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OBJECTIVES  The goal of this study was to investigate the hemodynamic and circulatory adjustments to
extracorporeal ultrafiltration (UF) in refractory congestive heart failure (rCHF).
In rCHF, UF allows clinical improvement and restores diuretic efficacy. However, in the
course of a UF session, patients are exposed to rapid variations of body fluid composition so
that, as fluid is withdrawn from the intravascular compartment, hypotension or even shock
could occur.
In 24 patients with rCHF undergoing UF, we measured, after every liter of plasma water
removed, hemodynamics, blood gas analysis (in both systemic and pulmonary arteries),
plasma volume changes (PV) and plasma refilling rate (PRR). The PV and PRR were
calculated by considering hematocrit and ultrafiltrate volume.
In all patients, UF was performed safely, without side effects or hemodynamic instability
(ultrafiltrate = 4,880 = 896 ml). Mean right atrial, pulmonary artery and wedge pressures
progressively reduced during the procedure. Cardiac output increased at the end of the
procedure and, to a greater extent, 24 h later, in relation to the increase of stroke volume.
Heart rate and systemic vascular resistance did not increase, and other peripheral biochemical
parameters did not worsen during UF. Intravascular volume remained stable throughout the
entire duration of the procedure, indicating that a proportional volume of fluid was refilled
from the congested parenchyma.
CONCLUSIONS In patients with rCHF, subtraction of plasma water by UF is associated with hemody-
namic improvement. Fluid refilling from the overhydrated interstitium is the major compen-
satory mechanism for intravascular fluid removal, and hypotension does not occur when

plasma refilling rate is adequate to prevent hypovolemia. (J Am Coll Cardiol 2001;38:963-8)

BACKGROUND

METHODS

RESULTS

© 2001 by the American College of Cardiology

Refractory congestive heart failure (rfCHF) usually repre-
sents the end stage of heart failure in which hypotension and
oliguria, leading to progressive generalized edema, occur.
Refractory CHF is considered the end product of a vicious
circle in which reduced cardiac output and impaired salt and
water renal excretion have a negative impact on each other
(1,2). As a consequence of progressive resistance to larger
doses of diuretics, kidney replacement therapies have gained
wide acceptance in the management of refractoriness.
Among these, extracorporeal ultrafiltration (UF) is particu-
larly helpful because it allows for sustained clinical improve-
ment. Indeed, after UF, pulmonary and peripheral edema
reduce, mechanical lung function improves, right atrial
pressure and pulmonary wedge pressure decrease, neurohu-
moral activation is reset toward a more physiological con-
dition and diuretic efficacy is restored (3-7).

In the course of a UF session, patients are exposed to
rapid variations of body fluid composition. Since fluid is
withdrawn from the intravascular compartment, blood vol-
ume falls during this process. The transient reduction of
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blood volume elicits compensatory mechanisms, namely the
process of intravascular refill, which are aimed at minimiz-
ing this reduction (8). Refill from the overhydrated inter-
stittum depends on fluid movement through the capillary
walls, a result of hydrostatic and oncotic pressure gradient
changes between the intravascular and the interstitial
compartments (9). Cardiovascular reaction to transient hy-
povolemia is mainly mediated by the sympathetic and
renin-angiotensin systems (1,10). Often, however, these
mechanisms are already maximally utilized or even ex-
hausted in rCHF, and, when the cardiovascular system fails
to respond to hypovolemia, hypotension and shock progres-
sively occur. The circulatory response of patients with rCHF
undergoing UF is not completely understood. Although UF
is considered a safe procedure and severely ill patients
tolerate UF better than hemodialysis, a wide incidence rate
of hypotension and treatment failure has been reported
(11,12). This can be due to differences in the patients’
clinical characteristics, technique utilized (venovenous vs.
arterovenous circuit, ultrafiltration vs. hemofiltration, etc.)
or amount and speed of fluid removal. All these factors can
influence the circulatory responses to fluid subtraction and,
finally, the clinical outcome of patients with rCHF.

We performed this study in order to investigate whether
it is possible to preserve blood volume and hemodynamic
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Abbreviations and Acronyms

Ht = hematocrit

NYHA = New York Heart Association
PRR = plasma refilling rate

PV = plasma volume

rCHF = refractory congestive heart failure
UF = extracorporeal ultrafiltration

stability during UF through an adequate plasma refillin
ty g g q p g

rate, in spite of the removal of large amounts of fluid.

METHODS

Study patients. The study included 24 patients (18 men
and 6 women, mean age 64 * 11 years) with tCHF (New
York Heart Association [NYHA] functional class IV).
Seventeen patients had ischemic heart disease, and seven
patients had idiopathic dilated cardiomyopathy. All patients
had symptoms of dyspnea with radiological evidence of
pulmonary venous congestion and cardiomegaly, recent
body weight gain (>5 kg in the last month), generalized
edema and ingravescent oligoanuria. All patients were in the
cardiac intensive care unit for treatment of heart failure at
the time of the study. Long-term medications included
digoxin (n = 11), diuretics (n = 24), angiotensin-
converting enzyme inhibitors (n = 15), nitrates (n = 8) and
amiodarone (n = 12). Short-term medications used for
cardiac decompensation included dopamine (n = 16), do-
butamine (n = 8) and amrinone (n = 2) in different
combinations and doses. During the study period, medica-
tions were not changed. The ethical committee of our
institution approved the study, and written informed con-
sent was obtained from each patient after detailed explana-
tion of the technique and the clinical and research purposes
of the study were given.

Study protocol. Hemodynamic studies were performed in
the morning after an overnight fast. All patients had a 7F
triple lumen balloon flotation catheter for measurement of
right atrial, pulmonary artery and pulmonary capillary
wedge pressures. Mixed venous blood for gas analysis was
obtained from the distal port of this catheter. Cardiac
output was determined in triplicate by the thermodilution
method. A radial artery catheter was used to measure
arterial pressure and to obtain arterial blood for determina-
tions of gases. After endovascular procedures, patients were
allowed to rest quietly in the most comfortable position they
could find for at least 1 h before arterial and mixed venous
blood samplings and hemodynamic recordings were per-
formed. Hemodynamic measures included heart rate, mean
systemic blood pressure, mean right atrial pressure, mean
pulmonary artery and wedge blood pressures and cardiac
output. Derived data, namely stroke volume and systemic
and pulmonary vascular resistances, were calculated with
standard formulas. Blood samples were utilized to deter-
mine hemoglobin, Po,, Pco,, pH and hemoglobin satura-
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tion (IL482 and IL1306, Instrumentation Laboratories,
Lexington, Massachusetts). Arterial-venous oxygen differ-
ence, oxygen consumption, oxygen delivery and oxygen
extraction ratio were also obtained by using standard for-
mulas (13). The changes in plasma volume (APV) during
UF were calculated from changes in hematocrit (Ht) ac-
cording to the following formula (14): APV = 100/(100 —
Htpre) X [100 (Htpre — Htpost)]/Htpost where pre and
post are the two time points considered. Plasma refilling rate
(PRR, ml/min), which represents a measurement of the
fluid volume transport from the interstitium to the intra-
vascular space during ultrafiltration, is the ultrafiltrate vol-
ume/time, where time is the duration of ultrafiltration if
APV = 0. When PRR equals ultrafiltration rate, blood
volume stability is preserved.

In all patients, hemodynamic data were obtained before
UF and repeated after 1 L, 2 L, 3 L and 4 L of UF, at the
end of the procedure and 24 h later. Hematocrit for APV
estimation was obtained for every liter of ultrafiltrate, up to
the end of UF and 24 h later.

Ultrafiltration. Ultrafiltration treatment was performed by
using a B. Braun-Carex Diapact CRRT peristaltic pump
(Mirandola, Italy). During UF, blood is pumped through a
filter (Renaflo HE700, Mirandola, Italy), which is inserted
into an extracorporeal circuit connected to a double lumen
Y-shaped catheter positioned in a femoral vein. A peristaltic
pump was regulated to maintain a blood flow of 100 ml/min
within the circuit. The flow velocity was never changed
during the procedure. In all patients, the procedure was
terminated when Ht was increased by 10% of baseline (more
than 4 L of ultrafiltrate in all cases). A loading bolus of
5,000 IU of heparin was administered inside the circuit
before allowing blood to pass into the filter, and then a
continuous heparin infusion rate of 500 to 1,000 IU/h was
maintained during the UF session.

Statistical analysis. All data are presented as mean * SD.
Changes during UF were assessed by repeated measures of
analysis of variance, applying the post-hoc Dunnet adjust-
ments. All statistical analyses were performed using the SPSS
software package. A p value =<0.05 was considered significant.

RESULTS

In all patients, the single session of UF was performed safely,
without side effects or hemodynamic instability. The mean
time duration of the procedure was 9 = 3 h, and the total fluid
volume removed was 4,880 * 896 ml (range: 4,300 to 7,000
ml), which, in addition to the increase in urinary output
induced by UF (2,6,15), resulted, 24 h after UF, in a reduction
in body weight of 7.4 * 1.8 kg. After UF, the stage of
congestive heart failure (NYHA classification) improved in all
patients; pulmonary edema was relieved; ascites and peripheral
edema were significantly reduced, and the response to subse-
quent diuretic therapy was enhanced (the mean dose of
furosemide was reduced from 380 * 157 mg/day to 112 *
70 mg/day from the day after UF).
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Table 1. Blood Gas Analysis and Hemodynamic Data at Each of Examined Treatment Steps
Before UF 1L 2L 3L 4L After UF 24 h After UF
pH A 7.44 = 0.04 7.44 = 0.04 7.43 +0.04 7.44 +0.03 7.44 = 0.04 7.45 + 0.05 7.47 = 0.07*
\% 7.41 = 0.04 7.41 = 0.04 7.41 = 0.05 7.42 = 0.05 7.42 = 0.04 7.42 = 0.04 7.42 = 0.04
Po, (mm Hg) A 80 + 15 81 + 14 82 + 14 82 £ 16 84 £ 16 86 + 20* 87 +17*
\% 29+5 28+ 5 29+5 30+ 4 32*+4 34 + 5* 35 + 4*
Pco, (mm Hg) A 35+ 4 35+ 4 34*6 35+7 34+5 33+7 336
\% 41 £ 4 41 £ 4 40+ 5 41 +5 41 +5 40 +5 40 + 4
Sat 0, (%) A 95 + 4 95 +5 95 + 4 95+ 6 96 = 4 96 = 3 97 + 2*
\% 54 +12 54 +12 55 +13 57 12 58 + 12* 60 = 13* 64 + 10*
HR (beats/min) 82 =17 83 + 16 82 =15 83 £ 16 81 + 17 80 = 15 80 £ 16
mSAP (mm Hg) 86 + 16 84 + 15 82 = 14 84 + 16 80 = 18 78 =21 80 = 18
mPAP (mm Hg) 39 £11 38 £ 10 38 £ 11 36 =12 34 + 10* 34 + 11* 30 + 15*
SVR (dynCS'S'Cmis) 1,676 + 465 1,640 = 430 1,682 + 415 1,710 + 515 1,699 + 567 1,701 = 795 1,319 + 412*
PVR (dynes‘s‘cme) 324 + 160 342 += 173 365 + 184 339 = 165 344 + 178 350 + 188 264 + 148*
Vo, (ml/min/m?) 127 = 29 126 = 30 128 = 32 128 = 36 127 = 31 128 = 33 132 + 48*
Do, (ml/min/m?) 311 = 88 299 + 97 310 £ 101 335 = 105 327 £ 112 385 *+ 105* 410 *+ 134*
ERo, (%) 43 + 14 42 = 15 41 = 15 38 =17 39 =16 33 = 16* 32 = 13*
a-v Do, (ml/dl) 7*2 6.8+ 2 6.7 =2 6.4+ 2 6.2 = 2* 5.9 = 2* 5.5+ 2"

Data are mean = SD. *p < 0.05 vs. before UF.
A = arterial blood; a-v Do, = arterial-venous oxygen difference; Do, = oxygen delivery; ERO, = oxygen extraction ratio; HR = heart rate; mPAP = mean arterial pulmonary
pressure; mSAP = mean systemic arterial pressure; PVR = pulmonary vascular resistances; SVR = systemic vascular resistances; UF = ultrafiltration; V = mixed venous blood;

Vo, = oxygen consumption.

During the procedure, as well as in the following 24 h,
patients showed no changes in heart rate, mean systemic
arterial pressure or systemic vascular resistance (Table 1).
Mean right atrial pressure, pulmonary wedge pressure

(Fig. 1) and pulmonary artery pressure (Table 1) progres-
sively reduced. Right atrial and pulmonary wedge pressure
reduction was parallel and on a one to one basis (Fig. 2).
Cardiac output increased at the end of the procedure and, to a
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Figure 1. Mean pulmonary wedge pressure (PWP), mean right atrial pressure (RAP), cardiac output (CO) and stroke volume (SV) before, during and after

extracorporeal ultrafiltration (UF). *p < 0.01 vs. before ultrafiltration.
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Figure 2. Right atrial pressure (RAP) versus pulmonary artery wedge
pressure (PWP) during extracorporeal ultrafiltration. Symbols (mean
[black circle] = SD [bar]) are, from right to left, data obtained before
ultrafiltration, after 1 L, 2 I, 3 LL and 4 L of ultrafiltrate, at the end and
24 h after ultrafiltration. A 1 to 1 reduction of right and left atrial pressures
suggests lowering of extracardiac constraint (see text).

greater extent, 24 h later in relation to the increase of stroke
volume (Fig. 1). Table 1 also shows the derived hemody-
namic and blood gas parameters at each of the examined
steps. No change in all these parameters occurred during
UF, whereas, at the end of the procedure and 24 h later, Po,
and hemoglobin saturation increased. This was more rele-
vant at the venous site.

Intravascular volume, as estimated by hematocrit values,
remained stable throughout the entire time of the treatment
despite the large amount of fluid removed (Fig. 3). This
indicates that a proportional volume of fluid was refilled
from the congested interstitium. Accordingly, it was possi-
ble to calculate the PRR, which progressively decreased
during UF (Fig. 3).

DISCUSSION

Our study confirms that UF is effective in removing fluid in
overhydrated patients with CHF. As previously demon-
strated (3-6,15,16), the procedure induces improvement in
respiratory function and relieves ascites and peripheral
edema. The benefits are usually obtained in a very short
time, particularly if compared with any other available
therapeutic approach. Sometimes, however, prolonged UF
treatment is required. It is known that, in most patients,
diuretic responsivity can be regained; for instance, in this
study, furosemide dosages were reduced by approximately
300% the day after UF. This is important because it allows
for maintenance, and even improvement of, the clinical
benefit achieved at the end of a single session of UF in the
days and months that follow (17). Thus, by restoring
diuresis and diuretic responsiveness, UF is able to interrupt,
and then revert, the vicious circle that leads to refractoriness.
Nevertheless, some concerns still exist in regard to the safety
of the procedure, particularly in patients with impaired
hemodynamic stability and poor cardiac functional reserve,
such as those with rCHF.
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Hemodynamic consequences of ultrafiltration. Our study
demonstrates that withdrawal by UF of more than 4 L
of plasma water over a period of a few hours can be safely
performed without detrimental hemodynamic conse-
quences. Indeed, during treatment, heart rate, systemic
arterial pressure, cardiac output and systemic vascular resis-
tances did not change, despite a progressive decline in
ventricular filling pressures. Both cardiac output and stroke
volume significantly increased at the end and, to a greater
extent, 24 h after UF. This apparent paradox indicates
that in rCHF, during UF, the heart is operating on the
horizontal part of the ventricular function curve or that
a reduction of the external work of the heart is occurring
(18,19). Indeed, because right and left heart pressures
reduce in a 1 to 1 fashion (Fig. 2) and not on a 1 to 3
basis, as usually happens when external cardiac constriction
is absent (19,20), a reduction of the extracardiac constraint,
acting on both sides of the heart, is likely. This extra-
cardiac constraint might be due to increased lung water
(6,16,17,21), pleural effusion and ascites (22). Thus, reduc-
tion in the filling pressure of both ventricles and improve-
ment in cardiac performance purely reflect the reduction of
intrathoracic pressure and the removal of its negative influ-
ence on the heart (19,23,24). Indeed, removal of the
constraining effect exerted by the overhydrated lungs on the
heart has been shown to reduce the ventricular filling
pressures and improve diastolic properties of the heart,
which means improved cardiac performance (18).

Blood gas changes induced by ultrafiltration. In addition
to central hemodynamic parameters, we also investigated
the possibility that, in reference to patients with rCHF,
biochemical compensatory mechanisms are elicited in the
periphery during UF. Before treatment, venous PO, and
hemoglobin saturation, as well as oxygen delivery, were low,
while oxygen extraction ratio and arterial-venous oxygen
difference were increased when compared with normal
subjects (13). This indicates that, when central hemody-
namic impairment occurs and oxygen delivery to peripheral
tissue reduces, activation of peripheral compensatory mech-
anisms, in order to increase oxygen extraction, takes place.
During UF, all these parameters remained stable, suggesting
either no further activation (because of hemodynamic sta-
bility) or the exhaustion of defensive homeostatic mecha-
nisms. The lack of cardiac output and mean systemic arterial
pressure worsening during the procedure did not allow us to
speculate about the exhaustion of homeostatic mechanisms
in rCHF. In contrast, at the end of the treatment, a trend
toward normalization of all these variables, parallel with
oxygen delivery increase, was observed; this implies that
compensatory mechanisms are turned off by UF.

Blood volume adjustments during ultrafiltration. Be-
cause hemodynamic worsening does not take place during
UF, refilling from the extravascular space is adequate to
replace the removed intravascular fluid, and hypovolemia is
prevented (14,25). Adequate refilling, as well as plasma
volume changes, can be easily monitored through an Ht
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Figure 3. Percent changes in plasma volume (PV) (upper) and plasma refilling rate (PRR) (lower) during extracorporeal ultrafiltration (UF). *p < 0.01 vs.
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changes evaluation. In our study, and in others as well
(6,25), Ht did not significantly change despite the large
amount of fluid that was removed. This indicates a propor-
tional shifting of water from the extravascular to the
intravascular phase. If Ht increases, it may indicate either an
insufficient refilling rate in order to compensate an exces-
sively fast fluid withdrawal or the complete removal of the
extravascular edema. In both cases, any further prolongation
of the treatment, or of the same UF speed, would cause a
possibly dangerous hypovolemia-related hypotension and a
cardiac output reduction. Hemodynamic stability, due to
plasma refilling, explains why the procedure can be per-
formed in patients with cardiogenic shock as well (4,10);
again, however, this is true only in the presence of an
extravascular edema able to warrant a sufficient refilling.
Average estimated refilling rate (Fig. 3) during UF progres-
sively declined with time, suggesting that, as extravascular
fluid volume is progressively removed, UF rate has to be

reduced. As a consequence, a close monitoring of plasma
volume changes is required during UF.

In conclusion, our data show that UF, when performed as
a kidney replacement therapy for rCHF, is a safe and
effective procedure that allows the patient to reach a rapid
clinical and hemodynamic improvement. This is associated
with intravascular volume stability, mainly due to adequate
refilling of fluid from the overhydrated interstitium. How-
ever, monitoring of intravascular volume changes is manda-
tory in order to prevent hypovolemia-related hypotension;
this can easily be performed through sequential measure-
ments of the Ht fraction.

Reprint requests and correspondence: Dr. GianCarlo Marenzi,
Centro Cardiologico Monzino, via Parea 4, 20138 Milan, Italy.

E-mail: giancarlo.marenzi@cardiologicomonzino.it.




968

Marenzi et al.
Ultrafiltration in Refractory Heart Failure

REFERENCES

10.

11.

12.

. Packer M. Neurohormonal interactions and adaptations in congestive

heart failure. Circulation 1988;77:721-30.

. Marenzi G, Grazi S, Giraldi F, et al. Interrelation of humoral factors,

hemodynamics, and fluid and salt metabolism in congestive heart
failure: effects of extracorporeal ultrafiltration. Am ] Med 1993;94:49—
56.

. Silverstein ME, Ford CA, Lysaght MJ, Henderson LW. Treatment of

severe fluid overload by ultrafiltration. N Engl ] Med 1974;291:747—
51.

. Gerhardt RE, Abdulla AM, Mach SJ, et al. Isolated ultrafiltration in

the treatment of fluid overload in cardiogenic shock. Arch Intern Med
1979;139:358-9.

. Simpson IA, Rae AP, Simpson K, et al. Ultrafiltration in the

management of refractory congestive heart failure. Br Heart ] 1986;
55:344-7.

. Rimondini A, Cipolla CM, Della Bella P, et al. Hemofiltration as a

short-term treatment for refractory congestive heart failure. Am J Med
1987;83:43-8.

. Canaud B, Leray-Moragues H, Garred LJ, et al. Slow isolated

ultrafiltration for the treatment of congestive heart failure. Am J
Kidney Dis 1996;28 Suppl 3:5S67-73.

. Lauer A, Saccaggi A, Ronco C, Belledonne M, Glabman S, Bosch JP.

Continuous arteriovenous hemofiltration in the critically ill patient:
clinical use and operational characteristics. Ann Intern Med 1983;99:

455-60.

. Gerhardt RE, Abdulla AM, Mach SJ, Hudson JB. Isolated ultrafil-

tration in the therapy of volume overload accompanying oliguric
vascular shock states. Am Heart ] 1979;98:567-71.

Francis GS, Goldsmith SR, Olivari MT, Levine TB, Cohn JN. The
neurohumoral axis in congestive heart failure. Ann Intern Med
1990;113:155-9.

Mehta RL, Hermann D. Dialysis and ultrafiltration. In: Brown DL,
editor. Cardiac Intensive Care. Philadelphia, PA: Saunders, 1998:735—
41.

Golper TA. Dialysis and hemofiltration for congestive heart failure.
In: Hosenpuud JD, Greenberg BH, editors. Congestive Heart Failure.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

JACC Vol. 38, No. 4, 2001
October 2001:963-8

New York, Berlin, Heidelberg, Hong Kong, Barcelona, Budapest:
Springer-Verlag, 1994:568—-83.

Perego GB, Marenzi GC, Guazzi M, et al. Contribution of PO,, P50,
and Hb to changes in arteriovenous O, content during exercise in
heart failure. ] Appl Physiol 1996;80:623-31.

Kirschbaum B. Comparison of indirect methods to estimate plasma
volume changes during hemodialysis. Int ] Artif Organs 1988;12:307—
13.

L’Abbate A, Emdin M, Piacenti M, et al. Ultrafiltration: a rational
treatment for heart failure. Cardiology 1989;76:384-90.

Susini G, Zucchetti MC, Bortone F, et al. Isolated ultrafiltration in
cardiogenic pulmonary edema. Crit Care Med 1990;18:14-7.
Agostoni PG, Marenzi GC, Pepi M, et al. Isolated ultrafiltration in
moderate congestive heart failure. ] Am Coll Cardiol 1993;21:424-31.
Pepi M, Marenzi GC, Agostoni PG, et al. Sustained cardiac diastolic
changes elicited by ultrafiltration in patients with moderate congestive
heart failure: pathophysiological correlates. Br Heart ] 1993;70:135—
40.

Agostoni PG, Marenzi GC, Sganzerla P, et al. Lung-heart interaction
as a substrate for the improvement in exercise capacity following body
fluid volume depletion in moderate congestive heart failure. Am J
Cardiol 1995;76:793-8.

Janicki JS. Influence of the pericardium and ventricular interdepen-
dence on left ventricular diastolic and systolic function in patients with
heart failure. Circulation 1990;81 Suppl III:I1115-20.

Agostoni PG, Guazzi M, Bussotti M, et al. Lack of improvement of
lung diffusing capacity following fluid withdrawal by ultrafiltration in
chronic heart failure. ] Am Coll Cardiol 2000;36:1600—4.

Guazzi MD, Polese A, Magrini F, Fiorentini C, Olivari MT. Negative
influences of ascites on the cardiac function of cirrhotic patients. Am J
Med 1975;59:165-70.

Butler ]. The heart is in good hands. Circulation 1985;67:1163-8.
Butler J. The heart is not always in good hands. Chest 1990;97:543~
60.

Guazzi MD, Agostoni PG, Perego GB, et al. The apparent paradox of
neurohumoral axis inhibition after body fluid volume depletion in
patients with chronic congestive heart failure and water retention. Br
Heart ] 1994;72:534-9.





