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Abstract: Introduction: Increased intra-abdominal pressure (IAP) has an important impact on
morbidity and mortality in critically ill patients. The SERENNO Sentinel system (Serenno Medical,
Yokne’am Illit, Israel) is a novel device that allows automatic and continuous IAP measurements.
Aims: Pre-clinical validation in a bench model study comparing the new device with the gold
standard method and two other continuous IAP measurement devices. Methods: IAP measurement
with the novel SERENNO device (IAPsgr) was compared with the gold standard IAPypo (water
column height) and two other automatic and continuous IAP measurement devices: IAPcjy measured
via the CiIMON device (Pulsion Medical Systems, Munich, Germany) and IAPsprg measured using
the Spiegelberg device (Spiegelberg, Hamburg, Germany), which previously received the CE mark
for clinical applications. The IAP measurement was performed six times (1 = 6) at each pressure
value (between 0 and 35 mmHg) with different methods and the height of the water column in
a bench-top phantom was used as the reference IAP for further interpretations. In addition to
the quadruple comparisons, intra- and inter-observer variability of IAP measurements were also
calculated. Correlation studies and Bland and Altman’s analyses were performed in addition to the
concordance study. Results: The CIMON and Spiegelberg devices showed a greater dynamic range
and standard deviation when recording IAPcj\ and IAPspig compared with IAPggr. In general, the
maximum and minimum values of IAP recorded with each device (at each level of IAPy0) were
significantly different from each other. However, the average values were in very good agreement.
The highest correlation was observed between IAPggr and IAPy»0, and IAPsgr and IAPgpg (R =0.99,
p = 0.001 for both comparisons and intra- and inter-observer measurements). Although the CiMON
and SERENNO systems were in very good agreement with each other, a slightly smaller correlation
coefficient was found between them (R = 0.95, p = 0.001, and R = 0.96, p = 0.001 for intra- and
inter-observer measurements, respectively). When compared to the gold standard (IAP,0), Bland
and Altman’s analysis showed a mean difference of +0.44, —0.25, and —0.04 mmHg for the intra-
observer measurements and +0.18, —0.75, and —0.58 mmHg for the inter-observer measurements for
IAPggR, IAPciv, and IAPgprg, respectively. IAPsgr showed a small positive bias (overestimation),
while IAPcj\ and IAPspig showed a negative bias (underestimation) when compared to IAPyp0.
Further statistical analysis showed a concordance coefficient of 100% with an excellent ability of
the SERENNO system in tracking IAP0 changes. Conclusions: Pre-clinical validation of a new
IAP monitoring device (SERENNO) showed very promising results when compared with the gold
standard and other continuous techniques; however, clinical trials should be followed as the next
stage of the validation process. Based on the actual research guidelines, the SERENNO system can be
used interchangeably with the gold standard.
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1. Introduction

Intra-abdominal pressure (IAP) is an important physiological parameter in critically
ill patients that represents the steady-state pressure within the abdominal compartment.
IAP values higher than 12 mmHg result in lower cardiac preload, which in turn, results
in lower cardiac output, and reduced perfusion pressure to the distal abdominal organs,
finally leading to multiple organ dysfunction and failure depending on the severity of intra-
abdominal hypertension (IAH) [1-3]. Moreover, late detection of IAH can potentially result
in abdominal compartment syndrome (ACS), which is a more severe and potentially lethal
condition with sustained IAP values higher than 20 mmHg and new-onset organ failure [3].
Previous investigations in critically ill patients showed an IAH prevalence of more than
50% during the first week of intensive care unit (ICU) admission [4-6]. Although some
studies show a lower incidence of ACS (approximately 3-5%) in general ICU patients [7],
the risk of ACS in critically ill patients should not be underestimated. For instance, a recent
study that included 138 post-cardiac surgery patients showed an IAH occurrence rate of
100% during the first 24 h post-operatively, with a sustained IAP pressure above 20 mmHg
for approximately 5 h [8]. Therefore, continuous IAP monitoring is of great importance to
prevent late detection of IAH, development of ACS, and potentially contribute to a reduced
length of ICU stay. In addition to patient care, shorter ICU stays would significantly reduce
hospitalization costs for patients and healthcare providers.

Although several measurement techniques have been proposed [3,9-14], IAP mea-
surement via the bladder is the only approved gold standard method by the abdominal
compartment society (formerly known as the World Society of Abdominal Compartment
Syndrome, WSACS). Intra-bladder pressure measurement should be performed in the
supine position after instilling a maximum of 25 mL of saline into the bladder, with the
zero-reference level where the mid-axillary line crosses the iliac crest [1]. Since the abdomi-
nal compartment is primarily fluid in character and, thus, follows Pascal’s law, pressure
is equally transmitted and IAP can be estimated by measurement of the pressure inside a
hollow organ contained within this cavity (i.e., bladder, stomach, rectum, uterus, etc.).

In the present study, the SERENNO sentinel system (Serenno Medical, Yokne’am Illit,
Israel) is a novel automatic and continuous IAP measurement device that is connected to
an existing Foley catheter, hence avoiding extra manipulations, costs, and risk of infection.
The system also measures urine output (UO), but this was not the purpose of this study.
By using an abdominal phantom, this study aimed to perform a preclinical validation
comparing the IAP values obtained with the new device to the gold standard (water
column height) and two other existing (already CE-marked) continuous IAP monitoring
devices using a balloon-tipped nasogastric probe, namely the CiMON (Pulsion Medical
Systems, Munich, Germany) and the Spiegelberg device (Spiegelberg, Hamburg, Germany).

2. Materials and Methods
2.1. SERENNO System

A general schematic representation of the SERENNO system is shown in Figure 1. The
disposable is a special pressure-sensing fluid pump that is connected in series between the
Foley catheter and the urine collection bag. The disposable is then connected with air tubes
to the controller, and together they form the main components of the system.

As illustrated in Figure 2, it has two urine ports, one being the in-fluid channel, which
is connected to the Foley catheter. The second one is the out-fluid channel, which connects
the disposable to the urine collection bag. In addition to the in- and out-fluid channels, it
has three chambers that are connected to the controller unit. The in-valve chamber is an
input gate that can block or allow urine to flow into the disposable by adjusting the air
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pressure inside the in-valve air channel. The out-valve chamber is completely identical
to the in-valve chamber; however, it controls the urine flow going out of the disposable.
Lastly, the dose chamber is a fixed volume chamber with a membrane that can freely move
by adjusting the air pressure inside the dose air channel to fill or empty the dosing chamber
with 1 mL of fluid.

ll'"l'l.'. --------------------- Controller + display

AUOM .
it | I

IAP/mmHg

- Foley catheter

== - Disposable

L0

--------------------- Urine collection bag

Figure 1. A schematic representation of the SERENNO system. This system consists of two main
parts; the disposable and the controller unit as well as standard hospital equipment, namely the Foley
catheter and the urine collection bag.

In fluid channel Samplmlg port Out fluid channel

From patient To bag
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to catheter

Adhesive patch
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Out-valve Urine vent
air channel channel

C———>000 Outvent to bag (a) (b)

Figure 2. Detailed representation of (a) the disposable and (b) the connection of the disposable on
the human abdominal phantom at the level of the artificial bladder (zero reference). The red circle
indicates the three air tubes that connect the disposable to the controller.

The second main part of the SERENNO system is the controller unit, which is presented
in Figure 3. The controller adjusts the air pressure inside the three air channels (in, out, and
dosing) by a set of pneumatic-electrical components (the air valve, pressure sensor, and
electric pump for each channel). A watchdog circuit component is designed to maintain
function in case of power loss or CPU failure.

The controller operates and collects data from the disposable unit by measuring and
controlling the air pressure in each of the three air channels in a sequential procedure to
measure both IAP and urine output. The system operates in cycles: each cycle allows
1 mL of urine (or fluid in the bench-top model) to move from the patient (or artificial
bladder) to the collection bag, based on the pressure presented from the bladder. The IAP
monitoring is done automatically in combination with the urine output monitoring (the
UO monitoring process will not be detailed here). During each cycle, the device halts all
pressure manipulations in a specific state where the bladder is partially filled and there is
a fluid column creating pressure that is directly applied to the membrane in the dosing
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cavity. This membrane is designed to allow accurate and reliable transfer of this pressure
from the fluid pressure on one side of the membrane to air pressure on the other side.
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Figure 3. Detailed schematic representation of the controller unit (a) and picture of the actual
controller (b). The red circle indicates the three air tubes that connect the disposable to the controller.

An air pressure sensor that is present in the controller unit is then put in direct contact
with the air pressure in the dosing cavity (below the membrane). That sensor continuously
monitors the dose chamber air pressure, but the pressure is calculated as IAP only during a
specific time in the process.

When there is a need to measure IAP, the system automatically aligns the different
valves and pressure settings to have a steady-state and lasting connection between the
bladder (by way of the fluid column), the membrane (by way of transferring the fluid
pressure to air pressure), the tubing (while accounting for expected time/friction delays),
and finally the sensor. The collected waveform signal is then processed to locate the end-
expiratory pressure of several respiratory cycles and ignores the noise and other artifacts.

2.2. Spiegelberg System

The Spiegelberg (Spiegelberg GmbH, Hamburg, Germany) measurement device (see
Figure 4) has been described previously and consists of a nasogastric tube-like catheter
(outer diameter 3 mm) equipped with an air-filled balloon (total filling volume 0.1 mL)
connected to a device for automatic zeroing, control, and pressure measurement [15]. A
Spiegelberg-catheter is introduced in the human abdominal phantom at the mid-level of
the artificial bladder (see further).
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Figure 4. The Spiegelberg measurement device (Spiegelberg GmbH, Hamburg, Germany) showing
the mean, maximal, and minimal IAP values (in mmHg).

2.3. CiMON System

The CiMON system (Pulsion Medical Systems, Munich, Germany) consists of a naso-
gastric probe (outer diameter 5.3 mm) with a small inflatable balloon (total filling volume
1.1mL of air) located at the distal tip of the probe (see Figure 5). The probe has one lumen
that connects the air-filled balloon with the IAP monitor and one feeding lumen that can
also be used for introducing a guidewire. The balloon is connected to a device for automatic
zeroing, control, and pressure measurement [16]. A CiMON-catheter was positioned in the
human abdominal phantom at the mid-level of the artificial bladder (see further).



Life 2022, 12, 1161

6 of 15

07 Jun 2022 942490 MEASUREMENT

IAP wsx 28.2

=423.6

wn 21,6

I [ mew )

Figure 5. The CIMON measurement device (Pulsion Medical Systems, Munich, Germany) showing a
graphical representation of actual IAP-tracing with respiratory variations and heartbeat artifacts on
the left-hand side and mean, maximal, and minimal IAP (in mmHg) on the right.

2.4. Human Phantom

A human abdominal phantom was designed by the research group for this study and
used to validate the SERENNO system against the gold standard (water column height)
and the two IAP measurement devices. As illustrated in Figure 6, the phantom consists
of a computer-controlled water column to simulate different IAP levels (0, 5, 10, 15, 20,
25, 30, and 35 mmHg). At the bottom of the water column, there is a green balloon that
represents the bladder containing a Foley catheter and filled with fluid that simulates
urine. The hydrostatic pressure on the bladder (IAPy0) was controlled by adjusting the
height of the water column above the simulated bladder. The heartbeat and the respiratory
cycles were simulated by having two moving components inside the water tank. The
large cylinder in the middle of the water column simulated the impact of respiration on
IAP with an inspiratory increase and an expiratory decrease. When the cylinder moved
inside the water column, it increased the water column height, which in turn, resulted in a
higher hydrostatic pressure exerted on the artificial bladder. The other moving component
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simulated the heartbeat and applied slight vibration and pressure fluctuations in the water

column by periodic water column height increases and reductions.
1. Lower torso 8. CIMON sensor catheter and balloon

2. Water column 9. Spiegelberg sensor catheter and balloon

10. Serenno disposable unit

11. Bladder mid plane

12. Phantom base unit

3. Respiration simulator
4. Heartbeat simulator

5. Water source
13. Phantom pressure sensor

14. Drain port

6. Computer control unit
7. Artificial bladder

Figure 6. A human bench-top phantom was used to validate the SERENNO system against the gold
standard and the Spiegelberg and CiMON devices.

The investigator could change the respiratory rate and heartbeats per minute via a
computer connected to a controller, and this could be adjusted to simulate fast and slow
and deep and shallow breathing, and heartbeat intensity (see Figure 7).

Controller Messages
PLXDAQ Status

Respiratory Noise
Intr: i Total Ul Vol
Time (Bubbles) Tilt o olume

[min] | pressure [nmHg] 1 Rate [/min] [arb) Position to Input fec] T!"Ipl::lsﬂ;'l:r'g?ﬂnd

Figure 7. The human phantom was used in this study to validate the SERENNO system against
the gold standard (water column height) and the Spiegelberg and CiMON devices. (a) A general
representation of the phantom set-up. (b) The in-and output ports of the phantom adjust the water
column height and allow the instillation of fluid into the artificial bladder inside the phantom. (c) The
two fluid pumps instill or remove fluid from the water tank and artificial bladder. (d) The user
interface of the phantom. As can be seen, several parameters including the IAP level, heart rate,
respiration rate, respiratory excursions, etc. can be pre-defined.
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For the purpose of this study, the respiratory rate was set at 20 breaths per minute
(with amplification of 5 mmHg, representing the IAP change during the respiratory cycle)
and the heart rate at 100 beats per minute (bpm). The CiIMON and Spiegelberg devices
operated via a balloon-tipped catheter that was positioned at the mid-plane level of the
artificial bladder, and the SERENNO disposable unit was similarly positioned at the end of
a Foley catheter inserted into the lower torso at the same height.

2.5. Validation Study Set-Up

The disposable of the SERENNO system was connected to the phantom’s bladder
via a Foley catheter. The pressure probes of the CiMON and Spiegelberg catheters were
placed at the same height as the artificial bladder inside the phantom (see Figure 8).
Subsequently, heart rate, respiration rate, and respiratory excursions were adjusted to
100 bpm, 20 respirations per minute, and 5 mmHg, respectively. Different IAP values
between 0 and 35 mmHg were simulated inside the phantom by increasing the height
of the water column inside the tank. The maximum, minimum, and mean IAP values
(mimicking the inspiratory and expiratory variations during each respiratory cycle) were
repeatedly (n = 6) measured by the same observer at each pre-set IAP value (height of
water column) with the SERENNO system to identify intra-observer variability. The same
IAP-derived parameters were also recorded blindly using the CiMON and Spiegelberg
devices. To assess inter-observer variability, the measurements were repeated by three
observers. Due to the structural restrictions of the phantom, it was not possible to apply
any heartbeat/respiration simulation at 0 and 5 mmHg IAPy0.

CiMON and

-mopiegelberg
catheter tip

1

I3

Artificial bladder

= plegeIP_e;rg

—=Tlcvon \. ,

Figure 8. The measurement set-up. (a) The phantom, CiMON, Spiegelberg, and SERENNO systems.
(b) The artificial bladder in relation to the catheter tips of the CiMON (right) and Spiegelberg (left
balloon) systems.

2.6. Statistical Analysis

Results of continuous data that followed a Gaussian distribution are presented as
a mean with standard deviations (£SD), unless otherwise stated. Mean values were
compared using a student’s ¢-test. Paired IAP measurements between the new device and
the gold standard, or by the other two different IAP methods, were compared statistically
using different methods. First, we used Pearson correlation, Lin’s concordance correlation,
and linear regression analysis. Two methods were considered equal if the line of identity
crosses the origin of the X and Y-axis and if R2 (R = Pearson’s correlation coefficient) was
greater than 0.6. Additionally, the Lin’s concordance correlation coefficient (R.) was used as
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a measure to show how well one system can reproduce the measurements of another system.
Two methods can reproduce their data perfectly or substantially if the R, is higher than 0.99
or between 0.95 and 0.99, respectively. Subsequently, the intra-class correlation coefficient
(ICC) was also calculated between the measurement systems to check the reliability of
the measurements. Secondly, we calculated bias, which is defined as the mean difference
between IAPp0 and IAPsgr. Subsequently, precision and limits of agreement (LA) were
defined as the standard deviation of bias and bias £ 1.96 precision according to Bland and
Altman [17]. Thirdly, the percentage error was calculated by multiplying precision into
two and dividing the result by the mean IAP values of that technique. Finally, the ability
of IAPgpR to track changes or trends in IAPp0 was assessed by plotting AIAPgpr against
AIAPHy0 during the same time interval (four quadrants trend plot). The concordance
coefficient was then calculated as the percentage of pairs with the same direction of change
after exclusion of pairs with both a AIAPgpr and AIAP;0 < 2.5 mmHg (or less than
15% of change) and exclusion of pairs with either AIAPggr or AIAP0 equal to zero [18].
Statistical analysis was performed with Excel (Microsoft Excel 2007, Microsoft Corporation,
Redmond, WA, USA) and SPSS statistical package for the social sciences (SPSS Inc., Chicago,
IL, USA). A p-value smaller than 0.05 was considered significant.

3. Results
3.1. Dynamic Respiratory IAP Variations

Figure 9 shows the CIMON, Spiegelberg, and SERENNO systems measuring the IAP
at 15 mmHg. As can be seen, oscillations with different frequencies exist in the (raw) signals,
which represent the heartbeat (higher frequency) and respiratory cycle (lower frequency).

y o

IAP [mmHg]

10 12 14 16 18 20 22 24 26 28 30
Time [s]
Figure 9. An image of the CiMON, Spiegelberg, and SERENNO systems measuring the intra-
abdominal pressure (IAP) at a pre-set water column height of 15 mmHg. Two oscillations with
different frequencies can be seen on the CiMON and SERENNO signals, which are due to the
simulated heartbeat (higher frequency) and respiration (lower frequency).

The recorded IAP values (mean =+ standard deviation) for each device are presented
in Table 1, providing an overview of the intra- and inter-observer variabilities.
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Table 1. Mean, standard deviation, and coefficient of variation (CV) of the recorded IAP values with
different devices during intra- and inter-observer measurements as compared to the gold standard
(pre-set height water column).

IAPH;30 TIAPcim TIAPggr IAPspig
Gold Intra- Inter- Intra- Inter- Intra- Inter-
Standard Observer Observer Observer Observer Observer Observer

[mmHg] [mmHg] [mmHg] [mmHg] [mmHg] [mmHg] [mmHg]
03+0.0 1.5+0.1 09+0.0 1.0+ 0.0 0.8£0.0 1.1+0.0

0 CV =0% CV =6.6% CV =0% CV =0% CV =0% CV =0%
5 54 £0.1 6.7 £0.0 6.0 £0.0 57=£0.1 5.8 £0.0 6.2+0.1
CV =1.8% CV =0% CV =0% CV=17% CV =0% CV =1.6%
10 132+0.1 125+ 04 129+ 0.1 12.6 £0.2 12.7 £ 0.1 127 £ 0.4
CV=07% CV=32% CV=07% CV=16% CV=08% CV=34%
15 17.8 £0.2 17.7 £0.3 17.6 £ 0.2 17.8 £0.3 17.2 £0.1 179 £ 0.2
CV=11% CV=17% CV=14% CV=17% CV=06% CV=11%
20 22.7£03 220+£0.2 223 +0.3 222+0.2 221+04 223 £0.2
CV=13% CV=14% CV=13% CV=09% CV=18% CV=17%
25 273 £0.2 27.6 £0.1 273 £0.3 27.1+£0.1 26.8 £0.3 274 £0.1
CV=07% CV=04% CV=11% CV=04% CV=11% CV=04%
30 323+£04 322+£0.2 31.2+£0.2 31.8£0.2 320+£04 321+£0.1
CV=12% CV=06% CV=06% CV=06% CV=13% CV=03%
35 36.6 £ 0.2 373 £0.2 35.8£0.3 36.7 £0.1 36.3 £0.1 372£0.1

CV=05% CV=05% CV=08% CV=03% CV=03% CV=03%

The mean and standard deviation of the IAP measurements via CIMON, Spiegelberg,
SERENNO, and the water tank are represented in Figure S1. At each pre-set IAP value
(water column height), three different values are reported for each measurement method,
representing the minimum, average, and maximum IAP recorded by each device. The
CiMON and Spiegelberg measurements showed a larger dynamic range in IAP values
(due to respiratory cycle), as compared to the SERENNO results. Although the dynamic
range of the methods used is slightly different from each other, their average values
are in agreement. Concerning the coefficient of variation for each device, SERENNO
showed a smaller variation in most of the recorded IAP values (both intra- and inter-
observer measurements).

3.2. IAP Correlations

We observed a very good correlation and concordance coefficients between all paired
measurement comparisons. As can be seen in Figure 10, the highest correlation was ob-
served between IAPgpr and IAPyy0 and IAPggr and IAPgprg results (R = 0.99, p = 0.001).
In contrast, the correlation between IAPggr and IAPc;jv had the least (but still excellent)
strength (R = 0.95, p = 0.001 and R = 0.96, p = 0.001 for intra- and inter-observer measure-
ments, respectively).

Taking the R? into account, we can see that the values are between 0.90 (the least R?
between IAPspr-IAPciv) and 0.98 (the highest R? between IAPggr-IAPsprr and IAPggg-
IAPp0). Good agreement can be seen between the intra- and inter-observer variabilities.
The highest concordance correlation coefficient was observed between IAPsgr and AP0
and IAPsgr and IAPgpg results (Re = 0.99), and a relatively lower concordance was seen
between IAPggr and IAPciv (Re = 0.95 and R. = 0.96 for the intra- and inter-observer
measurements). Moreover, a relatively high intra-class correlation coefficient of 0.984 and
0.982 was obtained between different measurement systems for inter- and intra-observer
measurements, respectively (see Figure S2).
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Figure 10. The Pearson (R) and Lin’s concordance (R.) correlation matrix of the intra-observer and
inter-observer measurements were obtained by performing a correlation analysis between each pair

of measurement methods.

3.3. Bland and Altman’s Analysis and Percentage Error

To have a better understanding of the interchangeability of the measurement results,
Bland and Altman’s analysis was performed between the reference IAP value (water col-
umn height) and the other measurement methods, as previously described [17]. Therefore,
the mean difference between the recorded IAP values with each device and the gold stan-
dard (water column height) was calculated as bias. Subsequently, having the precision of
the recorded data (the standard deviation), the upper and lower limits of agreement were
defined as bias + 1.96 precision. All the results are shown in Table 2 and Figures 11 and S3
in detail.

Table 2. Results of Bland and Altman’s analysis comparing the different study devices to the gold
standard (water column height) with respect to intra- and inter-observer variability. Results are

expressed in mmHg.

Bias Precision

]VSIZI:;zigd I\E[r:::IﬂIIg]P (Difference) (SD) [m]iﬁg] [mlir]:ﬁg] [I:/f]
[mmHg] [mmHg]
Intra-observer variability
CiMON 18.66 —0.25 1.28 —2.76 +2.26 13.71
SERENNO 19.44 +0.34 1.39 =23 +3.06 14.30
Spiegelberg 19.39 —0.04 0.87 —1.74 +1.67 8.97

Inter-observer variability

CiMON 19.70 —0.75 1.54 —3.76 +2.26 15.63
SERENNO 20.40 +0.12 0.94 —1.72 +1.96 9.21
Spiegelberg 19.64 —0.58 0.67 -1.89 +0.73 6.82

SD: standard deviation, LLA: lower limit of agreement, ULA: upper limit of agreement, PE: percentage error.
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Figure 11. Bland and Altman’s analysis for the SERENNO system versus water column for (a) the
intra-observer and (b) inter-observer measurements. SERENNO system revealed a positive mean
difference (underestimation) compared with the IAP of the water column. The small values of
bias, precision, and limits of agreement confirm excellent interchangeability between the SERENNO
system and the gold standard.

As tabulated, the bias value for all the techniques (either inter- or intra-observer
measurements) was less than 1 mmHg. The Spiegelberg device (intra-observer) and the
SERENNO device (inter-observer) had the smallest bias and LA when compared to the
gold standard. On average, the Spiegelberg, CIMON, and SERENNO showed a percentage
error of 7.89%, 14.67%, and 11.74, respectively.

3.4. Concordance Analysis

The ability to keep track of dynamic changes in IAP was assessed using concordance
plots. AIAPy»0 and AIAPggR are plotted against each other in Figure S4. The exclusion
area was defined as the region with both AIAP}jy0 and AIAPggg smaller than 2.5 mmHg or
the AIAP»0 or AIAPsgr equal to zero. The SERENNO system showed excellent ability in
tracking AIAP0 fluctuations.

On average, AIAPp0o during IAP elevation was 5.00 &= 0.41 mmHg, while the AIAPsgr
was 4.58 & 0.46 mmHg. In contrast, during IAP reduction, AIAPyy0 was —5.00 £ 0.41 and
AIAPggr was —4.70 £ 0.40 mmHg. In general, the SERENNO system showed an excellent
ability in tracking AIAP,0o fluctuations (concordance coefficient of 100%); however, its
ability in tracking the changes during IAP reduction was more robust compared with the
same IAP fluctuations during IAP elevation.

4. Discussion

In the present validation study, the SERENNO sentinel system is tested as a novel
IAP measurement device. The IAPsgr was compared to the gold standard (IAPp0) and
two existing automatic and continuous methods (IAPcim and IAPsprg), which are already
CE-marked for clinical applications. We used a simulation phantom capable of artifi-
cially creating various IAP levels as needed as well as artificial respiration and cardiac
pulsation artifacts.

The CiMON and Spiegelberg showed a greater dynamic range and standard deviation
in recording IAP compared with SERENNO, which presented better agreement compared
to the phantom pressure sensor. In general, the maximum and minimum values of each
device (at each IAP) were significantly different from each other. However, the average
values were in very good agreement. Bland and Altman’s results showed a mean difference
of —0.25, +0.44, and —0.04 mmHg for the intra-observer measurements and —0.75, +0.18,
and —0.58 mmHg for the inter-observer measurements for the CiMON, SERENNO, and
Spiegelberg, respectively. Although a positive mean difference was seen for the SERENNO
device, the CIMON and Spiegelberg showed a negative mean of difference. In other words,
SERENNO showed systematically higher IAP values compared with the water column,
while CiMON and Spiegelberg showed a systematically smaller IAP compared to the
water column. These differences might be generated due to a slight height difference
between the sensor location in each measuring system. Further statistical analysis showed
a significant correlation between all the measurement devices. The highest correlation was
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observed between the SERENNO-water tank and SERENNO-Spiegelberg results (R = 0.99,
p =0.001). Although the CiMON and SERENNO systems were in very good agreement
with each other, a slightly smaller correlation coefficient was seen between them (R = 0.95,
p =0.001 and R = 0.96, p = 0.001 for intra- and inter-observer measurements, respectively).
Moreover, a concordance correlation coefficient of 0.99 between the SERENNO-Spiegelberg
and SERENNO-water column shows the robustness of the SERENNO system to reproduce
the measurements of the Spiegelberg and gold standard methods. Although the R, between
the SERENNO and CiMON systems was 0.95, it still shows a considerable reproducibility
between these two systems.

Based on the WSACS recommendations of research and validation criteria for a
novel IAP method, the bias should be less than 1 mmHg with a precision and limit of
agreements less than 2 and 4 mmHg to allow two techniques to be used interchangeably [19].
Taking Bland and Altman’s results into account, we can see that all the bias values (either
for intra- or inter-observer measurements) were less than 1 mmHg. Additionally, the
measurement precision, defined as the standard deviation of the bias, was smaller than
2 mmHg. Additionally, limits of agreement were smaller than 4 mmHg for all the systems.
As illustrated in Table 2, the percentage error of the studied systems was less than 25%,
which is compatible with the research guidelines. Moreover, the correlation analyses
performed between different methods showed a p-value less than 0.05, which was assumed
as significant.

5. Limitations

Although our phantom mimicked respiratory variations and heartbeat simulations
very well, it is still far from reality. The impact of patient movements, posture, presence of
pelvic tumors, etc. should be investigated by clinical investigations.

6. Conclusions

The SERENNO device showed excellent results when compared to the gold standard
(using the water column height) and two other existing automatic and continuous IAP
measurement techniques (using a balloon-tipped nasogastric catheter). According to
the WSACS guidelines, the SERENNO, CiMON, and Spiegelberg systems can be used
interchangeably as the bias, precision, and limits of agreement were less than 1, 2, and
4 mmHg, respectively. However, further clinical investigations should be performed to
validate the SERENNO systems for clinical applications.
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/ /www.mdpi.com/article/10.3390/1ife12081161/s1, Figure S1: Mean and standard deviation of the
IAP measurements via CiIMON, Spiegelberg, and SERENNO systems; Figure S2: The intra-class
correlation graph; Figure S3: Bland and Altman’s analysis results for CiMON, and Spiegelberg
systems; Figure S4: Concordance plot showing the ability of the SERENNO system to track the
dynamic changes in the reference IAP.

Author Contributions: Conceptualization, M.L.N.G.M.; Methodology, M.L.N.G.M.; Validation,
M.LN.G.M,, RW. and S.T,; Formal Analysis, S.T. and M.L.N.G.M.; Investigation, S.T. and M.L.N.G.M.;
Data Curation, S.T.; visualization, S.T. and M.L.N.G.M.; Writing—Original Draft Preparation, S.T.;
Writing—Review and Editing, M.L.N.G.M., RW.,, S.T,, ].S. and A.P;; Supervision, M.L.N.G.M. and ].S.
All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding except from an unrestricted educational grant
from VUB-ETRO department to pay for the Open Access fee and article processing charges.

Institutional Review Board Statement: Not applicable.
Informed Consent Statement: Not applicable.

Data Availability Statement: Derived data supporting the findings of this study in addition to the
processing algorithms are available from the corresponding author on request.


https://www.mdpi.com/article/10.3390/life12081161/s1
https://www.mdpi.com/article/10.3390/life12081161/s1

Life 2022, 12, 1161 14 0of 15

Acknowledgments: The study set-up was performed at the VUB-ETRO department. All study
devices were provided free of charge. The authors of the ETRO department acknowledge the “SB
Ph.D. fellow at FWO” (“SB-doctoraatsbursaal van het FWO”), Fonds Wetenschappelijk Onderzoek—
Vlaanderen, Research Foundation—Flanders, project number: 1551122N. No other (financial) support
was provided.

Conflicts of Interest: M.L.N.G.M. is Professor of Critical Care Research at the 1st Department of
Anaesthesiology and Intensive Therapy, Medical University of Lublin, Poland. He is co-founder,
past-President, and current Treasurer of WSACS (The Abdominal Compartment Society, http://
www.wsacs.org (accessed on 25 May 2022)). He is member of the medical advisory Board of Pulsion
Medical Systems (part of Getinge group), Serenno Medical, Potrero Medical, and Baxter, and consults
for BBraun, Becton Dickinson, ConvaTec, Spiegelberg, and Holtech Medical. He received speaker’s
fees from PeerVoice. He is co-founder and President of the International Fluid Academy (IFA). The
IFA (http://www.fluidacademy.org (accessed on 25 May 2022)) is integrated within the not-for-profit
charitable organization iMERIiT, the International Medical Education and Research Initiative, under
Belgian law. The other authors have no potential conflicts of interest in relation to the contents of
this paper.

References

1.

10.

11.

12.

13.

14.

Malbrain, M.L.; Cheatham, M.L.; Kirkpatrick, A.; Sugrue, M.; Parr, M.; De Waele, ].; Balogh, Z.; Leppaniemi, A.; Olvera, C,;
Ivatury, R; et al. Results from the International Conference of Experts on Intra-abdominal Hypertension and Abdominal Com-
partment Syndrome. I. Definitions. Intensive Care Med. 2006, 32, 1722-1732. [CrossRef] [PubMed]

Malbrain, M.L. Different techniques to measure intra-abdominal pressure (IAP): Time for a critical re-appraisal. Intensive Care
Med. 2004, 30, 357-371. [CrossRef] [PubMed]

Malbrain, M.L.; De Laet, I.; De Waele, ].].; Sugrue, M.; Schachtrupp, A.; Duchesne, J.; Van Ramshorst, G.; De Keulenaer, B.;
Kirkpatrick, A.W.; Ahmadi-Noorbakhsh, S.; et al. The role of abdominal compliance, the neglected parameter in critically ill
patients—A consensus review of 16. Part 2: Measurement techniques and management recommendations. Anaesthesiol. Intensive
Ther. 2014, 46, 406-432. [CrossRef] [PubMed]

Malbrain, M.L.; Chiumello, D.; Cesana, B.M.; Reintam Blaser, A.; Starkopf, J.; Sugrue, M.; Pelosi, P; Severgnini, P; Hernandez, G.;
Brienza, N.; et al. WAKE-Up! Investigators. A systematic review and individual patient data meta-analysis on intra-abdominal
hypertension in critically ill patients: The wake-up project. World initiative on Abdominal Hypertension Epidemiology, a
Unifying Project (WAKE-Up!). Minerva Anestesiol. 2014, 80, 293-306. [PubMed]

Muturi, A.; Ndaguatha, P; Ojuka, D.; Kibet, A. Prevalence and predictors of intra-abdominal hypertension and compartment syndrome
in surgical patients in critical care units at Kenyatta National Hospital. BMIC Emerg. Med. 2017, 17, 10. [CrossRef] [PubMed]

Kuteesa, J.; Kituuka, O.; Namuguzi, D.; Ndikuno, C.; Kirunda, S.; Mukunya, D.; Galukande, M. Intra-abdominal hyperten-
sion; prevalence, incidence and outcomes in a low resource setting; a prospective observational study. World J. Emerg. Surg.
2015, 10, 57. [CrossRef]

Kirkpatrick, A.W.; Sugrue, M.; McKee, J.L.; Pereira, B.M.; Roberts, D.J.; De Waele, ].J.; Leppaniemi, A.; Ejike, ]J.C,;
Reintam Blaser, A.; D’Amours, S.; et al. Update from the Abdominal Compartment Society (WSACS) on intra-abdominal
hypertension and abdominal compartment syndrome: Past, present, and future beyond Banff 2017. Anaesthesiol. Intensive Ther.
2017, 49, 83-87. [CrossRef] [PubMed]

Khanna, A.; Minear, S.; Prabhakar, A.; Kurz, A.; Stanton, K.; Essakalli, L.; Blackwell, B.A.; Sweatt, N.; Flores, K.; Harris, L.; et al.
Intra-abdominal hypertension in cardiac surgery patients: A multicenter observational pilot study. J. Clin. Monit. Comput. 2022;
accepted for publication.

Tayebi, S.; Gutierrez, A.; Mohout, I; Smets, E.; Wise, R.; Stiens, ].; Malbrain, M.L.N.G. A concise overview of non-invasive intra-abdominal
pressure measurement techniques: From bench to bedside. J. Clin. Monit. Comput. 2021, 35, 51-70. [CrossRef] [PubMed]

Tayebi, S.; Pourkazemi, A.; Malbrain, M.L.N.G.; Stiens, ]. Non-Invasive Intra-Abdominal Pressure Measurement by Means of
Transient Radar Method: In Vitro Validation of a Novel Radar-Based Sensor. Sensors 2021, 21, 5999. [CrossRef] [PubMed]
Balogh, Z.; De Waele, ]J.J.; Malbrain, M.L. Continuous intra-abdominal pressure monitoring. Acta Clin. Belg. 2007, 62 (Suppl. S1),
26-32. [CrossRef] [PubMed]

David, M.; Raviv, A.; Guttel, A.; Garcia Reyes, V.; Simini, F; Pracca, F. Non-invasive indirect monitoring of intra-abdominal
pressure using microwave reflectometry: System design and proof-of-concept clinical trial. J. Clin Monit. Comput. 2021, 35,
1437-1443. [CrossRef] [PubMed]

Buchnik, S.; Gelgor, M.; Pracca, F,; David, M. Towards the detection of intraintestinal gas by microwave reflectometry in critical
patients. In Proceedings of the 2021 IEEE URUCON, Montevideo, Uruguay, 24-26 November 2021; pp. 291-293. [CrossRef]
David, M.; Amran, O.; Peretz, A.; Raviv, A.; Pracca, F. Optimized electrical bioimpedance measurements of abdominal wall
on a porcine model for the continuous non-invasive assessment of intra-abdominal pressure. J. Clin. Monit. Comput. 2020, 34,
1209-1214. [CrossRef] [PubMed]


http://www.wsacs.org
http://www.wsacs.org
http://www.fluidacademy.org
http://doi.org/10.1007/s00134-006-0349-5
http://www.ncbi.nlm.nih.gov/pubmed/16967294
http://doi.org/10.1007/s00134-003-2107-2
http://www.ncbi.nlm.nih.gov/pubmed/14730376
http://doi.org/10.5603/AIT.2014.0063
http://www.ncbi.nlm.nih.gov/pubmed/25432559
http://www.ncbi.nlm.nih.gov/pubmed/24603146
http://doi.org/10.1186/s12873-017-0120-y
http://www.ncbi.nlm.nih.gov/pubmed/28330440
http://doi.org/10.1186/s13017-015-0051-4
http://doi.org/10.5603/AIT.a2017.0019
http://www.ncbi.nlm.nih.gov/pubmed/28502071
http://doi.org/10.1007/s10877-020-00561-4
http://www.ncbi.nlm.nih.gov/pubmed/32700152
http://doi.org/10.3390/s21185999
http://www.ncbi.nlm.nih.gov/pubmed/34577207
http://doi.org/10.1179/acb.2007.62.s1.005
http://www.ncbi.nlm.nih.gov/pubmed/17469699
http://doi.org/10.1007/s10877-020-00605-9
http://www.ncbi.nlm.nih.gov/pubmed/33052517
http://doi.org/10.1109/URUCON53396.2021.9647131
http://doi.org/10.1007/s10877-019-00441-6
http://www.ncbi.nlm.nih.gov/pubmed/31802321

Life 2022, 12, 1161 150f 15

15.

16.

17.

18.

19.

De Potter, T.J.R.; Dits, H.; Malbrain, M.L. Intra-and interobserver variability during in vitro validation of two novel methods for
intra-abdominal pressure monitoring. Intensive Care Med. 2005, 31, 747-751. [CrossRef] [PubMed]

Wauters, J.; Spincemaille, L.; Dieudonne, A.S.; Van Zwam, K.; Wilmer, A.; Malbrain, M.L. A Novel Method (CiMON) for Continuous
Intra-Abdominal Pressure Monitoring: Pilot Test in a Pig Model. Crit. Care Res. Pract. 2012, 181563. [CrossRef] [PubMed]

Bland, ].M.; Altman, D.G. Statistical methods for assessing agreement between two methods of clinical measurement. Lancet 1986,
1, 307-310. [CrossRef]

Gaidukov, K.M.; Raibuzhis, E.N.; Hussain, A.; Teterin, A.Y.; Smetkin, A.A.; Kuzkov, V.V.; Malbrain, M.L.; Kirov, M.Y. Effect of
intra-abdominal pressure on respiratory function in patients undergoing ventral hernia repair. World J. Crit. Care Med. 2013, 2,
9-16. [CrossRef] [PubMed]

De Waele, ].J.; Cheatham, M.L.; Malbrain, M.L.; Kirkpatrick, A.W.; Sugrue, M.; Balogh, Z.; Ivatury, R.; De Keulenaer, B.;
Kimball, E.]. Recommendations for research from the International Conference of Experts on Intra-abdominal Hypertension and
Abdominal Compartment Syndrome. Acta Clin. Belg. 2009, 64, 203—-209. [CrossRef] [PubMed]


http://doi.org/10.1007/s00134-005-2597-1
http://www.ncbi.nlm.nih.gov/pubmed/15809871
http://doi.org/10.1155/2012/181563
http://www.ncbi.nlm.nih.gov/pubmed/22454765
http://doi.org/10.1016/S0140-6736(86)90837-8
http://doi.org/10.5492/wjccm.v2.i2.9
http://www.ncbi.nlm.nih.gov/pubmed/24701411
http://doi.org/10.1179/acb.2009.036
http://www.ncbi.nlm.nih.gov/pubmed/19670559

	Introduction 
	Materials and Methods 
	SERENNO System 
	Spiegelberg System 
	CiMON System 
	Human Phantom 
	Validation Study Set-Up 
	Statistical Analysis 

	Results 
	Dynamic Respiratory IAP Variations 
	IAP Correlations 
	Bland and Altman’s Analysis and Percentage Error 
	Concordance Analysis 

	Discussion 
	Limitations 
	Conclusions 
	References

