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Pre-ejection period by radial artery tonometry
supplements echo doppler findings during
biventricular pacemaker optimization
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Abstract

Background: Biventricular (Biv) pacemaker echo optimization has been shown to improve cardiac output however
is not routinely used due to its complexity. We investigated the role of a simple method involving computerized
pre-ejection time (PEP) assessment by radial artery tonometry in guiding Biv pacemaker optimization.

Methods: Blinded echo and radial artery tonometry were performed simultaneously in 37 patients, age 69.1 ± 12.8
years, left ventricular (LV) ejection fraction (EF) 33 ± 10%, during Biv pacemaker optimization. Effect of optimization
on echo derived velocity time integral (VTI), ejection time (ET), myocardial performance index (MPI), radial artery
tonometry derived PEP and echo-radial artery tonometry derived PEP/VTI and PEP/ET indices was evaluated.

Results: Significant improvement post optimization was achieved in LV ET (286.9 ± 37.3 to 299 ± 34.6 ms, p <
0.001), LV VTI (15.9 ± 4.8 cm to 18.4 ± 5.1 cm, p < 0.001) and MPI (0.57 ± 0.2 to 0.45 ± 0.13, p < 0.001) and in PEP
(246.7 ± 36.1 ms to 234.7 ± 35.5 ms, p = 0.003), PEP/ET (0.88 ± 0.21 to 0.79 ± 0.17, p < 0.001), and PEP/VTI (17.3 ±
7 to 13.78 ± 4.7, p < 0.001). The correlation between comprehensive echo Doppler and radial artery tonometry-PEP
guided optimal atrioventricular delay (AVD) and optimal interventricular delay (VVD) was 0.75 (p < 0.001) and 0.69
(p < 0.001) respectively. In 29 patients with follow up assessment, New York Heart Association (NYHA) class
reduced from 2.5 ± 0.8 to 2.0 ± 0.9 (p = 0.004) at 1.8 ± 1.4 months.

Conclusion: An acute shortening of PEP by radial artery tonometry occurs post Biv pacemaker optimization and
correlates with improvement in hemodynamics by echo Doppler and may provide a cost-efficient approach to
assist with Biv pacemaker echo optimization.
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Introduction
Prolongation of the pre-ejection period (PEP) and shorten-
ing of ejection time (ET) is the principal abnormality in
systolic heart failure (HF) patients with reduced left ventri-
cular ejection fraction (LVEF) [1]. PEP is comprised of
electromechanical delay (EMD) and isovolumic contrac-
tion time(IVCT). PEP/LVET is a validated measurement
of LV systolic performance and is independent of heart
rate [2,3]. Myocardial performance index (MPI) is a com-
bined measure of systolic and diastolic dysfunction [4],

which indicates the non-effective fraction and has been
widely used to estimate LV function and predict the prog-
nosis in HF patients [5].
Cardiac resynchronization therapy (CRT) also referred

to as atrial-synchronous biventricular (Biv) pacing, has
been an effective treatment for medically refractory HF
patients with ventricular dyssynchrony [1,6]. It is able to
shorten PEP, lengthen ET and reduce MPI thus leading
to an increase in LV effective fraction and stoke volume
[6,7]., Thus PEP, ET and MPI have been regarded as the
primary parameters to guide pacemaker optimization
[8,9]. Maximum hemodynamic improvement occurs at
an AV delay (AVD) that provides the most favorable pre-
load and an interventricular delay (VVD) that exhibits
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minimal dyssynchrony, the longest ET and the shortest
PEP for a dilated and failing heart [10-14].
In current practice, despite careful selection, as many

as 30-40% of patients do not respond to, or even dete-
riorate after CRT [15]. An important reason for such
high non-responder rate is lack of individual patient
pacemaker optimization. Echocardiography has been the
most recognized method for pacemaker optimization
and is endorsed by recent guidelines from American
Society of Echocardiography [10] and European Society
of Cardiology [11]. It has been shown to improve car-
diac output, [10,14,18] reduce hospitalization rates [16]
and improve New York Heart Association (NYHA) class
[17] in HF patients. Measurement of IVCT is not feasi-
ble by echo [18] and MPI measurement which requires
simultaneous assessment of mitral inflow and aortic out-
flow is difficult to obtain during online evaluation. LV
outflow velocity time integral (VTI) measurement is
more reliable, however difficult to obtain due to changes
in sample volume positioning. Assessment of multiple
Doppler parameters such as LV filling and ejection as
well as other Doppler parameters makes the procedure
more reliable however also makes it more time and
labor intensive. Furthermore it requires advanced skill
in echo Doppler and need for multispecialty collabora-
tion leading to underutilization of echo Doppler for
pacemaker optimization. Thus methods that are simple
and accurate for assisting echo Doppler techniques or
better still be usable as stand-alone methods may lead
to a wider adoption of pacemaker optimization.
We have recently shown the utility of phonocardio-

graphic S3 intensity in guiding pacemaker optimization,
however the technique appears to work best in those
with baseline S3 of > 5 [19]. The maximal dP/dt of the
radial pulse appears to be a valuable and reproducible
peripheral criterion of LV systolic performance in heart
failure [20]. In recent studies we have demonstrated the
potential value of ejection time measured by radial
artery tonometry in patients undergoing Biv pacemaker
optimization [21]. Recent enhancement with a wrist-
band tonometer instead of a hand held pen-like device
allows a hand-free operation and capture of radial artery
waveform without the variability associated with the
examiner hand motion. In addition the device now
allows an easy and quick assessment of PEP through
computerized analysis of a characteristic point ("foot of
the wave” or “timing point”) on the transcutaneous
radial artery waveform and the ECG-Q wave averaged
approximately 10 cardiac cycles. This value comprises of
two components, PEP of aortic waveform and the travel
time of the pressure wave from heart to radial artery
that remains constant in each patient.
We hypothesized that PEP by radial artery tonometry

may correspond with ET and VTI by echo and may be

used during Biv pacemaker optimization. This study was
designed to investigate the relationship of PEP measure-
ment by radial artery tonometry with echo derived ET
and LV VTI, during Biv pacemaker optimization.

Methods
Subjects
This study protocol was approved by the institutional
review board, and all subjects signed a written informed
consent before enrollment. The study group comprised
of 37 patients who were referred to our center for Biv
pacemaker optimization by their physicians from several
practices within a 50 mile radius. All patients had sinus
rhythm except 4 patients with atrial fibrillation. 21 of
these patients were also included in another optimiza-
tion and have been reported as part of the study group
in an earlier publication [19]. Patients were referred to
our tertiary care facility post CRT, mainly due to lack of
response from CRT, initial response to CRT followed by
recurrence of symptoms and rarely for worsening of
symptoms post CRT.

Study Protocol
New York Heart Association (NYHA) class was assessed
at baseline. Patient medication list was entered. The
pacemaker was interrogated using the algorithm
reported previously [19,21]. Underlying cardiac anatomy
and physiology were reviewed by echocardiogram in the
left lateral decubitus position before the procedure.
Blinded echocardiographic and radial artery tonometry
evaluation was performed simultaneously at baseline
and during pacemaker optimization. Two independent
experts performed tailored-echo and radial artery tono-
metry-PEP guided pacemaker optimization. Investigators
performing offline analysis were blinded to online
assessment of optimal AVD and VVD settings. Pace-
maker was programmed based on the results of the
online echocardiographic evaluation at the end of
procedure.

Tailored-Echo Guided Optimization
Examination was performed using a GE vivid 7 ultrasound
system (GE Vingmed Ultrasound, Horten, Norway), a vari-
able frequency phased array and low frequency (2.5 MHz)
transducer with conventional methods [22,23]. A highest
quality ECG signal was displayed on the ultrasound system
and 5 cardiac cycles were used for each data acquisition
for patients in sinus rhythm. For patients in atrial fibrilla-
tion or those with atrial or ventricular ectopics, 10 beats
were acquired in each view. PW Doppler sample volume
was placed 0.5-1 cm below the aortic valve to obtain the
LV ET and VTI. Frame rate was kept above 100 fps by
using single focus, narrow imaging sector, appropriate
depth and frame rate. The heart rate was kept constant
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during optimization. Parallel Doppler beam alignment to
myocardial segments and color Doppler was used for all
Doppler data acquisition. Raw data was stored digitally as
DICOM cine loops and transferred for offline analysis to a
customized dedicated workstation equipped with custom
built software (Echo PAC PC Dimension version 6.0.1) via
internet.
Cardiac chamber dimensions were obtained in end

systole in the parasternal long axis view. LVEF was mea-
sured by the biplane Simpson’s method [23]. LV VTI,
ET, diastolic filling time (FT) and MPI were measured
from pulsed wave Doppler. PEP was also measured by
echo as time interval from the onset of QRS complex
on the ultrasound monitor and onset of aortic ejection
on PW Doppler. Mitral regurgitation (MR) was graded
semi-quantitatively as mitral regurgitation jet area in
relation to left atrial area [24] and averaged in apical
four, two and three chamber views. Pulmonary artery
peak systolic pressure (PAP) was measured by continu-
ous wave Doppler from tricuspid regurgitation jet [25].
AVD optimization was performed first and tested in

the available range of 30-300 ms. Ritter’s [26] method
was used if feasible. In patients with mitral valve closure
occurring before pacemaker spike at the long AVD, Ritter
method was not used. AVD was changed in increments
of 10-20 ms depending on native AVD and mitral inflow
pattern [14]. PW Doppler of LV outflow tract was per-
formed and LV ejection duration and peak velocity was
measured at each AV and VVD. Optimal AVD was
selected based on the “best diastolic LV filling pattern”
and highest LV ejection duration and peak velocity, how-
ever in patients who had diastolic MR or tricuspid regur-
gitation, significant systolic MR, restrictive pulmonary
vein filling pattern, prominent pulmonary vein atrial
reversal and measureable and elevated PAP, these para-
meters were re-evaluated at optimal AVD to ensure max-
imum improvement in diastolic MR or tricuspid
regurgitation, least restrictive pulmonary vein filling pat-
tern (least S:D reversal, highest D wave deceleration time
and minimum pulmonary vein atrial reversal), least PAP
and minimum systolic MR along with optimum LV VTI
and diastolic filling pattern. In some patients mitral filling
time (FT) had to be compromised to minimize pulmon-
ary vein flow reversal while in others mitral inflow A
wave had to be truncated to avoid diastolic MR. LV VTI,
MPI and mitral inflow VTI were measured offline.
Optimal AV delay was programmed, and then VV

delay adjusted at the optimal AV delay. During VVD
optimization progressively increasing LV pre-excitation
was tested from 5 ms to 20 ms and right ventricular pre-
excitation tested from 5 ms to 20 ms. Progressively
increasing LV or right ventricular pre-excitation was
tested until maximum LV ejection duration was obtained.
In patients with mild or more MR and measurable PAP,

these were re-evaluated to ensure minimum values at
optimal VVD. Mitral inflow was re-evaluated after VVD
testing and AVD readjusted if required. Overall the pace-
maker setting was programmed to the AVD and VVD
combination exhibiting the maximum LVET, VTI, opti-
mum FT, minimum mitral regurgitation and pulmonary
artery pressure. This was called tailored-echo guided
“optimal setting”.

Radial artery tonometry-PEP Measurement
Radial artery pressure waveforms were acquired using a
high-fidelity pressure transducer (Millar Instruments,
Houston, TX) on the patient’s wrist by an elastic band
and connected to a radial artery tonometry pulse wave
velocity measurement system with a simultaneously
acquired 3-leads ECG signal using SphygmoCor® device
(AtCor Medical Inc, Lisle, IL). The sensor cartridge
used in the wrist strap tonometer is the same as that
used in the standard AtCor device. The only difference
is that the sensor cartridge is attached to an elastic strap
instead of incased in the plastic tube. Earlier comparison
studies within AtCor between the standard and wrist
strap tonometers showed no performance differences.
These were bench tests to confirm the sensitivity and
frequency response of the tonometer.
The radial artery waveform and ECG signals were

then digitized and analyzed using a custom software
program which determined the time interval from the
ECG-Q wave to the foot (onset) of the corresponding
radial artery waveform. To position the pressure trans-
ducer, the radial artery in each arm was palpated and
the wrist with the stronger pulse was used. A pillow was
placed under the arm to stabilize the wrist and the
transducer was placed against the skin at the location
where the operator felt the strongest signal from the
pulse. The strap of tonometer was adjusted to capture a
signal of adequate strength. The transducer was then
left in place without having to be held by the operator
and only needed minor adjustments in position during
the data acquisition.
Examination was carried out simultaneously with the

echocardiographic evaluation beginning 5-10 beats fol-
lowing each pacemaker adjustment. The computer screen
displayed a continuous radial artery waveform and lead-II
ECG wave. When 10-seconds of consistent and high
quality waveforms were displayed, a computer keystroke
captured and analyzed the recordings. Approximately 10
Q- radial artery foot time intervals were averaged to pro-
duce a mean value of the PEP for each record. Quality-
control information was reported simultaneously to
ensure consistent quality of the recordings and obtain
reliable results. PEP/ET and PEP/VTI indices were calcu-
lated based on the radial artery tonometry and echo data.
The optimal pacemaker setting by radial artery
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tonometry was taken as the AVD and VVD with the
shortest PEP.
At the end of the optimization procedure the pace-

maker was programmed based on the results of the
online echocardiographic evaluation. NYHA class was
assessed at baseline and at 1 month post optimization.

Intraobserver and Interobserver Variability of PEP
Radial artery tonometry automated PEP measurements
from different AVDs were randomly selected (every 3rd
AVD observation) and a total of 46 PEP observations
from 5 randomly selected patients were measured for
intraobserver PEP variability, calculated as the difference
of each observation from the averagex100. Interobserver
variability was determined by difference of PEP from an
average of 5 readings at baseline among 2 observers in 5
subjects. The interobserver variability of PEP was 2.2 ±
2.3% and intraobserver variability was 1 ± 1.6%.

Statistical Analysis
Data are presented as mean values ± standard deviation
(SD). Continuous variables at baseline and post optimi-
zation were compared using paired two-tailed student’s
t-test. Wilcoxon signed-rank test was used for ordinally
scaled parameters like NYHA and mitral regurgitation
severity. Pearson correlation analyses were performed
between PEP and ET and VTI and between tailored-
echo and radial artery tonometry-PEP methods for opti-
mal AVD and VVD. Values of p < 0.05 was considered
statistically significant.

Results
Clinical characteristics of patients at baseline are shown
in Table 1. All patients had > 85% Biv pacing at base-
line. Patients had significant cardiac enlargement and
poor LV function. 37 (97%) had symptoms of HF and
19 (51.5%) had NYHA class III-IV at baseline. Satisfac-
tory signals by radial artery tonometry device were
obtained in all patients on first attempt. In one patient
with hypotension, more time was required to obtain
good quality radial artery waveform.
The shortest AVD and intrinsic AVD tested in the

study subjects were 66.6 ± 35.2 ms and 239.4 ± 53.7 ms
respectively during pacemaker interrogation. Baseline
pacemaker settings were AVD of 160 ± 53.7 ms and LV
offset of 8.4 ± 14.4 ms and optimal pacemaker settings
were AVD of 150.4 ± 67.2 ms and LV offset of 3.9 ± 6.7
ms (p = NS vs. baseline). A significant individual varia-
tion was present in the change in AVD setting in each
patient ranging from -180 ms to +150 ms AVD from
baseline. Baseline LV offset was programmed in 14
patients and RV offset in 2 patients. LV offset was
added in 5 patients and removed from 7 patients and
RV offset was added in 3 patients and removed in 1
patient. VVD was 0 ms post optimization in 21 patients.
An acute significant improvement was achieved post

optimization in echo Doppler and radial artery tonome-
try measurements as shown in Table 2. Figures 1 and 2
are representative PEP recordings in a study patient at
baseline and optimal AVD respectively. Data on each
patient for radial artery tonometry derived PEP and

Table 1 Clinical Characteristics of Study Subjects at Baseline (N = 37)

Age 69.1 ± 12.8 years

Gender Male/Female 26(70%)/11(30%)

NYHA I/II/III/IV 2.5 ± 0.8
2(5%)/16(43%)/14(38%)/5(14%)

Rhythm Sinus/Atrial Fibrillation 33(89%)/4(11%)

Etiology Ischemic/Non- Ischemic 25(68%)/12(32%)

QRS Duration 176 ± 19 ms

Other Clinical
Conditions

Hypertension
Diabetes Mellitus

22(66%)
12(36%)

Medications Diuretics
Beta-blockers
ACE-inhibitors
Amiodarone

28(75%)
29(78%)
26(70%)
13(35%)

Echocardiographic
Parameters

Left Ventricular Diastolic Diameter
Left Ventricular Systolic Diameter
Left Ventricular EDV(4C)
Left Ventricular ESV(4C)
Left Ventricular ESV(2C)
Left Ventricular EDV(2C)
Left Ventricular Ejection Fraction
Left Atrial Diameter (Antero-Posterior)
Left Atrial Volume
Left Atrial volume (Indexed)

6.3 ± 0.98 cm
5.3 ± 0.94 cm
218 ± 124 ml
153 ± 99 ml
224 ± 129 ml
156 ± 109 ml
33 ± 10%
5 ± 1 cm
108 ± 56 ml
53 ± 23 ml/m2

ACE = Angiotensin converting enzyme inhibitor; EDV, end diastolic volume; ESV, end systolic volume.
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Table 2 Effect of Tailored Echo Guided Biventricular Pacemaker Optimization

Parameter Baseline Post Optimization Percent Change P value

SBP (mm Hg) 110 ± 22

DBP (mm Hg) 62 ± 10

HR (bpm) 66 ± 7 67 ± 7 1 ± 7% 0.6

Echocardiographic

MR (grade) 1.5 ± 1.1 1.1 ± 0.93 -16.1 ± 26% 0.001

PAP (mmHg) 46 ± 10.8 38 ± 10.4 -18.5 ± 11.8% < 0.001

LV VTI (cm) 15.9 ± 4.8 18.4 ± 5 17.4 ± 16% < 0.001

ET (ms) 286.9 ± 37.3 299 ± 34.6 4.5 ± 4% < 0.001

FT (ms) 422.5 ± 96.2 435.2 ± 81.4 4.8 ± 13.2% 0.12

E/A ratio 1.8 ± 1.3 1.6 ± 1.3 4.8 ± 24.3% 0.094

MI VTI(cm) 19.3 ± 8.4 19.7 ± 8.8 1.97 ± 14.9% 0.473

MPI 0.57 ± 0.2 0.45 ± 0.13 -19.5 ± 10.8% < 0.001

PEP(ms) 136 ± 36 131.6 ± 40 -2.6 ± 17.6 0.24

Radial Artery Tonometry

PEP (ms) 246.7 ± 36.1 234.7 ± 35.5 -4.5 ± 9.5% 0.003

Radial Artery Tonometry and Echocardiographic

PEP/ET 0.88 ± 0.21 0.79 ± 0.16 -8.5 ± 9.5% < 0.001

PEP/VTI 17.3 ± 7 13.7 ± 4.7 -17.5 ± 13.5% < 0.001

MR = Mitral Regurgitation; PAP = Pulmonary Artery Pressure; LV VTI = Left Ventricular Outflow Velocity Time Integral; FT = LV Filling Time; ET = LV Ejection Time;
PEP = Pre-ejection Period; MPI = Myocardial Performance Index; MR Grade: 0 = None; 0.5 = Trace; 1 = Mild; 1.5 = Mild to Moderate; 2 = Moderate; 3 = Moderate
to Severe; 4 = Severe.

Figure 1 A Case Example Showing Radial Artery PEP Measurement at Baseline. A case example of a patient showing radial artery-PEP
measurement at baseline.
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echo Doppler LVET is shown in Figure 3 and on LV
VTI and MPI by echo Doppler in each study subject is
shown in Figure 4.
A significant correlation was found between baseline

ET and radial artery tonometry derived PEP (r = -0.44,
p < 0.001) and between baseline VTI and radial artery
tonometry derived PEP (r = -0.27, p < 0.001). PEP by
echo could be measured in 31 out of 37 study patients.
This was due to difficulty in delineating onset of QRS in
all patients on the ultrasound rhythm tracing. Figure 5
shows echo PW Doppler images of LV outflow showing
corresponding changes in PEP by echo during native
conduction, during baseline biv pacemaker setting and
during optimal AVD settings. A significant correlation
was found between PEP measured by echo and PEP
measured by radial artery tonometry at baseline (r =
0.44, p < 0.001) and optimal (r = 0.62, p < 0.001) pace-
maker settings.
We used PEP/ET and PEP/VTI as a surrogate for MPI

- a validated parameter for LV systolic and diastolic
function. Data on PEP/VTI, PEP/ET at baseline and
optimal pacemaker settings using a combination of
radial artery tonometry and echo measurements is
shown in Figure 6.

Figure 7 shows the correlation between comprehensive
echo Doppler and radial artery tonometry -PEP guided
optimal AVD (r = 0.75, p < 0.001) and VVD (r = 0.69,
p < 0.001).
Radial artery tonometry derived PEP trended to be

higher (258 ± 35 ms) in those class III and IV symptoms
(n = 19) compared to those with NYHA class I and II
symptoms (n = 18, 235 ± 34 ms, p = 0.05). PEP was
shortened to a comparable degree by pacemaker optimi-
zation in both NYHA class I-II and III-IV patients to
234 ± 42 and 236 ± 30 ms respectively.
We also evaluated baseline echocardiographic findings

among those with baseline NYHA class of I and II (Gp I)
versus those with NYHA class III and IV (Gp II) and the
data is shown in Table 3. As shown a significant
improvement in most echo Doppler parameters occurred
in both groups of patients.

Follow-up
Patients were followed at 1.8 ± 1.4 months post optimi-
zation. 3 patients, one with severe ventricular ectopy
requiring reversal to original pacemaker settings, 1 with
recurrent hospitalizations for end stage renal disease
and one wheelchair bound from multiple sclerosis were

Figure 2 A Case Example showing Radial Artery PEP Measurement After Echo-Guided Pacemaker Optimization. Radial artery tonometry
PEP measurement at optimal AVD in the same patient showing shortening of PEP compared to baseline. PEP, pre-ejection period.
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excluded. In 29 of the remaining 34 patients, NYHA
class reduced from 2.5 ± 0.8 to 2 ± 0.9 (p = 0.003).
NYHA improved in 18 (62%), did not change in 7 (24%)
and deteriorated in 4 (14%) patients.

Discussion
The major finding of this study is that an acute PEP
shortening by radial artery tonometry occurs with opti-
mization of AVD and VVD and correlates with
improvement in hemodynamics measured by echocar-
diography. PEP predicted optimal VVD and optimal
AVD in majority of patients. Ratio of PEP with echocar-
diographic LV ejection parameters - ET and VTI, corre-
sponded to MPI assessment and shortened during
pacemaker optimization. Findings from our study sug-
gest that radial artery tonometry-PEP may be used in
conjunction with echo derived ET or VTI to guide AVD
optimization. The shortening of PEP was more pro-
nounced in patients with NYHA class III and IV symp-
toms in whom PEP should be tested as a stand-alone
method to guide pacemaker optimization.
While there was concordance between echo derived

optimal AVD and radial artery tonometry derived PEP in

majority of patients, some patients had significant discre-
pancy. This could be related to the use of comprehensive
echo Doppler parameters to guide echo optimization
compared to only PEP by radial artery tonometry. A ran-
domized study comparing echo vs. PEP guided optimiza-
tion and effect on acute and chronic improvement in
cardiac structural and functional parameters would be
required to compare the two techniques.
MPI is preload and afterload dependent and has diag-

nostic and prognostic power in HF patients [4,27,28].
Echocardiographic studies have shown that PEP and
PEP/ET ratio can be used instead of MPI to assess car-
diac performance [1,29,30]. We found PEP/VTI and PEP/
ET derived from radial artery tonometry (PEP) and echo
Doppler (VTI and ET) to correspond to MPI as mea-
sured by echo reflects the accuracy of PEP measured by
radial artery tonometry. We have measured ET by radial
artery tonometry in a prior study and showed good cor-
relation with echo derived ET [21]. Hence PEP/ET can
be derived entirely from radial artery tonometry once
software modification allows simultaneous measurement
of both PEP and ET. We found echocardiographic assess-
ment of PEP less feasible due to inadequate QRS signal

Figure 3 Effect of Biventricular Pacemaker Optimization on PEP Measured by Radial Artery Tonometry and LV ET Measured by Echo
Doppler. Effect of biventricular pacemaker optimization on PEP measured by radial artery tonometry and LV ET measured by echo Doppler.
Baseline and optimal PEP (left panel) and baseline and optimal ET measured by echo Doppler (right panel) are shown in each study subject. PEP,
pre-ejection period; ET, ejection time
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Figure 4 Effect of Biventricular Pacemaker Optimization on VTI and MPI Measured by Echo Doppler. Effect of biventricular pacemaker
optimization on LV VTI and MPI measured by echo Doppler. Baseline and optimal LV VTI (left panel) and baseline and optimal MPI (right panel)
measured by echo are shown in each study subject. VTI, velocity time integral; MPI, myocardial performance index. MPI was feasible in 33
patients due to atrial fibrillation in 4 patients.

Figure 5 Effect of Biventricular Pacemaker Optimization on PEP Measured by Echo Doppler. Echo determined PEP in the same patient as
in Figure 1 during native AV conduction at an AVD of 300 ms in panel A, baseline AVD of 200 ms in panel B, AVD of 180 ms in panel C and
optimal AVD of 160 ms in panel C. Mean PEP was 184 ms in A and 171 ms at baseline AVD of 200 ms during biv pacing in B. AVD of 180 ms in
C and optimal AVD of 160 ms in D led to shortening of PEP to 154 ms. Note difficulty in determining QRS onset in panel A.
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Figure 6 Effect of Biventricular Pacemaker Optimization on PEP measured by Radial Artery Tonometry and Echo Doppler. Effect of
biventricular pacemaker optimization on PEP/VTI (left panel) and on PEP/ET (right panel) measured by radial artery tonometry (PEP) and by echo
Doppler (VTI and ET) are shown in each study subject. PEP, pre-ejection period; VTI, velocity time integral; ET, ejection time

Figure 7 Correlation between Echo Doppler and Radial Artery Tonometer for Optimal Pacemaker Settings. Correlation between optimal
AVD determined by radial artery tonometry and by echo Doppler (left panel) and between optimal VVD determined by radial artery tonometry
and by echo Doppler (right panel). In 21 patients optimal VVD was 0 ms by both echo Doppler method and by applanation tonometry. Hence
the dot at point 0 represents 21 patients instead of 1 patient. Similarly more than 1 patient (as shown in Table 2) who have identical VVD and
AVD by echo and tonomtery are shown by a single data point.
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onset on the ultrasound monitor. Radial artery PEP was
averaged over 10 beats and was a computerized measure
as opposed to manual measurement of echo PEP from 3-
5 Doppler tracings. Moreover onset of aortic ejection
click may or may not be readily visible if the pulsed wave
sample volume is placed in the desired location to mea-
sure stroke volume and it may be subject to gain artifacts
and to Doppler filter settings. A higher PEP by radial
artery tonometry in those with a higher NYHA class in
our study group indicates that radial artery PEP is a reli-
able marker of LV dysfunction. Although significant
acute improvement occurred in patients with NYHA I-II
as well as III-IV patients, greater improvement in LV
VTI occurred in those with NYHA class III and IV com-
pared to those with NYHA class I and II and significant
PEP improvement occurred only in patients with NYHA
class III and IV suggesting that optimization by echo
Doppler or PEP may be maximally useful in this group of
patients. In contrast to echocardiographic studies, operat-
ing radial artery tonometry device is much simpler and
less labor intensive and may play a potentially important
role in assisting echo Doppler and other algorithms for
multiple inter and intraventricular delay changes during
pacemaker programming in future generation pace-
makers. In particular it may have a role in determining
optimal LV-RV delay and LV-LV delay in pacemakers
with multiple LV and RV electrodes. Evaluation of LV
performance during a single component of cardiac cycle
may by itself not provide adequate evaluation of global
cardiac function, and evaluation of LV performance in
various systolic and diastolic phases is likely required for
determination of optimal AV and VV delays. PEP was

shown to correlate well with myocardial contractility pro-
vided that LV end diastolic pressure did not change sig-
nificantly [3]. In this respect, we have shown that
phonocardiographic S3 intensity correlates with echo
Doppler measures during pacemaker optimization [19].
Radial artery PEP and better still PEP/ET may be useful
in conjunction with assessment of S3 intensity for pace-
maker optimization given that PEP and ET determine LV
systolic performance during isovolumic and ejection sys-
tolic phase whereas S3 intensity is a marker of LV diasto-
lic filling and diastolic pressure.
Many different echo Doppler parameters have been

used in the literature for pacemaker optimization. These
include mitral inflow VTI, filling time, E/A ratio, decel-
eration time, aortic outflow VTI, ejection duration and
MR Dp/Dt. There is variability in appropriate pace-
maker settings depending on which of these echo Dop-
pler parameters is selected. It is to be noted that in
almost all earlier CRT studies echo guided pacemaker
optimization was used using mitral inflow or aotic out-
flow method. As shown in our study, comprehensive
echo Doppler optimization does have a role in the man-
agement of patients - especially non responders post
CRT, however it is time consuming and requires exper-
tise. It is therefore important to find simple non invasive
methods for pacemaker optimization. Radial artery tono-
metry technique is a simple, non invasive, fast, reprodu-
cible method of assessing PEP that can be rapidly
mastered by hospital/ECG/echo staff. It eliminates
operator dependent inter observer variability inherent in
many echo Doppler techniques due to operator and
patient related factors. Use of PEP by radial artery

Table 3 Effect of Echocardiography Guided Biventricular Pacemaker Optimization on Cardiac Hemodynamics and
Radial Artery Tonometry Derived PEP in NYHA Class I and II (Group I) vs. Class III and IV (Group II) Patients

Parameter Baseline Post Opt P value Δ%

Group I LV-VTI 16.8 ± 3.8 18.5 ± 4.1* 0.001 11.3

Group II LV-VTI 15 ± 5.6 18.3 ± 6.1* < 0.001 24†

Group I LV-ET 298.8 ± 36.4 311.3 ± 30.9* < 0.001 4.6

Group II LV-ET 275.5 ± 35.3 287.5 ± 34.7* < 0.001 4.5

Group I FT 403.7 ± 84.2 420.8 ± 53.2 0.24 6.8

Group II FT 440.2 ± 105.5 449 ± 100.8 0.33 2.8

Group I MPI 0.57 ± 0.2 0.45 ± 0.15* < 0.001 -19.6

Group II MPI 0.58 ± 0.18 0.45 ± 0.12* < 0.001 -19.5

Group I MR 1.4 ± 1.1 1 ± 0.9* 0.02 -13.7

Group II MR 1.6 ± 1.1 1.2 ± 0.9* 0.02 -22

Group I PAP 39.5 ± 10.1 33.1 ± 9.9* < 0.001 -17.6

Group II PAP 52.3 ± 7.2† 42.3 ± 9* < 0.001 -19.4

Group I PEP 235 ± 34 234 ± 42 0.48 -0.6

Group II PEP 258 ± 35 236 ± 30 < 0.001 -8.2†

Gp I, n = 18, Gp II, n = 19,*p < 0.05 vs. baseline; †p < 0.05 vs. group I; Δ% = Difference% = (Post Optimization-Baseline)/Baseline; LV-VTI (cm) = Left Ventricular
Velocity Time Integral; ET (ms) = Left Ventricular Ejection Time; FT (ms) = Left Ventricular Filling Time; MPI = Myocardial Performance Index; MR = Mitral
Regurgitation; PAP (mmHg) = Pulmonary Artery Pressure; PEP = Pre-Ejection Time (ms). MR Grade: 0 = None; 0.5 = Trace; 1 = Mild; 1.5 = Mild to Moderate; 2 =
Moderate. P = 0.06 for E wave and 0.08 for DT vs. baseline.
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tonometer needs to be tested in randomized prospective
studies for its value in pacemaker optimization.

Limitations
Echo Doppler method of pacemaker optimization we
describe is time intensive. The QRS width changes in
response to AVD and VVD changes may influence PEP
measurement independent of mechanical effects of pace-
maker changes. We chose the optimal pacemaker set-
tings based on results of echo evaluation. We did not
use radial artery tonometry as the primary method of
pacemaker optimization and this utility of the device
needs to be tested against echocardiography in prospec-
tive randomized studies. Our patients’ baseline pace-
maker settings were in a wide range at baseline and not
at “out of box settings”. This is because patients had
pacemaker programming performed by their treating
physicians by using various methods and algorithms.

Conclusion
Our findings indicate significant concordance among
echocardiographic and radial artery tonometry methods in
determining optimal AVD and VVD. The additive clinical
impact of the PEP optimization approach over a conven-
tional comprehensive hemodynamic assessment using
echo-Doppler techniques during optimization as a stand-
alone method needs to be addressed in future studies.

Author details
1Non Invasive Diagnostic Services and Echocardiography Laboratory,
Cardiovascular and Thoracic Institute, Keck School of Medicine, University of
Southern California, Los Angeles, USA. 2Beijing Anzhen Hospital, Beijing,
China.

Authors’ contributions
NT: Performed PEP data collection during optimization, measured echo data,
performed data entry and analysis, JZ: Performed PEP data collection during
optimization, measured echo data, performed echo and PEP data entry, RR:
Performed data entry and assisted with data analysis, RR: Assisted with data
analysis, SQ: Assisted with data analysis, TZN: Conceived of the study,
performed echo guided pacemaker optimization, coordinated and
supervised data analysis and entry, drafted and revised manuscript. All
authors read and approved the final manuscript

Competing interests
Nima Taha, MD: Partial fellowship support from AtCor Medical.
Jing Zhang, MD, PhD: Partial fellowship support from AtCor Medical.
The sponsor did not contribute to study design, data collection, data analysis or
interpretation of results and did not contribute in any way to this manuscript.
Reza Rafie, MD: None
Rupesh Ranjan, MD: None
Salima Qamruddin, MD: None
Tasneem Z Naqvi, MD: Optimization of Biventricular Pacemaker Settings -
Patent Pending

Received: 5 June 2011 Accepted: 28 July 2011 Published: 28 July 2011

References
1. Baker C, Love CJ, Moeschberger ML, Orsinelli DA, Yamokoski L, Leier CV:

Time Intervals of Cardiac Resynchronization Therapy in Heart Failure. Am
J Cardiol 2004, 94:1192-6.

2. Weissler AM, Harris WS, Schoenfeld CD: Systolic time intervals in heart
failure in man. Circulation 1968, 37:149-59.

3. Talley RC, Meyer JF, McNay JL: Evaluation of the pre-ejection period as an
estimate of myocardial contractility in dogs. Am J Cardiol 1971, 27:384-91.

4. Tei C, Ling LH, Hodge DO, Bailey KR, Oh JK, Rodeheffer RJ, et al: New index
of combined systolic and diastolic myocardial performance: a simple
and reproducible measure of cardiac function–a study in normals and
dilated cardiomyopathy. J Cardiol 1995, 26:357-66.

5. Porciani MC, Dondina C, Macioce R, Demarchi G, Pieragnoli P, Musilli N,
et al: Echocardiographic examination of atrioventricular and
interventricular delay optimization in cardiac resynchronization therapy.
Am J Cardiol 2005, 95:1108-10.

6. Abraham WT, Fisher WG, Smith AL, Delurgio DB, Leon AR, Loh E, et al:
Cardiac resynchronization in chronic heart failure. N Engl J Med 2002,
346:1845-53.

7. Yu CM, Fung WH, Lin H, Zhang Q, Sanderson JE, Lau CP: Predictors of left
ventricular reverse remodeling after cardiac resynchronization therapy
for heart failure secondary to idiopathic dilated or ischemic
cardiomyopathy. Am J Cardiol 2003, 91:684-8.

8. Stockburger M, Fateh-Moghadam S, Nitardy A, Langreck H, Haverkamp W,
Dietz R: Optimization of cardiac resynchronization guided by Doppler
echocardiography: haemodynamic improvement and intraindividual
variability with different pacing configurations and atrioventricular
delays. Europace 2006, 8:881-6.

9. Porciani CM, Fantini F, Musilli N, Sabini A, Michelucci A, Colella A, et al: A
perspective on atrioventricular delay optimization in patients with a
dual chamber pacemaker. Pacing Clin Electrophysiol 2004, 27:333-8.

10. Gorcsan J, Abraham T, Agler DA, Bax JJ, Derumeaux G, Grimm RA, et al:
American Society of Echocardiography Dyssynchrony Writing Group.
Echocardiography for cardiac resynchronization therapy: recommendations
for performance and reporting–a report from the American Society of
Echocardiography Dyssynchrony Writing Group endorsed by the Heart
Rhythm Society. J Am Soc Echocardiogr 2008, 21:191-213.

11. Stanton T, Hawkins NM, Hogg KJ, Goodfield NE, Petrie MC, McMurray JJ:
How should we optimize cardiac resynchronization therapy? Eur Heart J
2008, 29:2458-72, Epub 2008 Aug 28.

12. Auricchio A, Stellbrink C, Block M, Vogt J, Bakker P, Klein H, et al: Effect of
pacing chamber and atrioventricular delay on acute systolic function of
paced patients with congestive heart failure. Circulation 1999,
99:2993-3001.

13. Bordachar P, Lafitte S, Reuter S, Garrigue S, Sanders P, Roudaut R, et al:
Biventricular pacing and left ventricular pacing in heart failure - Similar
hemodynamic improvement despite marked electro-mechanical
differences. J Cardiovasc Electrophysiol 2004, 15:1342-7.

14. Sawhney NS, Waggoner AD, Garhwal S, Chawla MK, Osborn J, Faddis MN:
Randomized prospective trial of atrioventricular delay programming for
cardiac resynchronization therapy. Heart Rhythm 2004, 1:562-7.

15. Bax JJ, Abraham T, Barold SS, Breithardt OA, Fung JW, Garrique S, et al:
Cardiac resynchronization therapy: Part 2–issues during and after device
implantation and unresolved questions. J Am Coll Cardiol 2005,
46:2168-82.

16. Mullens W, Grimm RA, Verga T, Dresing T, Starling RC, Wilkoff BL, et al:
Heart Failure Disease Management Program Insights From a Cardiac
Resynchronization Optimization Clinic as Part of a Heart Failure Disease
Management Program. J Am Coll Cardiol 2009, 53:765-73.

17. Morales MA, Startari U, Panchetti L, Rossi A, Piacenti M: Atrioventricular
delay optimization by Doppler-derived left ventricular dP/dt improves 6-
month outcome of resynchronized patients. Pacing Clin Electrophysiol
2006, 29:564-8.

18. Abinader EG, Sharif D: Doppler measurement of left ventricular
isovolumic intervals: a study of feasibility and correlation with
conventional techniques. Isr J Med Sci 1992, 28:852-6.

19. Taha N, Zhang J, Ranjan R, Daneshvar S, Castillo E, Guillen E, et al:
Comprehensive Echocardiography Guided Biventricular Pacemaker
Optimization in CRT Non Responders Decreases Third Heart Sound: A
Useful Parameter to Guide Pacemaker Optimization. J Am Soc
Echocardiogr 2010, 238:857-66.

20. Tartiere JM, Logeart D, Beauvais F, Chavelas C, Kesri L, Tabet JY, et al: Non-
invasive radial pulse wave assessment for the evaluation of left
ventricular systolic performance in heart failure. Eur J Heart Fail 2007,
9:477-83.

Taha et al. Cardiovascular Ultrasound 2011, 9:20
http://www.cardiovascularultrasound.com/content/9/1/20

Page 11 of 12

http://www.ncbi.nlm.nih.gov/pubmed/15518621?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/5640345?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/5640345?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/5572582?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/5572582?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8558414?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8558414?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8558414?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/8558414?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15842985?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15842985?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12063368?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12633798?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12633798?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12633798?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/12633798?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16887867?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16887867?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16887867?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16887867?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15009859?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15009859?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15009859?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18314047?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18314047?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18314047?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18314047?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18314047?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18755703?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10368116?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10368116?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/10368116?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15610275?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15610275?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15610275?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15851220?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15851220?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16360043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16360043?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19245967?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19245967?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19245967?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16784420?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16784420?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/16784420?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1286955?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1286955?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/1286955?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17254846?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17254846?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/17254846?dopt=Abstract


21. Naqvi TZ, Rafique AM: Echocardiography-guided pacemaker optimization
and radial artery tonometry. J Card Fail 2008, 14:583-9.

22. Nishimura RA, Abel MD, Hatle LK, Tajik AJ: Assessment of diastolic
function of the heart: background and current applications of Doppler
echocardiography: Part II Clinical Studies. Mayo Clin Proc 1989, 64:181-204.

23. Schiller NB, Shah PM, Crawford M, DeMaria A, Devereux R, Feigenbaum H,
et al: Recommendations for quantitation of the left ventricle by two-
dimensional echocardiography. J Am Soc Echocardiogr 1989, 2:358-67.

24. Helmcke F, Nanda NC, Hsiung MC, Soto B, Adey CK, Goyal RG,
Gatewood RP: Color Doppler assessment of mitral regurgitation with
orthogonal planes. Circulation 1987, 75:175-83.

25. Yock PG, Popp RL: Non invasive estimation of right ventricular systolic
pressure by Doppler ultrasound in patients with tricuspid regurgitation.
Circulation 1984, 70:657-62.

26. Ritter P LT, Lavergne T: Quick determination of the optimal AV delay at
rest in patients paced in DDD mode for complete AV block. Eur J Cardiac
Pacing Electrophysiol 1994, 4:54.

27. Lavine SJ: Index of myocardial performance is afterload dependent in
the normal and abnormal left ventricle. J Am Soc Echocardiogr 2005,
18:342-50.

28. Lavine SJ: Effect of heart rate and preload on index of myocardial
performance in the normal and abnormal left ventricle. J Am Soc
Echocardiogr 2005, 18:133-41.

29. Ylimaz A, Yalta K, Turgut OO, Yilmaz MB, Ozyol A, Erdem A, et al:
Comparison of myocardial performance index versus ratio of isovolumic
contraction time/ejection time in left ventricular systolic dysfunction.
Advances in Therapy 2007, 24:1061-7.

30. Cheng HM, Yu WC, Sung SH, Wang KL, Chuang SY, Chen CH: Usefulness of
systolic time intervals in the identification of abnormal ventriculo-arterial
coupling in stable heart failure patients. Eur J Heart Fail 2008,
10:1192-200.

doi:10.1186/1476-7120-9-20
Cite this article as: Taha et al.: Pre-ejection period by radial artery
tonometry supplements echo doppler findings during biventricular
pacemaker optimization. Cardiovascular Ultrasound 2011 9:20.

Submit your next manuscript to BioMed Central
and take full advantage of: 

• Convenient online submission

• Thorough peer review

• No space constraints or color figure charges

• Immediate publication on acceptance

• Inclusion in PubMed, CAS, Scopus and Google Scholar

• Research which is freely available for redistribution

Submit your manuscript at 
www.biomedcentral.com/submit

Taha et al. Cardiovascular Ultrasound 2011, 9:20
http://www.cardiovascularultrasound.com/content/9/1/20

Page 12 of 12

http://www.ncbi.nlm.nih.gov/pubmed/18722324?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18722324?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2646477?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2646477?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2646477?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2698218?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/2698218?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3791603?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/3791603?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6478568?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/6478568?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15846162?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15846162?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15682050?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/15682050?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18029333?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/18029333?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19004668?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19004668?dopt=Abstract
http://www.ncbi.nlm.nih.gov/pubmed/19004668?dopt=Abstract

	Abstract
	Background
	Methods
	Results
	Conclusion

	Introduction
	Methods
	Subjects
	Study Protocol
	Tailored-Echo Guided Optimization
	Radial artery tonometry-PEP Measurement
	Intraobserver and Interobserver Variability of PEP
	Statistical Analysis

	Results
	Follow-up

	Discussion
	Limitations
	Conclusion
	Author details
	Authors' contributions
	Competing interests
	References


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


