC, Dujardin KS, Tei C, et a/. Value of a Doppler-derived index combining systolic
and diastolic time intervals in predicting outcome in primary pulmonary hypertension.
Am J Cardiol 1998;81:1157—61.

Brierre G, Blot-Souletie N, Degano B, et al. New echocardiographic prognostic
factors for mortality in pulmonary arterial hypertension. Eur J Echocardiogr
2010;11:516—22.

Nath J, Vacek JL, Heidenreich PA. A dilated inferior vena cava is a marker of poor
survival. Am Heart J 2006;151:730—5.

Heart impact factor

Heart now has an impact factor of 5.385 which reflects the high quality of the publication in the
cardiology field. If you would like to add to this quality, then submit your paper at

heart.bmj.com.

Heart 2011;97:612—622. doi:10.1136/hrt.2010.212084


http://heart.bmj.com/
http://group.bmj.com/

1112

Siller-Matula JM, Huber K, Christ G, et al. Impact of
clopidogrel loading dose on clinical outcome in patients
undergoing percutaneous coronary intervention:

a systematic review and meta-analysis. Heart
2011;97:98—105.

Steinhubl SR, Berger PB, Mann JT 3rd, et al;
CREDO Investigators. Clopidogrel for the Reduction

of Events During Observation. Early and sustained
dual oral antiplatelet therapy following

percutaneous coronary intervention:

a randomized controlled trial. JAMA
2002;288:2411—20.

Price MJ, Berger PB, Teirstein PS, et al;
GRAVITAS Investigators. Standard- vs high-dose
clopidogrel based on platelet function testing

after percutaneous coronary intervention: the
GRAVITAS randomized trial. JAMA
2011;305:1097—105.

Siller-Matula JM, Krumphuber J, Jiima B.
Pharmacokinetic, pharmacodynamic and clinical profile
of novel antiplatelet drugs targeting vascular disease. J
Pharmacol 2009;159:502—17.

6. EMEA. 2011. http://www.ema.europa.eu/docs/
en_GB/document _library/EPAR - Summary for
the_public/human/000174/WC500042183.pdf.

CORRECTIONS

doi:10.1136/hrt.2010.205096¢0rr1

d'Arcy JL, Prendergast BD, Chambers JB,
et al. Valvular heart disease: the next
cardiac epidemic? Heart 2011;97:91-93.
Dr d’Arcy would like to acknowledge
support  from the Oxford NIHR
Biomedical Research Centre programme.

doi:10.1136/hrt.2010.212084corr1

Janda S, Shahidi N, Gin K, et al.
Diagnostic accuracy of echocardiography

for pulmonary hypertension: a systematic
review and  meta-analysis.  Heart
2011;97:612—22.

The results and conclusions sections of
the abstract were missing in this paper.
The online version has now been corrected.
The journal apologises for this error.

doi:10.1136/hrt.2010.195065corr 1

Krieger E, Stout K. Congenital heart
disease: the adult with repaired
coarctation of the aorta.  Heart
2010,96:1676—81. The first author of
this paper should be Krieger EV’.

Heart July 2011 Vol 97 No 13



Downloaded from heart.bomj.com on July 30, 2014 - Published by group.bmj.com

Diagnostic accuracy of echocardiography
for pulmonary hypertension: a systematic
review and meta-analysis

Surinder Janda, Neal Shahidi, Kenneth Gin, et al.

Heart 2011 97: 612-622 originally published online February 25, 2011
doi: 10.1136/hrt.2010.212084

Updated information and services can be found at:
http://heart.bmj.com/content/97/8/612.full.html

These include:

References This article cites 65 articles, 17 of which can be accessed free at:
http://heart.bmj.com/content/97/8/612.full.html#ref-list-1

Article cited in:
http://heart.bmj.com/content/97/8/612.full.html#related-urls

Email alerting Receive free email alerts when new articles cite this article. Sign up in
service the box at the top right corner of the online article.

Topic  Articles on similar topics can be found in the following collections

Collections , ,
Hypertension (2659 articles)
Clinical diagnostic tests (4356 articles)
Echocardiography (1911 articles)
Epidemiology (3222 articles)
Notes

To request permissions go to:
http://group.bmj.com/group/rights-licensing/permissions

To order reprints go to:
http://journals.bmj.com/cgi/reprintform

To subscribe to BMJ go to:
http://group.bmj.com/subscribe/


http://heart.bmj.com/content/97/8/612.full.html
http://heart.bmj.com/content/97/8/612.full.html#ref-list-1
http://heart.bmj.com/content/97/8/612.full.html#related-urls
http://heart.bmj.com/cgi/collection/hypertension
http://heart.bmj.com/cgi/collection/clinical_diagnostic_tests
http://heart.bmj.com/cgi/collection/echocardiography
http://heart.bmj.com/cgi/collection/epidemiology
http://group.bmj.com/group/rights-licensing/permissions
http://journals.bmj.com/cgi/reprintform
http://group.bmj.com/subscribe/
http://heart.bmj.com/
http://group.bmj.com/

