http://ccforum.com/content/4/S2/S33

Fluid management: the pharmacoeconomic dimension
Jean-Louis Vincent
Université Libre de Bruxelles, Brussels, Belgium

Received: 3 August 2000

Crit Care 2000, 4 (suppl 2):S33–S35

Published: 13 October 2000

© Current Science Ltd (Print ISSN 1364-8535; Online ISSN 1466-609X)

Abstract
Cost is a key concern in fluid management. Relatively few data are available that address the
comparative total costs of care between different fluid management regimens in particular
clinical indications. Relevant costs of fluid-associated morbidity and mortality, including
those incurred after intensive care unit or hospital discharge, also need to be considered in
evaluating the cost–benefit ratios of administered fluids. Rigorously designed
pharmacoeconomic studies are needed to delineate the costs and benefits of various
approaches to fluid management.
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The controversy surrounding choice of resuscitation fluid
owes much of its intensity and longevity to economic concerns, yet reported pharmacoeconomic data comparing
costs of various fluid regimens are remarkably limited. The
expenditures for one fluid have typically been compared
with those for another when cost data have been reported
[1–3]. These data have rarely rigorously addressed the
comparative total costs of care taking into account potential differences in outcomes such as morbidity, mortality
and length of intensive care unit or hospital stay. Consequently, the available pharmacoeconomic evidence to date
unfortunately fails to provide a solid foundation upon
which to rest clinical decision-making.
It will ultimately be necessary to define cost–benefit ratios
with specific reference to particular clinical indications and
fluid management regimens. In one randomized control
trial (RCT), for example, acute albumin administration in
hospitalized cirrhotic patients with ascites significantly
HES = hydroxyethyl starch; RCT = randomized controlled trial.

shortened hospital stay and reduced total costs of care by
nearly 60% [4]. Chronic albumin administration on an outpatient basis, however, did not afford a similarly favourable
cost–benefit ratio.
Albumin stands centre stage in the debate over fluid
management costs. This natural colloid has been reported
to account for a substantial fraction of the pharmacy
budget at some hospitals. Some clinical investigations
have failed to provide evidence of significant patient
benefit associated with albumin administration [5–8].
Such lack of benefit coupled with the comparatively high
unit dose cost of this colloid has often prompted calls for
the abandonment of albumin in fluid management. The
RCTs of albumin administration reported to date have
nevertheless typically involved quite small numbers of
patients and were accordingly statistically underpowered
to detect differences in clinically relevant endpoints such
as morbidity, mortality and length of stay.
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Indeed, not a few studies have revealed significant differences favouring albumin in these clinically relevant endpoints. A recent RCT of patients with cirrhosis and
spontaneous bacterial peritonitis has attracted considerable notice in this regard [9]. Both mortality and incidence
of renal impairment were significantly reduced by albumin
administration. The incidence of renal impairment or
severe hyponatraemia in an earlier RCT of cirrhotic
patients with tense ascites was significantly lower in
patients treated by therapeutic paracentesis with versus
without albumin infusion [10]. Development of either or
both of these complications was significantly predictive of
higher actuarial mortality rate.
Such differences favouring albumin are not restricted to
cirrhosis. Addition of albumin to the priming solution in a
RCT of patients undergoing cardiopulmonary bypass
surgery was associated with a significant 34% reduction
in mediastinal blood loss during the first 12 h postoperatively [11]. Furthermore, substitution of hydroxyethyl starch
(HES) for albumin as the cardiopulmonary bypass priming
fluid in a retrospective case–control study involving 288
patients, intended as a cost-saving measure, was associated with a dose-dependent increase in incidence of
haemorrhage [12]. The US$3458 median unadjusted hospital cost associated with treatment of haemorrhage in
these patients was far greater than the difference in cost
between HES and albumin.
Hypovolaemic and septic shock, gastrointestinal surgery
and hypoalbuminaemia are additional indications in which
RCTs have provided evidence of significant benefit due to
albumin administration. The incidence of pulmonary
oedema, based upon radiographic evidence, was significantly four-fold greater for the saline than either the
albumin or HES groups in a RCT of 26 patients with hypovolaemic and septic shock [13]. The severity of intestinal
oedema during gastrointestinal surgery in a RCT of 18
patients was significantly less among recipients of albumin
than of either Ringer’s lactate or HES [14]. The total
number of complications among 61 hypoalbuminaemic
patients enrolled in a RCT of albumin supplementation
was significantly greater by 136% in control than albumin
patients, and the number of control patients experiencing
complications was significantly greater by 44% [15]. Furthermore, the numbers of control patients developing septicaemia and pneumonia were significantly greater than
those of the albumin group.

Another factor that needs to be considered is the time
horizon for assessing total costs of care. Delayed morbidity and mortality occurring after discharge might contribute
substantially to the total costs of care, although such
added costs have seldom been addressed in clinical
investigations thus far. In the RCT of Sort et al [9], for
instance, the total hospital mortality rate for both the
albumin and control groups together was 19%. An additional 13% of patients had, however, died by 3 months.
Delayed severe persistent pruritus, most commonly manifested as pruritic crisis, has been reported in 32% of
patients receiving extended HES treatment [16]. Such
pruritus was encountered, on average, 25 days after commencement of treatment, and pruritus developed in the
majority of patients after HES administration was discontinued. The repercussions of fluid therapy may extend to
even longer time periods. In a renal transplantation study
of 438 patients, for instance, intraoperative albumin
administration was associated with a dose-dependent
reduction in frequencies of delayed or absent perioperative graft function and a significantly higher graft survival
rate at 1 year postoperatively [17]. Late morbidity and
mortality after discharge from the intensive care unit or
hospital can clearly impose additional costs that should be
taken into account.
The current pharmacoeconomic picture of fluid management is very far from complete. There is little doubt that
further studies are needed to establish the cost–benefit
ratio of particular fluid administration regimens in specified
clinical indications. The focus of such studies needs to be
on the total costs of care.

References
1.
2.

3.

4.

5.
6.
7.

The unanswered question, of course, is the extent to
which such differences in morbidity would affect the
cost–benefit ratio of albumin. At a minimum, however,
these differences suggest that, in certain indications and
with certain administration regimens, the benefits of
albumin may well justify its costs.

8.
9.

Palanzo DA, Parr GV, Bull AP, et al: Hetastarch as a prime for cardiopulmonary bypass. Ann Thorac Surg 1982, 34:680–683.
Sade RM, Stroud MR, Crawford FA, et al: A prospective randomized
study of hydroxyethyl starch, albumin, and lactated Ringer’s solution as priming fluid for cardiopulmonary bypass. J Thorac Cardiovasc Surg 1985, 89:713–722.
Tølløfsrud S, Svennevig JL, Breivik H, et al: Fluid balance and pulmonary functions during and after coronary artery bypass surgery:
Ringer’s acetate compared with dextran, polygeline, or albumin.
Acta Anaesthesiol Scand 1995, 39:671–677.
Gentilini P, Casini-Raggi V, Di Fiore G, et al: Albumin improves the
response to diuretics in patients with cirrhosis and ascites:
results of a randomized, controlled trial. J Hepatol 1999, 30:639–
645.
Lowe RJ, Moss GS, Jilek J, Levine HD: Crystalloid vs colloid in the
etiology of pulmonary failure after trauma: a randomized trial in
man. Surgery 1977, 81:676–683.
Metildi LA, Shackford SR, Virgilio RW, Peters RM: Crystalloid versus
colloid in fluid resuscitation of patients with severe pulmonary
insufficiency. Surg Gynecol Obstet 1984, 158:207–212.
Foley EF, Borlase BC, Dzik WH, Bistrian BR, Benotti PN: Albumin
supplementation in the critically ill. A prospective, randomized
trial. Arch Surg 1990, 125:739–742.
Boldt J, Muller M, Mentges D, Papsdorf M, Hempelmann G: Volume
therapy in the critically ill: is there a difference? Intensive Care
Med 1998, 24:28–36.
Sort P, Navasa M, Arroyo V, et al: Effect of intravenous albumin on
renal impairment and mortality in patients with cirrhosis and
spontaneous bacterial peritonitis. N Engl J Med 1999, 341:403–
409.

http://ccforum.com/content/4/S2/S33

10. Ginès P, Titó L, Arroyo V, et al: Randomized comparative study of
therapeutic paracentesis with and without intravenous albumin in
cirrhosis. Gastroenterology 1988, 94:1493–1502.
11. Videm V, Fosse E, Svennevig JL: Platelet preservation during coronary bypass surgery with bubble and membrane oxygenators:
effect of albumin priming. Perfusion 1993, 8:409–415.
12. Herwaldt LA, Swartzendruber SK, Edmond MB, et al: The epidemiology of hemorrhage related to cardiothoracic operations. Infect
Control Hosp Epidemiol 1998, 19:9–16.
13. Rackow EC, Falk JL, Fein IA, et al: Fluid resuscitation in circulatory
shock: a comparison of the cardiorespiratory effects of albumin,
hetastarch, and saline solutions in patients with hypovolemic and
septic shock. Crit Care Med 1983, 11:839–850.
14. Prien T, Backhaus N, Pelster F, et al: Effect of intraoperative fluid
administration and colloid osmotic pressure on the formation of
intestinal edema during gastrointestinal surgery. J Clin Anesth
1990, 2:317–323.
15. Brown RO, Bradley JE, Bekemeyer WB, Luther RW: Effect of
albumin supplementation during parenteral nutrition on hospital
morbidity. Crit Care Med 1988, 16:1177–1182.
16. Gall H, Kaufmann R, von Ehr M, Schumann K, Sterry W: Persistierender Pruritus nach Hydroxyäthylstärke-Infusionen: retrospektive
Langzeitstudie an 266 Fällen. Hautarzt 1993, 44:713–716.
17. Dawidson IJ, Sandor ZF, Coorpender L, et al: Intraoperative albumin
administration affects the outcome of cadaver renal transplantation. Transplantation 1992, 53:774–782.

Author affiliation: Department of Intensive Care, Université Libre de
Bruxelles, Brussels, Belgium
Correspondence: Jean-Louis Vincent, MD, PhD, FCCM, Head,
Department of Intensive Care, Hôpital Erasme, Université Libre de
Bruxelles, Route de Lennik 808, B-1070 Brussels, Belgium.
Tel: +32 2 555 3380; fax: +32 2 555 4555;
e-mail: jlvincen@ulb.ac.be

