Can Pulmonary Hypertension and Increased
Pulmonary Vascular Resistance Be Ruled
in and Ruled Out by Echocardiography?
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Background: Several treatment options are available for pulmonary vascular disease, and more patients are
considered for right heart catheterization. The aims of this study were to evaluate the diagnostic ability of
echocardiography to detect pulmonary hypertension and increased pulmonary vascular resistance (PVR).

Methods: This retrospective study comprised 118 patients investigated within 48 hours of right heart cathe-
terization. Echocardiography was used to assess pulmonary artery systolic pressure and pulmonary artery
mean pressure, filling pressures, cardiac output, and PVR. To diagnose increased PVR, three echocardio-
graphic variables related to pressure reflection in the pulmonary circulation were used. Separate cutoff values
aimed at ruling in (high positive likelihood ratio [PLR]) and ruling out (low negative likelihood ratio) pulmonary
hypertension (pulmonary artery mean pressure >25 mm Hg) and increased PVR (>3 Wood units) were deter-
mined from a derivation group (n = 59, receiver operating characteristic curve analysis) and evaluated in a test
group (n = 59).

Results: The linear relations between hemodynamic variables assessed with simultaneous echocardiography
and right heart catheterization were moderate to strong (R = 0.55 to 0.95), and there were no significant
differences, but the limits of agreement were wide. With Doppler pulmonary artery systolic pressure
>39 mm Hg, the PLR for pulmonary artery mean pressure >25 mm Hg was 4.7, and with Doppler pulmonary
artery systolic pressure =29 mm Hg, the negative likelihood ratio was 0.12. The PLR for pressure reflection
variables with ruling-in cutoff values ranged from 4.3 to 6.4. With all three variables positive, the PLR was
9.9. The negative likelihood ratio with ruling-out cutoff values ranged from 0.22 to 0.08.

Conclusions: Echocardiography that includes assessment of pressure reflection in the pulmonary circulation
canrule in and rule out pulmonary hypertension and increased PVR. (J Am Soc Echocardiogr 2013;26:469-78.)
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Pulmonary hypertension

The development of right ventricular failure is an ominous sign that
predicts adverse outcomes and influences treatment strategies in pa-
tients with cardiopulmonary diseases.!> Although right ventricular
failure may be due to primary myocardial dysfunction, it is more
often caused by pulmonary hypertension and increased right
ventricular afterload. Compared with the left ventricle, the thin-
walled right ventricle demonstrates increased sensitivity to afterload
elevation.* Pulmonary hypertension predict all-cause mortality in
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patients with both preserved® and impaired® left ventricular systolic
function.

Low pulmonary vascular resistance (PVR), compliant arteries, and
no reflection of the pressure wave characterize the normal pulmonary
circulation. In clinical practice, the level of right ventricular afterload is
most often described using the pulmonary artery (PA) pressure. The
PA pressure is dependent on flow and resistance. The assessment of
PVR, which reflects the transpulmonary pressure gradient divided
by the pulmonary blood flow, is considered to require right heart
catheterization (RHC).

Several specific treatment options are available for patients with
pulmonary vascular disease. The diagnosis is difficult, and diagnostic
delay is a well-known problem.”® In patients with pulmonary
hypertension and normal left ventricular ejection fractions, is it not
possible using standard echocardiography to distinguish increased
pressure due to pulmonary venous hypertension from increased
PVR. The treatment of pulmonary hypertension due to increased
PVR in patients with left heart disease is controversial.” However,
the diagnosis of vascular disease is increasingly important in the era
of heart failure treatment with mechanical support because it affects
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Abbreviations

AcT = Acceleration time

ASE = American Society of
Echocardiography

ClI = Confidence interval
PA = Pulmonary artery

PAMP = Pulmonary artery
mean pressure

PASP = Pulmonary artery
systolic pressure

PCWP = Pulmonary capillary
wedge pressure

PVR = Pulmonary vascular
resistance

RHC = Right heart
catheterization

RVOT = Right ventricular

treatment strategies. As a conse-
quence, more patients are con-
sidered candidates for RHC.
Much attention has been
given to the development of
echocardiographic methods to
assess PA pressures and resis-
tance to flow. PA pressures can
be estimated using different non-
invasive methods with good
linear relations to invasive mea-
surements.'®1®  To  estimate
resistance to flow is more
challenging because it combines
several variables (PA pressure,
pulmonary  capillary  wedge
pressure [PCWPI, and cardiac
output). Surrogate variables for
PVR have been proposed,'” but
their usefulness is debated, and
in recent American Society of

Echocardiography (ASE) guide-
lines for assessment of the right
ventricle, it is not recommended
to estimate PVR for routine
use.'® We found in previous stu-
dies that PVR could be calcu-
lated from echocardiographic
data in patients with pulmonary
arterial hypertension'® and that the presence of pressure reflection
in the pulmonary circulation can be used to identify patients with in-
creased PVR.'? In both these studies, the patient cohorts were biased
toward pronounced pulmonary vascular disease with severely in-
creased PVR. In the present study, we investigated the diagnostic abil-
ity of echocardiography to detect pulmonary hypertension and
increased PVR in a population representative of those undergoing
RHC at our institution.

outflow tract

tPV-PP = time from Peak
velocity in the right ventricular
outflow tract to peak pressure
in the right ventricle

WU = Wood units

METHODS

Study Population

This retrospective study comprised 118 patients who were referred
for clinical RHC between May 2009 and November 2012. The inclu-
sion criteria were (1) regular cardiac rhythm, (2) RHC performed
within 48 hours of echocardiography, (3) pulsed Doppler recording
in the PA, and (4) tricuspid regurgitation that enabled the assessment
of right ventricular peak systolic pressure from Doppler echocardiog-
raphy. The study was approved by the ethics committee at the
University of Gothenburg (448-10).

Hemodynamic Measurements

A Swan-Ganz catheter (7 Fr; Baxter Healthcare, Edwards Critical
Care Division, Deerfield, IL) was introduced through the right inter-
nal jugular vein under fluoroscopic guidance using the Seldinger tech-
nique. The following variables were measured or derived: mean right
atrial pressure, PA systolic pressure (PASP), PA mean pressure
(PAMP), PCWP, cardiac output, and PVR.

Cardiac output was determined using the thermodilution method
as the mean of three to five consecutive measurements not varying
by >10%.
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Pressure Reflection

In the normal pulmonary circulation, the pressure and flow waves
generated by the right ventricle are almost completely dampened
and display, therefore, similar contours.?%?' In individuals without
obstruction in the right ventricular outflow tract (RVOT), the shape
of the pressure waveforms in the right ventricle and PA (including
the timing of peak pressure) are similar. Changes in the pulmonary
precapillary properties cause a reflection of pressure and flow
waves, with marked changes in wave contours. The reflected
pressure wave will add on to the forward traveling wave, and there
will be an increase in pressure in the right ventricle and PA while
the flow is decreasing (Figure 1). The site and magnitude of pressure
reflection influence the timing of peak velocity in the RVOT, the tim-
ing of peak velocity in relation to peak pressure in the right ventricle,
and the magnitude of pressure increase in the right ventricle after
peak velocity in the RVOT (Figure 1). In the present study, we as-
sessed three variables in relation to PVR: (1) acceleration time
(AcD): the time interval from opening of the pulmonary valve to
peak velocity; (2) time from peak velocity in the right ventricular out-
flow tract to peak pressure in the right ventricle (tPV-PP): the time in-
terval from peak velocity in the RVOT to peak velocity in the tricuspid
regurgitant jet (peak pressure in the right ventricle); and (3) aug-
mented pressure: the pressure increase (augmentation) in the right
ventricle after peak velocity in the RVOT.

Figure 1 explains in a schematic drawing the pressure reflection
phenomenon, including the three related variables, and Figure 2
describes how these variables are obtained using echocardiography.

Doppler Echocardiography

The left ventricular ejection fraction was measured using Simpson’s
method or estimated by eyeballing. Mitral and pulmonary vein flow
was recorded using pulsed Doppler from the tip of the valve and
the upper right pulmonary vein. Tissue pulsed Doppler recordings
were performed in the basal part of the left ventricular septum. The
volume of the left atrium was estimated using the area-length method
in end-systole.2? Right ventricular systolic function was assessed using
the fractional area change method by tracing the end-diastolic and
end-systolic areas (fractional area change = end-diastolic area —
end-systolic area/end-diastolic area x 100) and by the tricuspid annu-
lar plane systolic excursion method by M-mode echocardiography.'®
All Doppler measurements were performed offline with a sweep
speed of 100 to 200 mm/sec, and the investigator was blinded to
the results of the catheter investigation.

The assessment of pressure reflection requires continuous-wave
Doppler recording of the tricuspid regurgitant jet and pulsed-wave
Doppler recording in the RVOT. We used multiple windows guided
by color Doppler to obtain the highest velocity. Most often, the high-
est velocity was found in a projection that showed the right ventricle
somewhere between a standard four-chamber view and a parasternal
view. The flow velocity was recorded by placing a 5-mm pulsed-wave
Doppler sample volume in the RVOT. The timing of the pulmonary
valve opening and the peak velocity was determined as the time
from a reference point on the electrocardiographic QRS complex
(most often the peak of the R wave) and the onset (a-b) and peak ve-
locity (a-d) in the RVOT registered with pulsed-wave Doppler
(Figure 2). The timing of right ventricular peak systolic pressure was
determined as the time from QRS to the peak velocity of the regurgi-
tant jet (a-¢) using the same QRS reference as for RVOT registration.
In subjects in whom the peak velocity in the RVOT preceded the peak
velocity (a-d < a-c) in the regurgitant jet, the time interval (a-d) was
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Figure 1 Schematic drawing showing the measured pressure
(P) and flow (Q) in the PA in an individual with increased PVR
and pressure reflection (PR). The broken line is the pressure
and flow wave that would be measured in the absence of PR.
AP, Augmented pressure.

superimposed onto the velocity spectrum of the tricuspid regurgitant
jet to calculate the pressure gradient corresponding to the peak veloc-
ity in the RVOT. The velocity across the tricuspid valve at this time in-
terval was measured, and the pressure gradients between the right
ventricle and the right atrium were calculated (pressure gradient =
4 x velocity?). The mean right atrial pressure was estimated using
the inferior vena cava dimension and collapsibility with inspiration.?>
The tPV-PP was calculated as [(a-c)—(a-d)]. The time from the onset of
flow in the RVOT to peak velocity (AcT) was calculated as
[(a-d)—(a-b)]. The augmented pressure was calculated as the differ-
ence between peak pressure in the right ventricle and the pressure
corresponding to peak velocity in the RVOT. In previously performed
variability studies, the interobserver group variability (described by the
coefficients of variation, expressed as the mean value of differences
divided by the mean value of the two measurements) for measure-
ments made on the same recording were 6%, 8%, and 9% for AcT,
tPV-PP, and augmented pressure, respectively. The corresponding in-
terobserver individual variability (the standard deviation of differ-
ences divided by the mean value of two measurements) was 7%,
9%, and 13%."

Grading of Left Ventricular Filling Pressure

The grading of left ventricular filling pressure was performed accord-
ing to the recommendations of the ASE.** In patients with depressed
ejection fractions (<50%) and E/A ratios =2, the estimated Doppler
PCWP used in the comparison with RHC and calculation of PVR was
20 mm Hg. If the PCWP was considered normal, we used 9 mm Hg in
the comparison, and if the E/A ratio was pseudonormal and other
supportive parameters (pulmonary vein S/D ratio, PASP, tissue
Doppler) suggested increased PCWP, we used 15 mm Hg. In patients
with normal ejection fractions, we used 20 and 9 mm Hg for those
with increased and normal filling pressures on the basis of tissue
Doppler findings. In patients with inconclusive tissue Doppler findings
in whom other supportive parameters (volume of the left atrium,
PASP) suggested increased PCWP, we used 15 mm Hg.

Calculation of PVR on the Basis of Echocardiographic
Data

Stroke volume was calculated as the product of the cross-sectional
area of the left ventricular outflow tract and the velocity-time integral.
Mean PA pressure was calculated as follows'°:
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Figure 2 Pulsed Dopplerinthe RVOT (top) and continuous-wave
Doppler of the tricuspid regurgitant jet (bottom) in two patients
with cardiac amyloidosis. The patient on the left had normal
PVR (1.8 WU), and the patient on the right had increased PVR
(8.7 WU). The time intervals from the QRS to the opening (a-b)
of the pulmonary valve, peak velocity (a-d) in the outflow tract,
and the peak right ventricular pressure (a-c) are determined.
The AcT is then [(a-d)—(a-b)], and tPV-PP is [(a-c)—(a-d)]. The in-
terval (a-d) is superimposed on the tricuspid velocity envelope to
determine the right ventricular pressure corresponding to peak
velocity in the RVOT. Note that in the patient with normal PVR,
tPV-PP is typically negative, and there is no pressure augmenta-
tion (AP = 0). In the patient with increased PVR (right), AcT was 78
msec, tPV-PP 102 msec, and AP 10 mm Hg.

PAMPpoppier = (0.65 x PASPpgppier) — 1.2 mmHg.
PVR was calculated as follows:

PVRDoppler = (PAMPDoppIer - PCWPDoppIer)/
x (stroke volume x heart rate).

The PVR surrogate proposed by Abbas et al.!” was calculated. The
peak velocity in the tricuspid regurgitant jet (TRV) is divided by the
velocity-time integral in the RVOT (VTlryo7). The following regres-
sion equation has been proposed to calculate PVR:

PVRapbes = (TRV/VTlayor) x 10 + 0.16.

Statistical Analysis

Continuous variables with normal distributions are expressed as
mean * SD and when the distribution was not normal as median
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(interquartile range). The degree of linear relationship between cath-
eter measurements and echocardiography was assessed using correla-
tion coefficients (R) if the data were continuous. Correlations
between estimation of right atrial pressure and PCWP by echocardi-
ography in categories and results from RHC were determined using
Spearman’s p. Possible determinants of pressure reflection variables
were described using simple regression, and if significant (P < .05),
the variables were entered into a multiple regression model. Paired
Student’s t tests or Wilcoxon's tests were used to compare continuous
data. P values < .05 were considered statistically significant.
Diagnostic utility was measured using sensitivity, specificity, the posi-
tive likelihood ratio, the negative likelihood ratio, and diagnostic odds
ratios. The positive likelihood ratio is the ratio between the probability
of a positive test result in those with disease and the probability of
a positive test result in those without disease (sensitivity/
[1—specificityl). The negative likelihood ratio is the ratio between
the probability of a negative test result in a patient with disease and
the probability of a negative test result in a patient without disease
([1—sensitivityl/specificity). The diagnostic odds ratio is the ratio be-
tween the positive and negative likelihood ratios. The study popula-
tion was divided into a derivation group that comprised the first 59
patients investigated and a test group with the following 59 patients
who underwent RHC. Receiver operating characteristic curve analy-
sis was performed in the derivation group to establish cutoff values for
the detection of pulmonary hypertension (PAMP >25 mm Hg) and
increased PVR (>3 Wood units [WUI). The cutoff values from the der-
ivation group aimed at determining levels that rule out (low negative
likelihood ratio <0.1) or rule in (high positive likelihood ratio >10)
pulmonary hypertension and increased PVR. These cutoff values
were used in the test group.

RESULTS

Patient Characteristics

Echocardiographic investigations were performed simultaneously, on
the same day but not simultaneously, and within 24 hours in 17%,
25%, and 76% of patients, respectively, and the investigations were
on the same day or preceding RHC in 80%. The largest proportion
of patients (75%) had left heart disease or were undergoing routine
RHC with myocardial biopsy after heart transplantation (Table 1).
Seventeen percent had pulmonary arterial hypertension or chronic
thromboembolic pulmonary hypertension. Six percent had severe
and 17% moderate tricuspid regurgitation. Forty-one percent had
left ventricular systolic dysfunction with left ventricular ejection frac-
tions <50%. Forward failure with reduced cardiac index and back-
ward failure with increased PCWP were common findings.
Pulmonary hypertension and increased PVR were found in 55%
and 39% of patients, respectively. Two patients were excluded
from the calculation of PVR by Doppler because of left-to-right shunt-
ing and severe aortic regurgitation, making the Doppler cardiac
output not representative for pulmonary flow.

Agreement between Catheterization and
Echocardiography

In Table 2, we present the comparison between RHC and echocardi-
ography for patients investigated simultaneously (n = 20) and nonsi-
multaneously (n = 98). The heart transplant recipients (n = 28) were
excluded from grading of left ventricular filling pressure because of
a lack of consensus in the literature on how this should be done.?*
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Table 1 Clinical, echocardiographic, and RHC
characteristics (n = 118)
Variable Value
Age (y) 53 +13
Women 42%
BSA (m?) 1.9+ 0.2
Diagnosis
Left ventricular disease 51%
Dilated cardiomyopathy 19%
Amyloidosis 8%
Ischemic heart disease 3%
Valvular disease 9%
Other 12%
Heart transplantation 24%
Pulmonary arterial hypertension 16%
CTEPH 1%
Miscellaneous 8%
Echocardiography
Left ventricular ejection fraction (%) 48 = 18
<50% 1%
Left atrial volume/BSA (mL/m?) 42 (30-58)
Right ventricular area change (%) 41 +14
TAPSE (mm) 14+5
RHC
Cardiac index (L/min/m?) 2.44 + 0.88
Right atrial pressure (mm Hg) 5 (2-11)
PASP (mm Hg) 41 (28-56)
PAMP (mm Hg) 28 (16-38)

Proportion with PAMP >25 mm Hg 55%

PCWP (mm Hg) 11 (7-19)

Transpulmonary gradient (mm Hg) 11 (8-18)

PVR (WU) 2.0 (2-4)

Proportion with PVR >3 WU 39%

Proportion with PVR >3 WU and PCWP 14%
>15 mm Hg

BSA, Body surface area; CTEPH, chronic tromboembolic pulmonary
hypertension; TAPSE, tricuspid annular plane systolic excursion.
Data are expressed as mean = SD for variables with normal distribu-
tions and as median (interquartile range) for variables with nonpara-
metric distributions.

Eight patients did not have the data required for estimation according
to ASE guidelines. Estimations of PCWP and PVR were performed in
83 patients. There was no significant difference between catheteriza-
tion and echocardiography in patients investigated simultaneously
except for PVRappas. The linear relation was moderate to strong for
all variables except PCWP. In patients investigated nonsimultane-
ously, the linear relation was still strong but less so compared with
simultaneous investigation. The mean differences between catheteri-
zation and echocardiography in patients investigated nonsimultane-
ously were not significant except for right atrial pressure and PASP.
The differences in absolute values were small. The limits of agreement
(standard deviation of differences) were wide for all variables in both
groups of patients.

PVR calculated according to the proposal of Abbas et al.'” showed
a weaker linear relation with PVR meter and larger limits of agree-
ment compared with PVRpgppier. Increased PCWP was a common
finding in patients with pulmonary hypertension (Figure 3, left) also
in those with increased PVR according to the Doppler method. The
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Table 2 Agreement between RHC and Doppler echocardiography in patients investigated simultaneously (n = 20) or
nonsimultaneously (n = 98) within 48 hours
Variable RAP PASP PAMP PCWP Cardiac index PVRpoppler PVRabbas
Simultaneously with
catheterization
RHC 9(4.3t017.3) 53(36t080) 39(22to48) 15(10to26) 2.0(1.8t02.3) 6.0(2109.3) 6.0 (2 t0 9.3)
Doppler 15 (5 to 15) 46 (39to71) 28(24to45) 15(15t020) 1.7(1.2t02.3) 5.2(2.1t010.3) 3.6 (1.5t0 4.6)
echocardiography
Mean difference + SD —0.6 +4.8 25+92 2.0+6.9 3.2 +93 0.03 + 0.4 0.1=x21 3.0 + 3.6
Limits of agreement —-10.2t09.0 -159t0209 -11.8t015.8 —-15.4t021.8 —0.5t0 1.1 —4.11t04.3 —6.11010.3
Correlation coefficient 0.87 0.95 0.90 0.55 0.80 0.92 0.70
P value A7 27 13 24 .55 64 .02
Nonsimultaneously with
catheterization
RHC 4 (2 t0 9.5) 39 (26to 51) 26 (16 34) 12 (7 to 20) 2.0 (2to 3) 3 (2to5) 3 (2to5)
Doppler 5 (5to 15) 40(30to52) 25(18t032) 15(9to 20) 23(1.6t03.2) 3.4(1.6t05.7) 29(2.1to4.1)
echocardiography
Mean difference + SD -2 +35 —-2.7+10.8 -0.8 = 8.0 -1.3 + 6.6 -0.02 £ 0.7 0.1 2.7 1.1 =34
Limits of agreement —9tob5 —243t018.9 -16.8t015.2 —-145t011.9 —-1.42t01.38 -5.31t05.5 —57t07.9
Correlation coefficient 0.73 0.84 0.79 0.57 0.74 0.73 0.52
P value <.0001 .02 .35 12 .90 .56 12

RAP, Right atrial pressure.

Data are expressed as mean * SD for variables with normal distributions and as median (interquartile range) for variables with nonparametric

distributions. P values are for comparisons between catheterization and Doppler echocardiography.
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Figure 3 Scatterplot showing the relation between Doppler PVR and (A) catheter PAMP and (B) catheter PVR. The red dots show
patients with PCWP > 15 mm Hg and the blue dots those with PCWP = 15 mm Hg. The horizontal lines indicate the thresholds for
increased PAMP (>25 mm Hg) and PVR (>3 WU), while the vertical lines indicate increased PVR (>3 WU) with the Doppler method.
The percentage within each quadrant with PCWP > 15 mm Hg is shown in the left plot, and the percentages of true-positive (TP), false-
negative (FN), false-positive (FP), and true-negative (TN) results are shown in the right plot.

linear relation between catheter and Doppler PVR was strong, and
Figure 3 (right) demonstrates the diagnostic ability to identify indivi-
duals with PVR >3 WU. Increased PVR and increased PCWP often
coexisted.

Detection of Pulmonary Hypertension

The receiver operating characteristic curve for the detection of PAMP
>25 mm Hg using PASPpppier in the derivation group had a large
area under the curve (0.92; 95% confidence interval [CIl, 0.85-
0.99). The cutoff value selected with a high positive likelihood ratio
to rule in pulmonary hypertension was >39 mm Hg, and the selected
cutoff value with a low negative likelihood ratio to rule out pulmonary

hypertension was >29 mm Hg. Table 3 shows the results when these
values were used in the test group. PASPpopper 39 mm Hg in-
creased the likelihood of pulmonary hypertension in a mild to mod-
erate degree, with a positive likelihood ratio of 4.7. On the contrary,
PASPpoppier =29 mm Hg reduced the likelihood of pulmonary hy-
pertension to a moderate degree, with a negative likelihood ratio of
0.12 (an 8.3-fold reduction in likelihood).

Detection of Increased PVR

The sensitivity, specificity, and positive and negative likelihood ratios
for the detection of PVR >3 WU were for PVR spp.s 77% (95% CI,
62%—-87%), 77% (95% CI, 65%—-87%), 3.4 (95% CI, 2.0-5.7) and
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Table 3 Diagnostic performance regarding assessment of pulmonary hypertension (PAMP >25 mm Hg) and increased PVR

(>3 WU) in the test group (n = 59) from pressure reflection variables with cutoff values from the derivation group

Sensitivity Specificity Positive likelihood Negative likelihood Diagnostic odds
Variable Cutoff (%) (95% CI) (%) (95% Cl) ratio (95% ClI) ratio (95% ClI) ratio (95% ClI)
Rule in pulmonary
hypertension
PASPpoppier >39 mm Hg 87 (71-95) 81 (63-92) 4.7 (2.1-10.5) 0.16 (0.06-0.40) 29.7 (7.1-124)
Rule out pulmonary
hypertension
PASPpoppier >29 mm Hg 97 (84-99) 26 (13-45) 1.3 (1.0-1.6) 0.12 (0.02-0.94) 10.5 (1.2-92)
Rule in increased PVR
AcT <85 msec 75 (55-88) 82 (66-92) 3 (2.0-9.1) 0.30 (0.2-0.6) 14.0 (39-50)
tPV-PP >75 msec 75 (55-88) 88 (73-95) 4 (2.5-17) 0.28 (0.14-0.57) 22.5 (5.6-91)
AP >4 mm Hg 81 (67-90) 86 (76-92) 7 (3.1-10.3) 0.22 (0.12-0.41) 26.3 (9.5-73)
Two positive 79 (60-91) 88 (73-95) 7 (2.6-17.3) 0.24 (0.11-0.5) 28.5 (6.8-120)
Three positive 58 (39-76) 94 (81-98) 9 (2.5-40) 0.44 (0.27-0.72) 22.4 (4.3-116)
Rule out increased PVR
AcT <110 msec 96 (80-99) 56 (39-71) 2(1.5-3.2) 0.08 (0.01-0.5) 29 (3.5-241)
tPV-PP >50 msec 83 (64-93) 75 (58-87) 3(1.8-6.2) 0.22 (0.04-0.56) 5 (3.9-57)
AP >1 mm Hg 92 (74-98) 71 (54-83) 1(1.8-5.3) 0.12 (0.03-0.45) 26 4 (5.2-134)
Two positive 88 (71-96) 73 (58-84) 3 (2.0-5.6) 0.16 (0.05-0.5) 21 (5.2-84)
Three positive 85 (66-94) 85 (72-93) 8 (2.7-12.3) 0.18 (0.07-0.4) 32 (8.1-127)
AP, Augmented pressure.
0.30 (95% CI, 0.17-0.53) and for PVRpgppier 86% (95% CI, 71%-~— DISCUSSION

94%), 76% (95% CI, 61%-86%), 3.5 (2—6.1), and 0.18 (0.08—
0.42), respectively.

The relations between pressure reflection variables and possible
determinants are shown in Table 4. The linear relation between
PVR and augmented pressure was strong, whereas the relations
with AcT and tPV-PP were moderate. There were no significant or
only weak relations with PCWP and cardiac index. The pressure re-
flection variables were moderately related to right ventricular func-
tion. In a multiple regression model, only PVR showed an
independent relation to the pressure reflection variables, except for
a weak independent relation between tPV-PP and right ventricular
fractional area change. The three pressure reflection variables had
large areas under the receiver operating characteristic curves in the
derivation group (Figure 4).

The cutoff values in the derivation group were selected aiming at
either ruling in or ruling out increased PVR (Table 3). Using the cutoff
values for ruling in increased PVR showed positive likelihood ratios
indicating an increase in the likelihood to a mild to moderate extent
(4.3-fold to 6.4-fold). With two or three positive pressure reflection
variables, the likelihood of PVR >3 WU was increased to a moderate
to large extent (6.7-fold to 9.9-fold). Using the cutoff values aiming at
ruling out increased PVR decreased the likelihood to a moderate to
large extent. With AcT >110 msec, the likelihood of increased PVR
was reduced 12.5-fold. Twenty-four patients in the test group had in-
creased PVR, and only one had AcT >110 msec. On the other hand,
with all three of these rule-out criteria positive, the likelihood of in-
creased PVR increased to a moderate extent.

Patients with pulmonary hypertension had to a large extent in-
creased PCWP (Figure 4). This was also true for patients with signs
of pressure reflection indicating high likelihood of increased PVR.
The plots in Figure 5 show the relation between catheter PVR and
pressure reflection variables and demonstrate the good ability to iden-
tify patients with PVR >3 WU and that increased PVR is often com-
bined with increased PCWP.

In the present study, we found that echocardiography can provide
a comprehensive functional assessment comparable with that of inva-
sive hemodynamic measurements in a representative cohort of pa-
tients who undergo RHC. Furthermore, in this patient population
with a variety of cardiovascular diseases, echocardiography. including
assessment of pressure reflection, can be used to rule in and rule out
pulmonary hypertension and increased PVR.

Pulmonary hypertension is a common finding in patients undergo-
ing echocardiography. An abnormal rise in PA pressure can be caused
by pulmonary venous hypertension, increased PVR, increased pul-
monary flow, or a combination of these mechanisms. It is of great im-
portance to recognize pulmonary hypertension as well as a pathologic
increase in PVR, because this is associated with adverse prognosis>>°
and influences treatment strategies.

In the present study, we investigated to what degree echocardio-
graphy can provide information otherwise obtained by RHC.
Overall, there were no significant differences between echocardio-
graphic and catheter measurements. Our results regarding the corre-
lation between catheterization and echocardiography are superior
compared with those presented in a meta-analysis by Janda e al.2° re-
porting on the diagnostic accuracy of echocardiography for pulmo-
nary hypertension but are in agreement with a recent study on
echocardiographic assessment of hemodynamics in patients with
heart failure.?” The overall correlation between catheterization and
echocardiographic assessment of PASP in the meta-analysis was
0.70, compared with 0.84 in the present study, and the sensitivity,
specificity, and positive likelihood ratio were 83%, 72%, and 3.0, re-
spectively, compared with 87%, 81%, and 4.7. The enhanced diag-
nostic accuracy observed in the present study could be due to
a combination of using multiple echocardiographic windows in the
search for the highest velocity (avoiding underestimation) and
a high sweep speed to differentiate the true velocity envelope from
artifacts (avoiding overestimation). The estimation of PCWP was
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Table 4 Relation between variables describing pressure reflection and possible determinants
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AcT tPV-PP Augmented pressure
Variable R P Slope R P Slope R P Slope

Simple regression

PCWP 0.20 .04 —0.75 0.14 14 — 0.02 .83 —

Cardiac index 0.17 .06 - 0.20 .03 —-15.0 0.10 .22 -

PVR 0.47 <.0001 -3.7 0.57 <.0001 9.3 0.73 <.0001 1.7

TAPSE 0.39 <.0001 2.2 0.14 .26 - 0.06 .55 -

FAC 0.42 <.0001 0.94 0.42 <.0001 -1.9 0.36 <.0001 -0.25
Multiple regression

R for entered variables 0.57 0.59 0.71

PCWP .07 - - - - —

Cardiac index — — .83 — — —

PVR <.0001 -3.1 <.0001 71 <.0001 1.6

FAC .06 - .04 —0.93 .36 —0.05

FAC, Fractional area change of the right ventricle; TAPSE, tricuspid annular plane systolic excursion.

Sensitivity

’ Augmented pressure: ——
. AUC=0.97 (95% CI 0.93-1.00)

tPV-PP: —

0.2 . AUC=0.95 (95% Gl 0.89-0.99)
’ AcT: S

.~ AUC=0.88 (95% CI 0.78-0.99)

0 0,2 0,4 0,6 0,8 1
1-Specificity

Figure 4 Receiver operating characteristic curves for the detec-

tion of increased PVR (> 3 WU) for AcT, tPV-PP, and augmented

pressure from the derivation group (n = 59). AUC, Area under the
curve.

based on the recent ASE guidelines.?* It is recommended to distin-
guish between patients with normal and reduced left ventricular ejec-
tion fractions and to use several variables. The outcome of this
assessment is that we can identify patients likely to have PCWP
>15 mm Hg. In the guidelines, there are no recommendations on
how to estimate PCWP as a continuous variable. Therefore, to calcu-
late PVR on the basis of echocardiographic data, we used a categorical
scale, with PCWP being 9 mm Hg in patients with normal findings, 20
mm Hg in patients with high E/A or E/E’ ratios, and 15 mm Hg in pa-
tients with inconclusive mitral or tissue Doppler findings but positive
supportive signs. The weakest linear relation and widest limits of agree-
ment were observed for this estimation of PCWP. Our findings are in
agreement with recent reports on the assessment of filling pressure in
patients with reduced as well as preserved ejection fractions.283° The

reliability of the echocardiographic assessment of left ventricular filling
pressure is under debate, and the results of recent studies conflict with
some that underline the limitations>®3° but also those claiming that
the method is accurate.*”'>2 It is important in every patient with
increased PA pressure to evaluate the filling pressure in the left
ventricle. The assessment of filling pressure might identify patients
with PCWP >15 mm Hg, but the limits of agreement are wide, and
it is difficult to distinguish passive pulmonary hypertension solely
due to pulmonary venous hypertension from reactive pulmonary
hypertension with increased PVR. We calculated PVR using two
different methods, but the wide limits of agreement should
discourage from using such estimations in individual patients. In
groups of patients and for research purposes, however, estimation of
PVR can be done and we recommend calculation on the basis of
assessment of cardiac output, PAMP, and PCWP rather than the
simplified method proposed by Abbas et al'” We can argue from
the observation in our patient cohort, in which PVR oy, Was less ac-
curate compared with PVRpgppier, but foremost from a theoretical
standpoint. The ratio between peak velocity in the tricuspid regurgi-
tant jet and the RVOT velocity-time integral is a surrogate for PA pres-
sure and cardiac output. The method does not take filling pressure on
the right or left side into consideration, and therefore, this is a surrogate
not for PVR but rather for the total pulmonary resistance.
Assessment of pressure reflection in the pulmonary circulation is
an alternative method to detect increased PVR in individual patients.
The method is based on a well-known phenomenon in the pulmo-
nary circulation that the propagating pressure wave will be reflected
back toward the right ventricle in patients with precapillary increased
resistance or decreased compliance.’%?! We did not find any
important relation between PCWP and the pressure reflection
variables, and this supports the basic assumption that pressure
reflection is related to conditions in the precapillary part of the
pulmonary circulation. Indeed, the method allows us to identify
patients with both increased PCWP and increased PVR (Figure 4).
The echocardiographic measurements required are part of routine
practice in every patient with increased tricuspid regurgitation velo-
city. In our previous studies, a large proportion of the patients had
severe pulmonary hypertension and severely increased PVR.!%!>19
A high prevalence of pulmonary vascular disease could have
introduced a bias toward higher predictive values.?® Therefore, in
the present study, we included patients undergoing RHC after the
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Figure 5 Scatterplot showing the relation between the pressure reflection variables and (A, C, E) catheter PAMP and (B, D, F) catheter
PVR. The red dots show patients with PCWP > 15 mm Hg and the blue dots those with PCWP = 15 mm Hg. The horizontal lines indicate
the thresholds for increased PAMP (>25 mm Hg) and PVR (>3 WU), while the vertical lines indicate increased PVR with the cutoff value
aimed at ruling in increased PVR. The percentage within each quadrant with PCWP > 15 mm Hg is shown in the left plots, and the
percentages of true-positive (TP), false-negative (FN), false-positive (FP), and true-negative (TN) results are shown in the right plots.

previous study period.' The selection was based on quality criteria
regarding echocardiography, regular rhythm, and the time between
the two investigations. Therefore, this population should be repre-
sentative of patients undergoing RHC at a tertiary referral center.
The proportion with pulmonary hypertension (PAMP >25 mm
Hg) was reduced from 78% to 55% and the proportion with
increased PVR from 68% to 39% compared with our previous re-
port.'? We still found that the agreement between echocardiographic

and catheter measurements
comparable.
description of the method was

from previous studies'®!®  was

The concern about selection bias in the first
confirmed. We could not

reproduce the same simultaneous high specificity and sensitivity
levels. Sensitivity, specificity, and positive and negative predictive
values describe how a diagnostic test performs in a group of
patients. It is difficult to translate these values to the assessment of
risk in an individual patient.>*® For that purpose, we report the
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positive and negative likelihood ratios. Positive and negative likeli-
hood ratios are independent of disease prevalence. Likelihood ratios
are a useful and practical way of expressing the power of a diagnostic
test in increasing or decreasing the likelihood of disease. We deter-
mined two different cutoff values for ruling in and ruling out pulmo-
nary hypertension and increased PVR. The cutoff value for ruling in
pulmonary hypertension (PASPpgppier 39 mm Hg) increases the
likelihood to a mild to moderate extent, and for ruling out pulmo-
nary hypertension and increased PVR (PASPpoppier =29 mm Hg),
the likelihood is reduced to a moderate extent. The corresponding
values for PVR on the basis of pressure reflection variables had an
even larger impact on the likelihood of disease. With two positive
pressure reflection variables aiming at ruling in disease, the presence
of increased PVR is 6.7 times more likely, and with three positive
variable 9.9 times more likely, than a positive test result in the ab-
sence of increased PVR.>® The negative likelihood ratios for the in-
dividual pressure reflection variables for ruling out increased PVR
ranged from 0.22 to 0.08, which implies that a negative test result
is 4.5 to 12.5 times more likely to be truly negative than falsely neg-
ative. Importantly, in patients without tricuspid regurgitation and as-
sessment of augmented pressure and tPV-PP, AcT can be helpful to
rule out increased PVR. In the presence of AcT >110 msec, increased
PVR is highly unlikely.

Several specific treatment options are currently available for pa-
tients with pulmonary arterial hypertension (class ), and more pa-
tients are submitted to diagnostic RHC. Echocardiography can be
used to identify patients with high and low likelihoods of increased
PVR. We therefore suggest that the assessment of pressure reflection
might serve as a gatekeeper for RHC, when the issue is whether PVR
is increased or not and the patient is not a candidate for left ventricular
assist device implantation or heart transplantation. As with any diag-
nostic test, it is crucial to make a pretest assessment of the likelihood
of disease (according to Bayes's theorem).>? If symptoms and other
findings indicate an intermediate or high probability of pulmonary
vascular disease, RHC should be performed regardless of the pressure
reflection findings.

Study Limitations

The catheter and echocardiographic investigations were performed
simultaneously in only a small proportion (17%) of the study pa-
tients. The main object of the study was to investigate the diagnos-
tic ability of echocardiography to detect pulmonary hypertension
and increased PVR. Patients were investigated within 48 hours
and 76% within 24 hours. This time interval between echocardio-
graphy and catheterization introduces inaccuracies due to biologic
variation. Therefore, it is conceivable that the time interval can give
both erroneously false-negative and false-positive results but less
likely that it contributes to a false impression of good diagnostic
performance.

The echocardiographic assessment of filling pressure was per-
formed according to ASE guidelines.?* However, the study design
was retrospective, and in some patients, the variables provided
were either missing (n = 8) or scarce. More data related to diastolic
function might have improved the relation between catheterization
and echocardiography. RHC as the gold standard in the present study,
but the measurement of PCWP as a surrogate for left ventricular filling
pressure>* and the assessment of cardiac output are known to intro-
duce errors. Some of the diagnostic discrepancies between catheter-
ization and echocardiography might therefore be due to errors in
invasive measurements.
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In the calculation of augmented pressure, we assumed that the
right atrial pressure was constant. This is a simplification, and in
some patients with significant delays in right ventricular peak pressure
compared with the timing of peak RVOT velocity, the augmented
pressure might have been underestimated. However, it is less likely
that these patients would be missed, because they will have large
tPV-PP values, indicating pressure reflection.

CONCLUSIONS

In the present study, we have shown that echocardiography can provide
a comprehensive cardiopulmonary assessment, including PVR, compa-
rable with the results of RHC. The findings suggest that echocardio-
graphic data corresponding to RHC can be used for research
purposes to monitor hemodynamic changes. The limits of agreement
between echocardiography and catheterization are, however, wide,
and therefore findings in individual patients should be interpreted
with caution. For the detection of increased PVR, we recommend assess-
ment of pressure reflection. We describe separate cutoff values to rule in
and rule out pulmonary hypertension and increased PVR. The findings
suggest that echocardiography can serve as a gatekeeper to RHC.

ACKNOWLEDGMENTS

We thank Sofia Lindbom, MSc, and Kajsa Lundqvist, BSc, for their
technical expertise in performing echocardiographic measurements
and quality assessment of pressure curves.

REFERENCES

1. de Groote P, Millaire A, Foucher-Hossein C, Nugue O, Marchandise X,
Ducloux G, et al. Right ventricular ejection fraction is an independent pre-
dictor of survival in patients with moderate heart failure. ] Am Coll Cardiol
1998;32:948-54.

2. Ghio S, Gavazzi A, Campana C, Inserra C, Klersy C, Sebastiani R, et al.
Independent and additive prognostic value of right ventricular systolic
function and pulmonary artery pressure in patients with chronic heart fail-
ure. ] Am Coll Cardiol 2001;37:183-8.

3. Polak JF, Holman BL, Wynne ], Colucci WS. Right ventricular ejection frac-
tion: an indicator of increased mortality in patients with congestive heart
failure associated with coronary artery disease. ] Am Coll Cardiol 1983;
2:217-24.

4. Haddad F, Doyle R, Murphy D], Hunt SA. Right ventricular function in
cardiovascular disease, part II: pathophysiology, clinical importance,
and management of right ventricular failure. Circulation 2008;117:
1717-31.

5. Lam CS, Roger VL, Rodeheffer R], Borlaug BA, Enders FT, Redfield MM.
Pulmonary hypertension in heart failure with preserved ejection fraction:
a community-based study. ] Am Coll Cardiol 2009;53:1119-26.

6. Szwejkowski BR, Elder DH, Shearer F, Jack D, Choy AM, Pringle SD, et al.
Pulmonary hypertension predicts all-cause mortality in patients with heart
failure: a retrospective cohort study. Eur | Heart Fail 2012;14:162-7.

7. Humbert M, Sitbon O, Chaouat A, Bertocchi M, Habib G, Gressin V, et al.
Pulmonary arterial hypertension in France: results from a national registry.
Am | Resp Crit Care Med 2006;173:1023-30.

8. Rich S, Dantzker DR, Ayres SM, Bergofsky EH, Brundage BH, Detre KM,
et al. Primary pulmonary hypertension. A national prospective study. Ann
Intern Med 1987;107:216-23.

9. McLaughlin VV, Archer SL, Badesch DB, Barst R], Farber HW,
Lindner JR, et al. ACCF/AHA 2009 expert consensus document on
pulmonary hypertension: a report of the American College of Cardio-
logy Foundation Task Force on Expert Consensus Documents and the



478 Bech-Hanssen et al

20.

21.

American Heart Association: developed in collaboration with the
American College of Chest Physicians, American Thoracic Society,
Inc., and the Pulmonary Hypertension Association. Circulation 2009;
119:2250-94.

. Bech-Hanssen O, Selimovic N, Rundqvist B, Wallentin ]. Doppler echocar-

diography can provide a comprehensive assessment of right ventricular
afterload. ] Am Soc Echocardiogr 2009;22:1360-7.

. Berger M, Haimowitz A, Van Tosh A, Berdoff RL, Goldberg E. Quantitative

assessment of pulmonary hypertension in patients with tricuspid regurgita-
tion using continuous wave Doppler ultrasound. ] Am Coll Cardiol 1985;
6:359-65.

. Currie PJ, Seward |B, Chan KL, Fyfe DA, Hagler D], Mair DD, et al.

Continuous wave Doppler determination of right ventricular pressure:
a simultaneous Doppler-catheterization study in 127 patients. ] Am Coll
Cardiol 1985;6:750-6.

. Lanzarini L, Fontana A, Lucca E, Campana C, Klersy C. Noninvasive esti-

mation of both systolic and diastolic pulmonary artery pressure from
Doppler analysis of tricuspid regurgitant velocity spectrum in patients
with chronic heart failure. Am Heart | 2002;144:1087-94.

. Stephen B, Dalal P, Berger M, Schweitzer P, Hecht S. Noninvasive estima-

tion of pulmonary artery diastolic pressure in patients with tricuspid regur-
gitation by Doppler echocardiography. Chest 1999;116:73-7.

. Selimovic N, Rundqvist B, Bergh CH, Andersson B, Petersson S,

Johansson L, et al. Assessment of pulmonary vascular resistance by Dopp-
ler echocardiography in patients with pulmonary arterial hypertension.
] Heart Lung Transplant 2007;26:927-34.

. Aduen JF, Castello R, Lozano MM, Hepler GN, Keller CA, AlvarezF, et al.

An alternative echocardiographic method to estimate mean pulmonary
artery pressure: diagnostic and clinical implications. ] Am Soc Echocardiogr
2009;22:814-9.

. Abbas AE, Fortuin FD, Schiller NB, Appleton CP, Moreno CA, Lester SJ.

A simple method for noninvasive estimation of pulmonary vascular resis-
tance. ] Am Coll Cardiol 2003;41:1021-7.

. Rudski LG, Lai WW, Afilalo J, Hua L, Handschumacher MD,

Chandrasekaran K, et al. Guidelines for the echocardiographic assessment
of the right heart in adults: a report from the American Society of Echocar-
diography endorsed by the European Association of Echocardiography,
a registered branch of the European Society of Cardiology, and the Cana-
dian Society of Echocardiography. ] Am Soc Echocardiogr 2010;23:
685-713.

. Bech-Hanssen O, Lindgren F, Selimovic N, Rundqvist B. Echocardiogra-

phy can identify patients with increased pulmonary vascular resistance
by assessing pressure reflection in the pulmonary circulation. Circ Cardio-
vasc Imaging 2010;3:424-32.

van den Bos GC, Westerhof N, Randall OS. Pulse wave reflection: can it
explain the differences between systemic and pulmonary pressure and
flow waves? A study in dogs. Circ Res 1982;51:479-85.

Milnor WR, Conti CR, Lewis KB, O'Rourke MFE. Pulmonary arterial pulse
wave velocity and impedance in man. Circ Res 1969;25:637-49.

22.

23.

24.

25.

26.

27.

28.

29.

30.

32.

33.

34.

Journal of the American Society of Echocardiography
May 2013

Lang RM, Bierig M, Devereux RB, Flachskampf FA, Foster E, Pellikka PA,
et al. Recommendations for chamber quantification: a report from the
American Society of Echocardiography’s Guidelines and Standards Com-
mittee and the Chamber Quantification Writing Group, developed in con-
junction with the European Association of Echocardiography, a branch of
the European Society of Cardiology. ] Am Soc Echocardiogr 2005;18:
1440-63.

Kircher BJ, Himelman RB, Schiller NB. Noninvasive estimation of right
atrial pressure from the inspiratory collapse of the inferior vena cava.
Am | Cardiol 1990;66:493-6.

Nagueh SF, Appleton CP, Gillebert TC, Marino PN, Oh JK, Smiseth OA,
et al. Recommendations for the evaluation of left ventricular diastolic
function by echocardiography. ] Am Soc Echocardiogr 2009;22:107-33.
Aronson D, Eitan A, Dragu R, Burger AJ. Relationship between reactive
pulmonary hypertension and mortality in patients with acute decompen-
sated heart failure. Circ Heart Fail 2011;4:644-50.

Janda S, Shahidi N, Gin K, Swiston J. Diagnostic accuracy of echocardiog-
raphy for pulmonary hypertension: a systematic review and meta-analysis.
Heart 2011;97:612-22.

Nagueh SF, Bhatt R, Vivo RP, Krim SR, Sarvari SI, Russell K; et al. Echocar-
diographic evaluation of hemodynamics in patients with decompensated
systolic heart failure. Circ Cardiovasc Imaging 2011;4:220-7.

Bhella PS, Pacini EL, Prasad A, Hastings JL, Adams-Huet B, Thomas |D,
et al. Echocardiographic indices do not reliably track changes in left-
sided filling pressure in healthy subjects or patients with heart failure
with preserved ejection fraction. Circ Cardiovasc Imaging 2011;4:482-9.
Geske JB, Sorajja P, Nishimura RA, Ommen SR. Evaluation of left ventric-
ular filling pressures by Doppler echocardiography in patients with hyper-
trophic cardiomyopathy: correlation with direct left atrial pressure
measurement at cardiac catheterization. Circulation 2007;116:2702-8.
Mullens W, Borowski AG, Curtin R], Thomas ]D, Tang WH. Tissue Dopp-
ler imaging in the estimation of intracardiac filling pressure in decompen-
sated patients with advanced systolic heart failure. Circulation 2009;119:
62-70.

. Kasner M, Westermann D, Steendijk P, Gaub R, Wilkenshoff U,

Weitmann K, et al. Utility of Doppler echocardiography and tissue Doppler
imaging in the estimation of diastolic function in heart failure with normal
ejection fraction: a comparative Doppler-conductance catheterization
study. Circulation 2007;116:637-47.

Ritzema JL, Richards AM, Crozier IG, Frampton CF, Melton IC,
Doughty RN, et al. Serial Doppler echocardiography and tissue Doppler
imaging in the detection of elevated directly measured left atrial pressure
in ambulant subjects with chronic heart failure. JACC Cardiovasc Imaging
2011;4:927-34.

Attia ]. Moving beyond sensitivity and specificity: using likelihood ratios to
help interpret diagnostic tests. Aust Prescr 2003;26:111-3.

Halpern SD, Taichman DB. Misclassification of pulmonary hypertension
due to reliance on pulmonary capillary wedge pressure rather than left
ventricular end-diastolic pressure. Chest 2009;136:37-43.



	Can Pulmonary Hypertension and Increased Pulmonary Vascular Resistance Be Ruled in and Ruled Out by Echocardiography?
	Methods
	Study Population
	Hemodynamic Measurements
	Pressure Reflection
	Doppler Echocardiography
	Grading of Left Ventricular Filling Pressure
	Calculation of PVR on the Basis of Echocardiographic Data
	Statistical Analysis

	Results
	Patient Characteristics
	Agreement between Catheterization and Echocardiography
	Detection of Pulmonary Hypertension
	Detection of Increased PVR

	Discussion
	Study Limitations

	Conclusions
	Acknowledgments
	References


