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Abstract

Background In the assessment of hypovolemia the value of functional hemodynamic monitoring during
spontaneous breathing is debated. The aim of our study was to investigate in spontaneously breathing subjects
the changes in hemodynamic parameters during graded central hypovolemia and to test whether slow patterned
breathing improved the discriminative value of stroke volume (SV), pulse pressure (PP), and their variations
(SVV, PPV). In addition, we tested the alterations in labial microcirculation.

Methods 20 healthy volunteers participated in our study. Central hypovolemia was induced by lower body
negative pressure (LBNP). Continuous signals of ECG, non-invasive blood pressure and central venous
pressure were recorded. During baseline and each stage of LBNP the labial microcirculation was investigated
by orthogonal polarization spectral imaging, 3 minute periods of patterned breathing at 6 and 15/min respiratory
rate were performed, and central venous blood gas analysis was done. Data from baseline and those of
different LBNP levels were compared by analysis of variance and those of different breathing rates by t-test.
Finally, we performed ROC analysis to assess the discriminative values of SV, PP, SVV and PPV.

Results Moderate central hypovolemia induced by LBNP caused significant, clinically relevant falls in PP (p &lt;
0.05) and SV and central venous oxygen saturation (ScvO »2) (p &lt; 0.001). The proportion of perfused vessels
(p &lt; 0.001) and microvascular flow index decreased (p &lt; 0.05). PPV increased (p &lt; 0.001), however the
magnitude of fluctuations was greater during slow patterned breathing (p &lt; 0.001). SVV increased only during
slow patterned breathing (p &lt; 0.001). ROC analysis confirmed the best predictive value for SV (at 56 ml
cut-off AUC 0.97, sensitivity 94%, specificity 95%). Slow patterned breathing improved the discriminative value
of SVV (p = 0.0023).

Conclusions Functional hemodynamic monitoring with slow patterned breathing to control spontaneous
respiration may be worthy for further study in different populations for the assessment of hypovolemia and the
prediction of volume responsiveness.

Background

The recognition of hypovolemia is of critical importance in the management of our patients. This is especially
important in severe civil or military mass trauma situations where a parameter or a combination of parameters
would be very useful to help to triage patients who are still "stable" but are approaching cardiovascular collapse
due to haemorrhage. [1.2] Furthermore, in Intensive Care Units it is very often necessary to predict if patients
with multiple organ failure are hypovolemic, need fluid loading, will tolerate fluid loading and will improve as a
result.

Clinical signs and laboratory or blood gas data often help to establish the diagnosis of hypovolemia.
Hemodynamic parameters such as cardiac filling pressures (central venous pressure, CVP, and pulmonary
artery occlusion pressure, Paop) and static volumetric preload parameters (global end-diastolic volume index,
GEDVI; intrathoracic blood volume index, ITBVI) have been used to approximate cardiac preload and to guide
fluid therapy.

Recently the so-called dynamic hemodynamic parameters have been found to be more accurate in the
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diagnosis of hypovolemia and fluid responsiveness. 13=51 For calculating these parameters we use preload
alterations (most often induced by respiration) and the resulting changes in either right atrial pressure, blood
pressure, pulse pressure, stroke volume or cardiac output. From these fluctuations we can calculate the systolic
pressure variation (SPV), pulse pressure variation (PPV) and stroke volume variation (SVV). [5-19] However, it
has been demonstrated in previous studies that these indices are of clinical value only if the patient is
mechanically ventilated without spontaneous breathing activity. [16-19] Wee also know that the level of PEEP,
respiratory rate and tidal volume also influence the value of SPV, PPV and SVV. [3.9,20-26] |, addition,
significant arrhythmias, pulmonary hypertension, increased intraabdominal pressure, right and left heart failure
and the use of catecholamines also influence their predictive value. [19,27-29]

From investigations on cardiovascular autonomic regulation it is clear that respiration has a fundamental
influence on heart rate and blood pressure fluctuations. To control the breathing of awake and cooperative
subjects the method of patterned breathing is used. This means that the subjects synchronize inspiration and
expiration and sometimes tidal volume to an audio or visual signal. The respiratory frequency can be centred
either to the high frequency (respiratory, 0.25 Hz) or low frequency (around 0.1 Hz) bands of cardiovascular
fluctuations, which means 15/min and 6/min rate. Doing so, the oscillations in these bands can be enhanced,
especially at 6/min breathing rate when the respiratory oscillations and Mayer waves merge.

To induce central hypovolemia in healthy volunteers lower body negative pressure (LBNP) is an accepted, safe
and widely used method. This results in the redistribution of blood volume, which generates central hypovolemia
without actual volume loss. According to previous data, the volume shift generated by —10—-20 mmHg LBNP is
similar to mild (400-550 ml), by =20-40 mmHg to moderate (550-1000 ml), and by greater than —40 mmHaq to
severe (more than 1000 ml) acute blood loss. [30]

Experimental and clinical research suggests that in circulatory failure or shock it is the alteration of the
microcirculation that finally leads to tissue oxygenation problems and multiple organ failure. [31-33] Furthermore,
ultimately the improvement of microcirculatory function determines survival, therefore it is important to know its
behaviour during different conditions. [32]

The aim of our study was to investigate the effects of mild and moderate LBNP-induced central hypovolemia on
the behaviour of hemodynamic parameters, especially on PPV and SVV in spontaneously breathing subjects,
and to test the hypothesis that slow patterned breathing improves their discriminative value. Furthermore, we
studied the microvascular alteration caused by different levels of central hypovolemia.

Methods

Our study population consisted of 20 healthy young male volunteers (age 24 £ 6 years), who provided informed
consent to participation. Firstly, the subjects were familiarized with the laboratory and equipment, and were
trained to perform patterned breathing. In order to control their respiration, patterned breathing was used, so
they synchronized inspiration and expiration to an audio signal. Afterwards we inserted a peripherally inserted
central line. We ascertained the correct position of the catheter tip by the appearance of the classic central
venous pressure (CVP) wave form on the monitor. After this the subjects assumed supine position in the LBNP
chamber.

We monitored the ECG, CVP and arterial oxygen saturation continuously using a bedside monitor (Marquette
Eagle, Marquette Electronics, Milwaukee, Wi, USA) and arterial blood pressure by the Finapres non-invasive
monitor (Ohmeda, Englewood, CO, USA). During the patterned breathing periods we monitored the end tidal
CO 27 level through a mouth-piece connected to a capnograph (Novametrix Medical Systems, Inc., Wallingford,
CT, USA) to confirm the subjects' adherence to the breathing commands. All these signals were digitized by 500
Hz and recorded on-line by the Dataq/Windaq data acquisition system (Dataq Instruments, Inc., Akron, OH,
USA).

In order to study microcirculation, we investigated the labial microvessels. For this the orthogonal polarization
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spectral (OPS) imaging technique was used (Cytoscan A/R, Cytometrix, Philadelphia, PA, USA). A 10x
objective was placed onto the inner surface of the labia, and microscopic images were recorded on an S-VHS
video recorder (Panasonic AG-TL 700, Matsushita Electric Ind. Co. Ltd, Osaka, Japan).

Central hypovolemia was induced by —20 and —40 mmHg LBNP. During baseline and each stage of LBNP first
the labial microcirculation was investigated and afterwards 3 minute periods of patterned breathing at 6 and
15/min respiratory rate were done. In addition, central venous blood sampling was performed to measure pH,
central venous oxygen tension (PcvO »2), central venous CO 5 tension (PcvCO »2), central venous oxygen
saturation (ScvO 2) and haemoglobin (Hb) (Figure 1). The study protocol was approved by the Institutional
Human Medical Biological Research Ethics Committee of the University of Szeged, and was carried out in
accordance with the Declaration of Helsinki.

Medscape
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Source: BMC Anesthesiol © 2013 BioMed Central, Ltd

Figure 1.

Study protocol. (BP: blood pressure, CVP: central venous pressure, SaO »: arterial oxygen saturation, OPS:
orthogonal polarisation spectral imaging, VBG: central venous blood gas analysis).

For the analysis of hemodynamic data the WinCPRS (Absolute aliens Ay, 2000, Turku, Finland) program was
used. For SV calculation this program uses the pulse-contour method (modified Modelflow). First, all the signals
were automatically peak-detected and manually checked. Then we calculated RR interval (RRI), systolic arterial
pressure (SAP), mean arterial pressure (MAP), pulse pressure (PP) and SV for the entire 3 minute periods in
each study condition. Afterwards, we calculated the minimum and maximum RRI, SAP, MAP, CVP, PP and SV
for each respiratory cycle during 1 minute of the patterned breathing periods and calculated their differences
(delta values) as the respiratory fluctuations (this involved 6 respiratory cycles during 6/min and 15 cycles during
15/min breathing). In addition, we calculated PPV and SVV according to accepted formulas. [26]

For the analysis of data from the microcirculation we used a computer-assisted image analysis system (IVM
Pictron, Budapest, Hungary). Quantitative assessment of the microcirculatory parameters was performed
off-line by frame-to-frame analysis of the videotaped images. We determined red blood cell velocity (RBCV), the
mean perfused capillary lengths (MPCL), the proportion of perfused vessels (PRPV) and the microvascular flow
index (MFI) in accordance with accepted methods. (341 Al microcirculatory evaluations were performed by the
same investigator, who was not blinded to the study conditions, but was not aware of the results of the
hemodynamic assessment (IL).
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Data from baseline and those of different LBNP levels were compared by analysis of variance and those of the
two different breathing rates by t-test. In the case of non-normal distribution of data, analysis of variance on
ranks and the Mann—Whitney rank sum test were used. (Sigmastat, Aspire Software International, Ashburn, VA,
USA). In order to assess the discriminative value of data, ROC analysis was done. SV and PP during 6/min, and
SVV and PPV during both respiratory rates were analysed by using data from baseline and -40 mmHg LBNP
(Medcalc, Mariakerke, Belgium). Data are given as mean + SD. P value below 0.05 was considered to be
statistically significant.

Results

The typical recording of one subject is shown in Figure 2. at different LBNP levels and at 6/min and 15/min
patterned breathing, which demonstrates the enhanced fluctuations at moderate hypovolemia and slow
patterned breathing in heart rate, arterial blood pressure and central venous pressure. The whole protocol was
completed in 11 subjects. 4 of them had presyncopal symptoms, and -40 mmHg LBNP could not be performed
(therefore during moderate central hypovolemia we analysed data from 16 volunteers), and in another 5 PIC line
insertion was unsuccessful (as a result we have CVP data from 15 volunteers).
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Figure 2.

The typical recording of one subject at the different LBNP levels and at 6/min and 15/min patterned
breathing.

Hemodynamic, Central Venous Blood Gas and Microcirculatory Parameters at Different Levels of LBNP

From the hemodynamic parameters MAP did not change; but RRI, SAP, CVP, PP and SV significantly
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decreased at -40 mmHg, and CVP and SV even at —20 mmHg LBNP. In the case of RRI, SAP, PP and SV there
was also a significant difference between -20 and -40 mmHg LBNP ().

Table 1. Hemodynamic parameters, central venous blood gases and microcirculatory variables

Baseline =20 mmHg LBNP | -40 mmHg LBNP
RRI (msec) 859 + 159 ||844 + 144 739 £ 115 88
SAP (mmHg) 130+17 [126£15 123 + 11 ##8
MAP (mmHg) [83+13  [84£10 87 +8
CVP (mmHg) [|72+20 [37%20 26+20"
PP (mmHg) 65+10 |58 +10 507 "8
SV (ml) 79+12  [63+12° 50 + 8 ##88
pH 7.38+0.02|7.39 + 0.03 7.39+0.04 *
pCO > (mmHg) |45+ 3 43 £ 4 43+5%
pO 2 (mMmHg) 42 £5 37+4° 36+ 4 ##
ScvO 2 (%) 766 707 67+ 9
Hb (g/dl) 13.7+08 [14208" 14,5+ 0.9 88
RBCV (microm/s) [1035+ 67 792+ 153 696 + 156 S
MPCL (microm) 2696 + 593 (2194 + 567~ [1973 +512*##
PRPV (%) 99.7+1.5 [90.4+13" 87.8+13.9%
MFI 3.0%0 2804 2.7+04%

Hemodynamic data are calculated from the whole 3 minute recordings at 6/min patterned breathing at baseline
and during mild (-20 mmHg LBNP) and moderate (-40 mmHg LBNP) central hypovolemia and are given as
mean + SD.

*baseline vs. —20 mmHg, p &lt; 0.05.

**paseline vs. —20 mmHg, p &lt; 0.001.

#baseline vs. -40 mmHg, p &lt; 0.05.

##baseline vs. -40 mmHg, p &lt; 0.001.

§-20 vs -40 mmHg, p &lt; 0.05.

§§-20 vs —40 mmHg, p &lt; 0.001.

Central venous blood gas analysis showed that pH and Hb significantly increased, pCO 2, pO 2 and ScvO »
significantly deceased at —40 mmHg LBNP, and this change was even significant between baseline and -20
mmHg in Hb, pO 2 and ScvO », and between —20 mmHg and —40 mmHg in Hb ().

Table 1. Hemodynamic parameters, central venous blood gases and microcirculatory variables

Baseline =20 mmHg LBNP | -40 mmHg LBNP
RRI (msec) 859 + 159 ||844 + 144 739 £ 115 88
SAP (mmHg) 130+17 [126£15 123 + 11 ##8
MAP (mmHg) [83+13 |84+ 10 87+8
CVP (mmHg) |72+20 [37%20 26+20"
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PP (mmHg) 65+10 |58 +10 50+ 7%
SV (ml) 79+12  [63+12° 50 + 8 ##88
pH 7.38+0.02|7.39 + 0.03 7.39+0.04 *
pCO 2 (mmHg) [45+3 434 4357

pO 2 (MmHg) 42 £5 37+4° 364
ScvO 2 (%) 766 707 67+ 9

Hb (g/dl) 13.7+08 14208 14.5 + 0.9 ##88
RBCV (microm/s) [1035+ 67 792+ 153 696 + 156 3

MPCL (microm) 2696 + 593 [2194 + 567 1973 £ 512 ##

PRPV (%) 99.7+1.5 [90.4+13" 87.8+13.9%

MFI 3.0%0 2804 27+04%

Hemodynamic data are calculated from the whole 3 minute recordings at 6/min patterned breathing at baseline
and during mild (-20 mmHg LBNP) and moderate (-40 mmHg LBNP) central hypovolemia and are given as
mean £ SD.

*baseline vs. —20 mmHg, p &lt; 0.05.

**baseline vs. =20 mmHg, p &lt; 0.001.

#baseline vs. 40 mmHg, p &lt; 0.05.

##baseline vs. 40 mmHg, p &lt; 0.001.

§-20 vs -40 mmHg, p &lt; 0.05.

§§-20 vs —40 mmHg, p &lt; 0.001.

All the microcirculatory variables (RBCV, MPCL, PRPV and MFI) decreased significantly between baseline and
both LBNP levels, and RBCV between -20 and —40 mmHg LBNP, too ().

Table 1. Hemodynamic parameters, central venous blood gases and microcirculatory variables

Baseline —20 mmHg LBNP | -40 mmHg LBNP
RRI (msec) 859 + 159 ||844 + 144 739 + 115 ##88
SAP (mmHg) 130+17 [126£15 123 + 118
MAP (mmHg) [83+13 (8410 87+8
CVP (mmHg) 72220 |37%20° 26+20%
PP (mmHg) 65+10 58 £10 50+ 7 #8
SV (ml) 79+12  [63+12° 50 + 8 ##58
pH 7.38+0.02 [7.39 + 0.03 7.39+0.04 %
pCO 2 (mmHg) |45 £3 43+ 4 43+5%
pO 2 (mmHg)  [42+5 37+4° 36 + 4 ##
ScvO 2 (%) 76+ 6 70+£7" 67 +9 ™
Hb (g/dl) 137+08 (1408 14.5 + 0.9 ##88
RBCV (microm/s) [1035 + 67 [792 + 153 696 + 156 *#S
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MPCL (microm) 2696 + 593 [2194 + 567 1973 £ 512 ##
PRPV (%) 99.7+1.5 [90.4+13" 87.8 +13.9%
MFI 3.020 2804 27047

Hemodynamic data are calculated from the whole 3 minute recordings at 6/min patterned breathing at baseline
and during mild (-20 mmHg LBNP) and moderate (-40 mmHg LBNP) central hypovolemia and are given as
mean * SD.

*baseline vs. —20 mmHg, p &lt; 0.05.

**paseline vs. =20 mmHg, p &lt; 0.001.

#baseline vs. -40 mmHg, p &lt; 0.05.

##baseline vs. -40 mmHg, p &lt; 0.001.

§-20 vs -40 mmHg, p &lt; 0.05.

§§-20 vs —40 mmHg, p &lt; 0.001.

Respiratory Fluctuations at Different Levels of LBNP and During Different Respiratory Rates
RRI, SAP, MAP, CVP, SV and PP data at different levels of LBNP and at different respiratory rates are shown in

Table 2. The respiratory fluctuations of hemodynamic parameters

6/min patterned breathing 15/min patterned breathing

Baseline |-20 mmHg |-40 mmHg Baseline [-20 mmHg ||-40 mmHg
RRI (msec) min  [767 130|742 £130 |651+907 823+ 151|793 £ 164 |674 + 127 S8
max 952 + 157|950 + 177 ||823 + 151 ##38 (889 + 171 [848 + 177 " |726 + 145 88
delta 185+ 86 [208 +103 |[173+84 65+32 |[54+24 [52+25
SAP (mmHg) min [123£17 |117+16  [113211% 125214 [122+14 [118+ 11 ™
max 135+18 |133+15 [131+128 131+£15 [128+13 125+ 11 ™8
delta 12+4 |16+6  [18+8™ 6+2 6+2 7+3%
MAP (mmHg) min [78 £ 12 |77 + 11 78+ 9 81+11 [83+10 868
max 87+13 |90+10 94+9 85+12 |[87+10 [91%8
delta 9+4 125 |15+6%8 3+1 4+1 5+2%
CVP (mmHg) min [2.7 2.4 |-02+23 " |-07+25™ |3+27 [15+24  |-035+28%8
max 12+31 |67+28 |[55:26" |[10+28 |58+23" [46+22%
delta 93+18 |69+17 [62+18% |7+22 |44+15" |49+17%
PP (mmHg) min [60£10 |52+10  |[4425%8 607 |53+8 (431788
max 6811 |61+11 ||53+7#88  leax7 57887 4927788
delta 8+4 94 104 41 4+2 5+2
SV (ml) min 72+11 [55+10° |42+6™88 70110 |[55:97 4316788
max 85+13 |67+14 ||55+10"88 79112 [e4+11~ |50 7788
delta 12+5 |13%8 1418 9+4 8+4 7+3
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The data for RRI, SAP, MAP, CVP, PP and SV were calculated from 1 minute recordings (so from 6 and 15
respiratory cycles), during mild and moderate central hypovolemia and at 6/min and 15/min patterned breathing
and are given as mean * SD. *baseline vs. =20 mmHg, p &lt; 0.05.

**paseline vs. =20 mmHg, p &lt; 0.001.

#baseline vs. -40 mmHg, p &lt; 0.05.

##baseline vs. -40 mmHg, p &lt; 0.001.

§-20 vs —40 mmHg, p &lt; 0.05.

§§-20 vs —40 mmHg, p &lt; 0.001.

Delta RRIs were not influenced by the LBNP level, but their values were significantly greater during 6/min
patterned breathing at all LBNP levels (p&lt;0.001).

SAP and MAP respiratory fluctuations increased at both 6/min and 15/min patterned breathing in moderate
central hypovolemia, but in mild central hypovolemia these changes were only significant at 6/min breathing
rate. The SAP respiratory fluctuations were greater at slow patterned breathing at each LBNP level (p&lt;0.001).
MAP delta increased between —20 and -40 mmHg LBNP only at 6/min patterned breathing.

The CVP delta values changed significantly between baseline and mild and moderate central hypovolemia, but
the fluctuations became smaller at both 6 and 15/min respiratory rate.

The assessment of SV, PP, SVV and PPV gave the most interesting results. The minimum, and maximum
values of SV and PP decreased in response to all levels of hypovolemia, though the delta values did not change
either at 6/min nor at 15/min breathing rate. The fluctuations of both SV and PP were more pronounced at 6/min
patterned breathing, and the differences were significant in all comparisons (p&lt;0.001 for PP; p&lt;0.05 for SV),
except at baseline in SV. However, PPV increased from baseline to ~40 mmHg LBNP, especially at slow
patterned breathing. PPV increased also between -20 and -40 mmHg LBNP at 15/min patterned breathing.
SVV only increased at slow patterned breathing in moderate central hypovolemia, though it was greater in all 3
conditions with slow respiratory rate ().

Table 3. PPV and SVV during different levels of central hypovolemia and different respiratory rates

Baseline | -20 mmHg LBNP |-40 mmHg LBNP
PPV6 (%) |13+5 [16+7 20+ 8"
PPV 15 (%)|7+3 |84 11 +£4 787
SW6 (%) [15+5 |20%10 26 + 12
SW 15 (%) [12+4" [1325° 156

Data are calculated from 1 minute recordings (so from 6 and 15 respiratory cycles) at 6/min (PPV 6, SVV 6) and
15/min (PPV 15, SVV 15) patterned breathing and are given as mean £ SD.

#tbaseline vs. —40 mmHg, p &lt; 0.001.

§-20 vs -40 mmHg, p &lt; 0.05.

*6 vs 15/min patterned breathing, p &lt; 0.05.

**6 vs 15/min patterned breathing, p &lt; 0.001.

Table 4. ROC analysis of SV, PP, SVV and PPV

| |auc (c) |Cut-off | Sensitivity (%) | Specificity (%)
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sV 0.97 (0.85-1.0) [56 ml 94 95
PP 0.88 (0,73-0.97) 53 mmHg |88 85
SW6 0.83(0.67-0.94)|16% 81 75
PPV6 [0.78 (0.61-0.9) |13% 81 65
SWV 15 |0.69 (0.51-0.83) | 13% 69 70
PPV 15 [0.83 (0.66-0.93) |8% 81 75

Data calculated from 6/min (SV, PP, SVV 6, PPV 6) and 15/min (PPV 15, SVV 15) patterned breathing during
—40 mmHg LBNP.
*6 vs 15/min patterned breathing, p &lt; 0.0023.

Discussion

The main findings of our study are as follows: mild and moderate central hypovolemia induced by LBNP caused
significant and clinically relevant falls in PP and SV. This was accompanied by significant and relevant
decreases in PcvO 2 and ScvO 5. All the investigated microcirculatory variables such as RBCV, MPCL, PRPV

and MFI decreased significantly at both levels of central hypovolemia, which indicates progressive impairment
of both microvessel density and perfusion. PPV increased at both 6/min and 15/min patterned breathing in

moderate central hypovolemia however the magnitude of fluctuations was greater at the slow respiratory rate.
SVV increased only during slow breathing, and its accentuation with low respiratory rate was less pronounced
then that of PPV. To our knowledge this is the first study that investigates SVV and PPV during LBNP and at
different rates of patterned breathing. ROC analysis confirmed the best predictive value for SV absolute values

in this group of healthy volunteers. Slow patterned breathing improved the discriminative value of SVV, but not
that of PPV.

Recently the effects of LBNP induced hypovolemia on systemic and tissue oxygenation and microcirculation
have been investigated in two studies, in which sublingual side stream dark field imaging has been used in
healthy volunteers. [35.36] |, poth they increased the LBNP level until hemodynamic decompensation occurred.
Ward et al. found significant decrease in systemic oxygen delivery accompanied by progressive decrease in
sublingual functional capillary density (FCD). The oxygen extraction ratio increased both at systemic and local
(muscle) level. The fall of FCD occurred earlier than any other change in tissue oxygenation parameters. Bartels
et al. found significant decrease not only in perfused vessel density but also in the microvascular flow index, as
well as a significant increase in microvascular flow heterogeneity. Our results regarding the microcirculatory
alterations were similar, confirming that even -20 mmHg LBNP causes hemodynamic changes great enough to
influence microcirculation. The fall in ScvO2 with increasing levels of LBNP is consistent with decreased cardiac
output and oxygen delivery, if we assume that oxygen consumption did not change during supine rest.

Since there is strong clinical need to recognize hypovolemia in patients who are not mechanically ventilated, we
performed our investigations in spontaneously breathing subjects. The mechanism of respiratory fluctuations in
stroke volume and blood pressure is different during spontaneous breathing and positive pressure ventilation.
[10.11,15,37] During mechanical ventilation positive pressure inspiration impedes venous return and can increase
right ventricular (RV) afterload. These result in a decrease of left ventricular (LV) preload a few heart beats later.
However, inspiration also squeezes blood from the pulmonary capillaries towards the left ventricle, and at the
same time decreases LV afterload by decreasing aortic transmural pressure. These effects result in an early
inspiratory increase in LV SV and arterial pressure, which is called delta up. This is followed by an inspiratory
decrease a few heart beats later, which is called delta down. During expiration the RV preload increases, the
afterload decreases, therefore RV SV increases. In the left side of the heart however the effects are the
opposite, the preload decreases, the afterload increases, which results in lower LV SV and blood pressure. This
is followed by an increase in SV and SAP a few beats later when the increased RV SV reaches the left side of
the heart. In this way the delta up results mainly from the increase in LV preload and reduction of its afterload,
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and delta down mainly from decreased venous return to the right heart.

During spontaneous breathing the mechanism of stroke output changes is different. During spontaneous
inspiration the venous return increases without a considerable increase in RV afterload. On the left side there is

no afterload reduction, so the inspiratory increase in LV SV and arterial pressure (delta up) is the result of the
increased RV output. During exhalation, the venous return and RV SV decrease, which reaches the LV a few

beats later. At the same time the aortic transmural pressure decreases compared to the inspiratory value, which
augments LV ejection. This dampens the effect of decreased preload, so delta down is not so prominent, as
during positive pressure ventilation. In summary, the mechanism of delta up and delta down is different: during
mechanical ventilation it is the delta down, during spontaneous breathing it is the delta up that is the volume

- i d . iabl

There is another problem with dynamic hemodynamic parameters besides the above discussed issues. The
respiratory perturbation should be great enough to cause significant preload alteration in order for clinicians to
be able to assess its effects on blood pressure and left ventricular stroke volume. These effects are smaller

durlnq quiet spontaneous breathing and are clearly tidal volume dependent during mechanical ventilation.
[6,16—18,20-22,24,25]

In addition, the lag between the changes of RV and LV output is determined by the pulmonary transit time. The
timing of the influence of RV output changes on the LV is clearly dependent on the heart rate (HR) and
respiratory rate (RR) as well as their timing to each other. This relationship is highlighted in the work of De
Backer et al.. [2°] They concluded that the respiratory variations in left but not in RV stroke volume and its
derivates disappeared with high RR, and when the HR/RR ratio fell below 3.6. This relationship however can
change from breath to breath during spontaneous respiration, or when the patient triggers the ventilator.

Based on these findings it may be assumed that there is a need to standardize conditions, especially respiratory
stimuli when assessing preload responsiveness by dynamic parameters. Perel et al. tried to achieve this with a
ventilatory manoeuvre called respiratory systemic variation test (RSVT). [38] | our study we tried to control the
spontaneous breathing of our subject by patterned breathing. The 6/min respiratory rate looked more promising
because it merges the effects of sympathetic activity (Mayer waves) and respiration thus increasing blood
pressure fluctuations. Besides this, during slow patterned breathing the tidal volume is greater than during quiet
breathing, because the subjects automatically adjust it to keep minute ventilation constant. We hypothesized
that this stimulus would be regular and great enough to cause measurable changes in dynamic parameters and
improve their discriminative value compared to 15/min breathing rate, which served as a control, being similar to
normal quite breathing. According to our results, although the fluctuations in blood pressure and SVV and PPV
increased, ROC analysis confirmed improvement in discriminative value only of SVV. Still absolute values of SV
and PP performed much better in this group of healthy volunteers.

The different behaviour of SVV and PPV may be explained by the fact that the relationship between SV and PP
is not linear, arterial distensibility continues to decrease with progressive reduction of central blood volume. [1,29]

Finally, we were interested in how the respiratory fluctuations of CVP were influenced, because this is easy to
measure and is readily available. In his early study Magder tested the hypothesis that the respiratory pattern of
right atrial pressure (RAP) could be used to predict the response to a fluid challenge. He concluded that it was
very unlikely that volume loading would increase cardiac output when the inspiratory fall in RAP was less 1
mmj:l,g_[13] Although this fall was greater than 1 mmHg in our subjects even at baseline, the amplitude of
fluctuations decreased during mild and moderate hypovolemia. We explain this by the ceiling effect due to the
collapse of large veins.

This study has some limitations, the first one being that we investigated healthy young individuals with intact
autonomic regulation therefore the results cannot be extrapolated to different patient populations. Another
limitation was that our subjects were fully awake and cooperative and after a short learning period could follow
the breathing commands properly. The implementation of slow patterned breathing could be more difficult and
even impossible in many clinical situations where patients have dyspnea, tachypnea or altered mental state.
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However we believe that not only during spontaneous but also during controlled mechanical ventilation there is
a need to standardise the respiratory pattern when we want to assess functional hemodynamic parameters. For
stroke volume analysis we used pulse-contour analysis with modified Modelflow method and verified manually
the beat-to-beat automatic wave form analysis. Furthermore, when we investigated the effect of respiratory rate,
we averaged data for 1 minute, from 6 and 15 respiratory cycles. Commercially available, built-in systems, with
different softwares and time-averaged data could give different results. 27]

Conclusions

In conclusion, slow patterned breathing may allow the assessment of hypovolemia in spontaneously breathing
subjects and it is worthy for further study in different conditions and populations. In Emergency Departments
and wards patients are usually not equipped with arterial lines and invasive hemodynamic monitoring is not
available. In this patient group, for those, who are able to sustain a specific breathing pattern for a few minutes,
the use of non-invasive blood pressure monitoring coupled with functional hemodynamic monitoring, is
promising.

Sidebar

Key Messages

¢ Mild and moderate central hypovolemia induced by LBNP caused significant and clinically relevant falls
in PP and SV. This was accompanied by significant and relevant decreases in PcvO 2 and ScvO 2 and
progressive impairment of both microvessel density and perfusion.

e PPV increased during both 6/min and 15/min patterned breathing in moderate central hypovolemia
however the magnitude of fluctuations was greater during the slow respiratory rate. SVV increased only
during slow breathing, and its accentuation with low respiratory rate was less pronounced then that of
PPV.

e ROC analysis confirmed the best predictive value for SV absolute values in this group of healthy
volunteers.

e Slow patterned breathing improved the discriminative value of SVV, but not that of PPV.

References

1. Convertino VA, Cooke WH, Holcomb JB: Arterial pulse pressure and its association with reduced stroke
volume during progressive central hypovolemia. J Trauma 2006, 61:629-634.

2. Cooke WH, Salinas J, Convertino VA, Ludwig DA, Hinds D, Duke JH, Moore FA, Holcomb JB: Heart rate
variability and its association with mortality in prehospital trauma patients. J Trauma 2006, 60:363-370.

3. Huang CC, Fu JY, Hu HC, Kao KC, Chen NH, Hsieh MJ, Tsai YH: Prediction of fluid responsiveness in
acute respiratory distress syndrome patients ventilated with low tidal volume and high positive
end-exspiratory pressure. Crit Care Med 2008, 36:2810-2816.

4. Preisman S, Kogan S, Berkenstadt H, Perel A: Predicting fluid responsiveness in patients undergoing
cardiac surgery: functional haemodynamic parameters including the respiratory systolic variation test and
static preload indicators. Br J Anaesth 2005, 95:746—755.

5. Michard F, Boussat S, Chemla D, Anguel N, Mercat A, Lecarpentier Y, Richard C, Pinsky MR, Toboul JL:
Relation between respiratory changes in arterial pulse pressure and fluid responsiveness in septic
patients with acute circulatory failure. Am J Respir Crit Care Med 2000, 162:134—-138.

6. Teboul JL, Monnet X: Prediction of volume responsiveness in critically ill patients with spontaneous

11 of 14 04/02/2014 20:35


<iAnnotate iPad User>
Highlight


http://www.medscape.com/viewarticle/819250_print

breathing activity. Curr Opin Crit Care 2008, 14:334—-3309.
7. Pinsky MR: Functional hemodynamic monitoring. Intensive Care Med 2002, 28:386—388.

8. Ornstein E, Eidelman LA, Drenger B, Elami A, Pizov R: Systolic pressure variation predicts the response
to acute blood loss. J Clin Anesth 1998, 10:137-140.

9. Pizov R, Cohen M, Weiss Y, Sgal E, Cotev S, Perel A: Positive end-exspiratory pressure-induced
hemodynamic changes are reflected in the arterial pressure waveform. Crit Care Med 1996,
24:1381-1387.

10. Rooke GA: Systolic pressure variation as an indicator of hypovolemia. Curr Opin Anaesthesiol 1995,
8:511-515.

11. Rooke GA, Schwid HA, Shapira Y: The effect of graded hemorrhage and intravascular volume
replacement on systolic pressure variation in humans during mechanical and spontaneous ventilation.
Anesth Analg 1995, 80:925-932.

12. Beaussier M, Coriat P, Perel A, Lebret F, Kalfon P, Chemla D, Lienhart A, Viars P: Determinants of
systolic pressure variation in patients ventilated after vascular surgery. J Cardiothorac Vasc Anesth 1995,
9:547-551.

13. Magder S, Georgiadis G, Cheong T: Respiratory variations in right atrial pressure predict the response to
fluid challenge. J Crit Care 1992, 7:76-85.

14. Perel A, Pizov R, Cotev S: Systolic blood pressure variation is a sensitive indicator of hypovolemia in
ventilated dogs subjected to graded hemorrhage. Anesthesiology 1987, 67:498-502.

15. Jardin F, Farcot JC, Gueret P, Prost JF, Ozier Y, Bourdarias JP: Cyclic changes in arterial pulse during
respiratory support. Circulation 1983, 68:266—274.

16. Soubrier S, Daulnier F, Hubert H, Delour P, Lenci H, Onimus T, Nseir S, Durocher A: Can dynamic
indicators help the prediction of fluid responsiveness in spontaneously breathing critically ill patients?
Intensive Care Med 2007, 33:1117-1124.

17. Monnet X, Rienzo M, Osman D, Anguel N, Richard C, Pinsky MR, Teboul JL: Passive leg raising predicts
fluid responsiveness in the critically ill. Crit Care Med 2006, 34:1402—-1407.

18. Heenen S, De Backer D, Vincent JL: How can the response to volume expansion in patients with
spontaneous respiratory movements be predicted? Crit Care 2006, 10:R102.

19. Kramer A, Zygun D, Hawes H, Easton P, Ferland A: Pulse pressure variation predicts fluid
responsiveness following coronary artery bypass surgery. Chest 2004, 126:1563—1568.

20. Lakhal K, Ehrmann S, Benzekri-Lefévre D, Runge |, Legras A, Dequin PF, Mercier E, Wolff M, Régnier B,
Boulain T: Respiratory pulse pressure variation fails to predict fluid responsiveness in acute respiratory
distress syndrome. Crit Care 2011, 15:R85.

21. Muller L, Louart G, Bousquet PJ, Candela D, Zoric L, Coussaye JE, Jaber S, Lefrant JY: The influence of
the airway pressure on pulsed pressure variation as a predictor of fluid responsiveness. Intensive Care
Med 2010, 36:496-503.

22. Vallée F, Richard JCM, Mari A, Gallas T, Arsac E, Verlaan PS, Chousterman B, Samii K, Genestal M,
Fourcade O: Pulse pressure variations adjusted by alveolar driving pressure to assess fluid
responsiveness. Intensive Care Med 2009, 35:1004-1010.

12 of 14 04/02/2014 20:35



http://www.medscape.com/viewarticle/819250_print

23. De Backer D, Taccone FS, Holsten R, Ibrahimi F, Vincent JL: Influence of respiratory rate on stroke
volume variation in mechanically ventilated patients. Anesthesiology 2009, 110:1092—-1097.

24. Charron C, Fessenmeyer C, Cosson C, Mazoit JX, Hebert JL, Benhamou D, Edouard AR: The influence
of tidal volume on the dynamic variables of fluid responsiveness in critically ill patients. Anesth Analg
2006, 102:1511-1517.

25. De Backer D, Heenen S, Koch M, Vincent JL: Pulse pressure variations to predict fluid responsiveness:
influence of tidal volume. Intensive Care Med 2005, 31:517-523.

26. Michard F, Chemla D, Richard C, Wysocki M, Pinsky MR, Lecarpentier Y, Teboul JL: Clinical use of
respiratory changes in arterial pulse pressure to monitor the hemodynamic effect of PEEP. Am J Respir
Crit Care Med 1999, 159:935-939.

27. Kim HK, Pinsky MR: Effect of tidal volume, sampling duration, and cardiac contractility on pulse pressure
variation during positive-pressure ventilation. Crit Care Med 2008, 36:2858—2862.

28. Nouira S, Elatrous S, Dimassi S, Besbes L, Boukef R, Mohamed B, Abroug F: Effects of norepinephrin
on static and dynamic preload indicators in experimental hemorrhagic shock. Crit Care Med 2005,
33:2339-2343.

29. Jardin F: Cyclic changes in arterial pressure during mechanical ventilation. Intensive Care Med 2004,
30:1047-1050.

30. Cooke HW, Ryan KL, Convertino VA: Lower body negative pressure as a model to study progression to
acute hemorrhagic shock in humans. J Appl Physiol 2004, 96:1249-1261.

31. Trzeciak S, Rivers EP: Clinical manifestations of disordered microcirculatory perfusion in severe sepsis.
Crit Care 2005, 9(suppl 4):S20-S26.

32. SakrY, Dubois MJ, De Backer D, Creteur J, Vincent JL: Persistent microcirculatory alterations are
associated with organ failure and death in patients with septic shock. Crit Care Med 2004,
32:1825-1831.

33. De Backer D, Creteur J, Preiser JC, Dubois MJ, Vincent JL: Microvascular blood flow is altered in
patients with sepsis. Am J Respir Crit Care Med 2002, 166:98—104.

34. De Backer D, Hollenberg S, Boerma C, Goedhart P, Blichele G, Ospina-Tascon G, Dobbe I, Ince C: How
to evaluate the microcirculation:report of a round table conference. Crit Care 2007, 11:R101.

35. Bartels AB, Bezemer R, Milstein DMJ, Radder M, Lima A, Cherpanath TGV, Heger M, Karemaker JM,
Ince C: The microcirculatory response to compensated hypovolemia in lower body negative pressure
model. Microvasc Res 2011, 82:374-380.

36. Ward KR, Tiba MH, Ryan KL, Filho IPT, Rickards CA, Witten T, Soller BR, Ludwig DA, Convertino VA:
Oxygen transport characterization of a human model of progressive hemorrhage. Resuscitation 2010,
81:987-993.

37. Magder S: Further cautions for the use of ventilatory-induced changes in arterial pressures to predict
volume responsiveness. Crit Care 2010, 14:197.

38. Perel A, Minkovich L, Preisman S, Abiad M, Segal E, Coriat P: Assessing fuid-responsiveness by a
standardized ventilatory maneuver: the respiratory systolic variation test. Anesth Analg 2005,
100:942-945.

13 of 14 04/02/2014 20:35



http://www.medscape.com/viewarticle/819250_print

Abbreviations

AUC: Area under the curve; BP: Blood pressure; CVP: Central venous pressure; ECG: Electrocardiogram; FCD:
Functional capillary density; GEDVI: Global end diastolic volume index; Hb: Hemoglobin; HR: Heart rate; ITBVI:
Intrathoracic blood volume index; LBNP: Lower body negative pressure; LV: Left ventricle; MAP: Mean arterial
pressure; MFI: Microvascular flow index; MPCL: Mean perfused capillary lenght; OPS: Orthogonal polarization
spectral imaging; Paop: Pulmonary artery occlusion pressure; PcvO2: Central venous oxygen tension; PcvCO2:
Central venous CO 3 tension; PEEP: Positive end exspiratory pressure; PP: Pulse pressure; PPV: Pulse
pressure variation; PRPV: Proportion of perfused vessels; RAP: Right atrial pressure; RBCV: Red blood cell
velocity; ROC: Receiver operating characteristic curve; RR: Respiratory rate; RRI: RR interval (the time of the
cardiac cycle); RSVT: Respiratory systemic variation test; RV: Right ventricle; SaO2: Arterial oxygen saturation;
SAP: Systolic arterial pressure; ScvO2: Central venous oxygen saturation; SV: Stroke volume; SVV: Stroke
volume variation; VBG: Central venous blood gas analysis.
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