
J Physiol 587.5 (2009) pp 1131–1139 1131

Acute volume expansion preserves orthostatic tolerance
during whole-body heat stress in humans
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Whole-body heat stress reduces orthostatic tolerance via a yet to be identified mechanism(s).
The reduction in central blood volume that accompanies heat stress may contribute to this
phenomenon. The purpose of this study was to test the hypothesis that acute volume expansion
prior to the application of an orthostatic challenge attenuates heat stress-induced reductions
in orthostatic tolerance. In seven normotensive subjects (age, 40 ± 10 years: mean ± s.d.),
orthostatic tolerance was assessed using graded lower-body negative pressure (LBNP) until
the onset of symptoms associated with ensuing syncope. Orthostatic tolerance (expressed in
cumulative stress index units, CSI) was determined on each of 3 days, with each day having a
unique experimental condition: normothermia, whole-body heating, and whole-body heating
+ acute volume expansion. For the whole-body heating + acute volume expansion experimental
day, dextran 40 was rapidly infused prior to LBNP sufficient to return central venous pressure
to pre-heat stress values. Whole-body heat stress alone reduced orthostatic tolerance by ∼80%
compared to normothermia (938 ± 152 versus 182 ± 57 CSI; mean ± s.e.m., P < 0.001). Acute
volume expansion during whole-body heating completely ameliorated the heat stress-induced
reduction in orthostatic tolerance (1110 ± 69 CSI, P < 0.001). Although heat stress results in
many cardiovascular and neural responses that directionally challenge blood pressure regulation,
reduced central blood volume appears to be an underlying mechanism responsible for impaired
orthostatic tolerance in the heat-stressed human.
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The ability of the cardiovascular system to maintain
arterial blood pressure during orthostatic stress is critical.
Numerous investigations have demonstrated that during
whole-body heat stress, one’s ability to maintain arterial
blood pressure and, ultimately, cerebral blood flow, in
the face of an orthostatic challenge is impaired during
perturbations such as upright tilting (Lind et al. 1968;
Wilson et al. 2002b), gravitational acceleration (Allan
& Crossley, 1972) and lower-body negative pressure
(LBNP) (Johnson et al. 1973; Cui et al. 2004b; Wilson
et al. 2006). Under such conditions, the maintenance
of arterial blood pressure is dependent on the ability
of the cardiovascular system to increase total peripheral
resistance and attenuate the reduction in cardiac output,
despite the relative displacement of blood from the central
circulation (Crandall et al. 2008). While selected studies
have investigated acute countermeasures to attenuate heat

stress-induced reductions in orthostatic tolerance, such as
acute skin surface cooling (Wilson et al. 2002b) and supra-
systolic leg cuff occlusion during head-up tilt (Lind et al.
1968), the precise mechanisms causing this reduction in
tolerance have not been fully elucidated.

Whole-body heating, itself, results in multiple cardio-
vascular and neural adjustments, including increased
cardiac output (Rowell et al. 1969; Minson et al. 1998,
1999; Wilson et al. 2007), marked decreases in cutaneous
vascular resistance (Lewis & Pickering, 1931; Johnson
& Proppe, 1996), splanchnic vasoconstriction (Rowell
et al. 1971; Minson et al. 1999) and increased muscle
sympathetic nerve activity (Niimi et al. 1997; Crandall
et al. 1999a; Yamazaki et al. 2003; Cui et al. 2004a; Keller
et al. 2006a). These responses occur in a coordinated
effort to redistribute cardiac output to the cutaneous
circulation to aid in appropriate heat dissipation (i.e.
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body temperature regulation). Despite the large decrease
in cutaneous vascular resistance and consequent decrease
in total peripheral resistance during whole-body heat
stress (Rowell et al. 1969, 1970, 1971; Wilson et al. 2007),
arterial blood pressure is well-maintained or only slightly
decreased in supine individuals (Rowell et al. 1969, 1970,
1971; Johnson et al. 1973; Wilson et al. 2007).

An orthostatic challenge results in many directionally
similar reflex-mediated cardiovascular responses,
including vasoconstriction of non-cutaneous vascular
beds (Fadel et al. 2004) and increased muscle sympathetic
nerve activity (Fu et al. 2004b; Convertino et al. 2006).
While increased heart rate is classically observed in
response to orthostatic challenge, cardiac output is often
decreased as a result of diminished stroke volume (Levine
et al. 1991; Harms et al. 2003; Fu et al. 2004a, 2005). To
that end, another hallmark response to whole-body heat
stress in humans is a reduction in indices of ventricular
filling pressures (Rowell et al. 1969; Minson et al. 1998,
1999; Wilson et al. 2007; Crandall et al. 2008) and a
concomitant decrease in central blood volume (Crandall
et al. 2008). Although these reductions in ventricular
filling pressures and central blood volume are the result of
normal thermoregulatory responses, they may ultimately
play a principal role in diminished orthostatic tolerance
during whole-body heat stress. When an orthostatic
challenge is imposed upon a heat-stressed individual,
the competition between adequate thermoregulatory
responses and the maintenance of arterial pressure
may overwhelm the cardiovascular system by way of
inadequate cardiac filling.

Although factors such as impaired arterial baroreflex
control of blood pressure (Crandall, 2000) and impaired
cutaneous vasoconstrictor responsiveness (Wilson et al.
2002a) during whole-body heating may contribute to
impaired orthostatic tolerance, the additive effects of
orthostatic challenge and heat stress on central blood
volume is likely to be instrumental in the development
of heat stress-induced orthostatic intolerance. Therefore,
the aim of this study was to test the hypothesis that acute
volume expansion preserves orthostatic tolerance during
whole-body heat stress in humans.

Methods

Seven individuals (5 men and 2 women) voluntarily
participated in the investigation (age, 40 ± 10 years;
height, 175 ± 12 cm; mass, 79 ± 8 kg; mean ± S.D.). All
procedures conformed to the standards set by the
Declaration of Helsinki. Each subject signed an informed
consent that was approved by the institutional review
boards of the University of Texas Southwestern Medical
Center and Presbyterian Hospital of Dallas. Prior to
participation, all subjects were familiarized with the

testing protocols. Subjects were healthy, non-smokers, free
of known cardiovascular and respiratory diseases, and
not using prescription or over-the-counter medications.
Subjects were advised to not consume alcohol for 24 h
before any of the scheduled experiments. Subjects were
also asked to refrain from consuming caffeinated beverages
for the 12 h period prior to the scheduled experiments.

Instrumentation

At the beginning of each experimental day, subjects
were dressed in a tube-lined perfusion suit enabling
the control of skin and core temperature (T core) via
changing the temperature of the water perfusing the
suit. T core was measured using a telemetry temperature
pill swallowed 2–3 h before data collection (HQ Inc.,
Palmetto, FL, USA). Whole-body mean skin temperature
(T sk) was measured from the electrical average of six
thermocouples (Taylor et al. 1989) fixed to the skin
with porous adhesive tape. Non-invasive measures of
arterial blood pressure were continuously obtained using
finger cuff photoplethysmography (Finometer Pro, FMS,
Amsterdam, the Netherlands). Arterial blood pressure
was also measured by auscultation of the brachial artery
(Tango, Suntech Medical Instruments, Raleigh, NC, USA).
Brachial artery blood pressure was used for data analysis
while measures from the Finometer were used to monitor
beat-to-beat blood pressure to aid in the detection of
ensuing syncope. Heart rate was collected from an electro-
cardiogram (ECG) signal (Agilent, Munich, Germany)
interfaced with a cardiotachometer (1 000 Hz sampling
rate, CWE, Ardmore, PA, USA). A laser Doppler flowmeter
probe (Perimed, North Royalton, OH, USA) was placed
on dorsal forearm skin midway between the wrist and the
elbow on the forearm not exposed to the tube-lined suit.

On experimental day 1, subjects were instrumented
with a central venous catheter advanced into the
superior vena cava via the basilic vein. Adequate position
of the catheter was established using the following criteria:
(1) distance the catheter was advanced into the body,
(2) adequate pressure waveforms, and (3) rapid rise and
fall in venous pressure in response to Valsalva and Mueller
manoeuvres, respectively. The catheter was connected to
a pressure transducer and zero-referenced to the mid-
axillary line. The catheter remained in each subject for
three consecutive days and was removed upon completion
of experimental day 3. Each day, following all experimental
testing procedures, the catheter was filled with heparinized
saline. At the beginning of each experimental day, the
specific gravity of the subject’s urine was determined using
a digital refractometer. If the specific gravity for a given
subject was greater than 1.020, the subject consumed a
small amount of water, and urine specific gravity was
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re-tested at 30 min intervals until specific gravity was
below this threshold.

Orthostatic tolerance testing (LBNP)

Orthostatic tolerance was determined using graded LBNP
testing. Beginning at −20 Torr, 3 min stages of LBNP were
applied, progressing by−10 Torr for each subsequent stage
(i.e. −20, −30, −40, −50 Torr, etc.). Test termination was
based upon the following criteria: continued self-reporting
by the subject of feeling faint or feeling like he/she
could no longer tolerate LBNP, pallor, diaphoresis, rapid
and progressive decrease in blood pressure resulting in
systolic blood pressure being less than 70 mmHg, and/or
relative bradycardia accompanied with narrowing of pulse
pressure. Typically, a combination of the aforementioned
conditions was observed at the cessation of the tolerance
test with a reduction in pulse pressure along with relative
bradycardia being the most common conditions.

If subjects endured to −100 Torr, that stage continued
until subjects presented with symptoms of ensuing
pre-syncope. The total time of each test was measured
and used to determine a cumulative stress index (CSI).
CSI was calculated by summing the product of the
negative pressure and duration, in minutes and fraction
of minutes, at each stage of negative pressure (e.g.,
20 Torr × 3 min + 30 mmHg × 3 min + 50 mmHg ×
3 min, etc.) until the test was terminated.

Experimental protocol

All testing was conducted in the morning of each
experimental day. Furthermore, for each experimental day
the subject was supine for a similar duration between
experimental days such that each LBNP challenge was
performed at approximately the same time between
the three testing days. Experimental day 3 was always
the volume expansion day, while experimental days 1
and 2 were randomized between normothermia and
whole-body heating days. This design was chosen to
eliminate any potential long-term effects (i.e. greater than
24 h) of dextran infusion on the obtained data.

Normothermia day. Water at 34◦C was perfused through
the tube-lined water perfusion suit for baseline data
collection and throughout LBNP testing.

Whole-body heating day. Following ∼1 h exposure to
34◦C water (and baseline data collection), ∼48◦C water
was perfused through the suit sufficient to increase
T core by ∼1.5◦C. As T core approached this temperature, the
temperature of the water perfusing the suit was decreased
to ∼44◦C to attenuate further increases in T core. Upon

achieving an increase in T core of 1.5◦C, pre-LBNP baseline
data were obtained followed by the LBNP challenge.

Heat stress plus volume expansion day. The protocol
for this day was identical to the whole-body heating day.
However, after achieving an increase in T core of ∼1.3◦C, a
rapid infusion of 500 ml warmed dextran 40 (n = 6) was
administered followed by saline (if necessary) until central
venous pressure returned to the value prior to heat stress.
One to two minutes prior to dextran 40 infusion, 20 ml
of dextran 1 (Promit) was administered intravenously as
a prophylaxis for anaphylactic reactions associated with
the infusion of dextran 40 (Ljungstrom et al. 1993).
The infusion rate of the dextran was approximately
40 ml min−1. In an effort to avoid potential ‘overshoot’ of
central venous pressure, the rate of dextran infusion was
reduced as central venous pressure approached pre-heat
stress values. In one subject, 500 ml of dextran was not
necessary to restore central venous pressure. In two sub-
jects, the infusion of 500 ml of dextran did not completely
restore central venous pressure to pre-heat stress values.
In these subjects, saline was administered at a similar rate
(i.e. ∼40 ml min−1) for a few additional minutes after the
completion of the dextran infusion. In all subjects, once
central venous pressure reached pre-heat stress values, the
rate of saline infusion was reduced to a minimal drip.
One subject (the first trial) received saline only to return
central venous pressure to pre-heat stress values. However,
the volume of saline required to restore (and maintain)
central venous pressure prior to LBNP testing was greater
than 2 l (however, this subject’s orthostatic tolerance was
similarly improved following saline infusion compared to
the remaining 6 subjects). In an effort to minimize the total
infused volume, the remaining subjects were given dextran
as the ‘priming’ dose to restore central venous pressure
(dextran stays in the vascular space more effectively than
saline). Based upon preliminary observations, each bag of
dextran and saline was heated such that the temperature
of the solution at the end of the catheter was ∼39◦C.
Warming these solutions eliminated any potential effect
of cooling the subject during the infusion. The LBNP
tolerance test began following cessation of rapid volume
infusion and after central venous pressure plateau for
∼3 min.

Data analysis

Steady-state haemodynamic and thermal variables were
determined from 45 s averages during normothermic
and whole-body heating conditions, as well as during
the final minute of respective LBNP stages. CSI was
determined for LBNP tolerance tests on each experimental
day. Cutaneous vascular conductance was calculated as
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the ratio of laser-Doppler flux and the difference between
mean arterial blood pressure and central venous pressure.

Statistical analysis

Comparison of orthostatic tolerance, as measured via
CSI, between experimental days was evaluated using a
one-way ANOVA with repeated measures. The probability
of tolerating a given stage of LBNP during the graded
orthostatic tests was compared between experimental
days using Kaplan–Meier survival analysis with log-rank
tests (analysis of ‘survival,’ i.e., ‘tolerance probability,’
was considered the stage during which each subject
presented with pre-syncopal symptoms). Comparisons of
steady-state physiological variables between experimental
conditions during respective normothermic baseline
conditions were made using a one-way ANOVA
with repeated measures. When the assumptions of
normality were not met, non-parametric analyses
were used. Comparisons of the effect of whole-body
heating (normothermia versus heat stress) between
whole-body heating experimental day and volume
expansion experimental day after dextran infusion, but
prior to LBNP, were made using a two-way ANOVA
with repeated measures. Comparisons of steady-state
physiological variables during whole-body heating prior
to dextran infusion were not included in the statistical
comparison between experimental heat stress days because
prior to dextran administration internal temperature
was lower during the volume infusion day relative to
the whole-body heat stress day (see protocol above).
However, separate one-way repeated measures ANOVA
was used to illustrate the effect of dextran infusion
on the volume expansion day (i.e., normothermic, heat
stress pre- and post-volume infusion conditions). Post
hoc pairwise multiple comparisons were made using
Holm–Sidak analysis. Student’s paired t test was used to
compare cutaneous vascular conductance prior to and
following dextran infusion during heat stress. Statistical
significance was set at P < 0.05. Unless noted, data are
reported as means ± S.E.M.

Results

Cardiovascular and thermal variables immediately
prior to LBNP

Heat stress caused similar increases in T core (∼1.5◦C)
on the whole-body heating and the volume expansion
day, compared to respective normothermic conditions
(P < 0.001). Furthermore, whole-body heating was
accompanied by an increase in heart rate (∼44 bpm,
P < 0.001) on both heat stress days, while mean arterial
pressure was unchanged by heat stress. Central venous

pressure was similar during normothermic baseline on
both heat stress days (see Table 1), while heat stress
decreased this variable ∼4.3 mmHg (P < 0.001).

Cardiovascular and thermal variables on heat stress
plus volume expansion day

Prior to the infusion of dextran, whole-body heating
reduced central venous pressure from 7.5 ± 1.2 mmHg
during normothermic baseline to 3.2 ± 0.7mmHg
(P < 0.001, see Fig. 1). Infusion of dextran restored
central venous pressure (8.1 ± 1.1 mmHg) to values
similar to that observed during normothermic baseline
(P = 0.64). Mean arterial pressure was unchanged
throughout the experimental protocol, including dextran
infusion (P = 0.70). Furthermore, systolic (P = 0.230)
and diastolic (P = 0.11) blood pressures were also
unchanged throughout the experimental protocol.
Heart rate was increased from normothermic baseline
(59 ± 3 beats min−1) during whole-body heating
(100 ± 5 beats min−1, P < 0.001). There was no further
increase in heart rate following dextran infusion
(106 ± 8 beats min−1, P = 0.62).

Heat stress increased T core from 36.8 ± 0.1◦C during
normothermic baseline to 38.2 ± 0.1◦C (P < 0.001).
Following dextran infusion and prior to LBNP, T core had
further increased to 38.4 ± 0.1◦C (P < 0.001). Cutaneous
vascular conductance increased during heat stress
(141 ± 5 mmHg−1) compared to normothermic baseline
(22 ± 2 AU mmHg−1, P < 0.001). Following infusion of
dextran, cutaneous vascular conductance was further
increased (161 ± 7 AU mmHg−1, P < 0.001).

Figure 2 depicts mean arterial pressure, heart rate
and central venous pressure during each condition (i.e.
baseline, heat stress, volume infusion, LBNP stage, etc.)
on all three experimental days for three representative
subjects. Thermal and hemodynamic responses during
LBNP were not statistically analysed due to the large
discrepancy between the LBNP stages completed for each
subject between experimental days.

Orthostatic tolerance testing between
experimental days

On the normothermic experimental day, the group
average orthostatic tolerance was 988 ± 152 CSI.
Orthostatic tolerance was markedly reduced on the
whole-body heating experimental day (182 ± 57 CSI)
compared to normothermic day values (P < 0.001). As
hypothesized, orthostatic tolerance was restored on the
volume expansion day (1110 ± 69 CSI, see Fig. 3A) despite
similar increases in T core between heat stress days (i.e.
whole-body heating day and heat stress plus volume
expansion day; see Table 1).
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Table 1. Group averaged variables between experimental days

Whole-body heating day Volume expansion day

Normothermia day NT baseline preLBNP NT baseline preLBNP

Heart rate (bpm) 58 ± 3 59 ± 3 99 ± 7∗ 59 ± 3 106 ± 8∗

SBP (mmHg) 112 ± 4 110 ± 4 114 ± 4 110 ± 6 116 ± 5
DBP (mmHg) 68 ± 3 70 ± 4 62 ± 4 65 ± 3 61 ± 1
MAP (mmHg) 83 ± 3 83 ± 4 79 ± 2 80 ± 3 79 ± 3
CVP (mmHg) 6.6 ± 0.9 6.7 ± 0.8 2.4 ± 1.0∗ 7.5 ± 1.2 8.1 ± 1.1†
Core temp (◦C) 36.9 ± 0.1 36.9 ± 0.1 38.4 ± 0.1∗ 36.8 ± 0.1 38.4 ± 0.1∗

Skin temp (◦C) 34.5 ± 0.1 34.5 ± 0.2 38.4 ± 0.1∗ 34.6 ± 0.1 38.6 ± 0.2∗

Skin blood flux (AU) 15 ± 3 14 ± 2 93 ± 10∗ 17 ± 1 114 ± 7∗†
CVC (AU (100/mmHg)–1) 20 ± 4 18 ± 2 120 ± 10∗ 25 ± 2 161 ± 7∗†

SBP, systolic blood pressure; DBP, diastolic blood pressure; MAP, mean arterial pressure; CVP, central venous pressure;
CVC, cutaneous vascular conductance. ∗Significantly different from respective normothermic (NT) baseline. †Significantly
different from preLBNP of the whole-body heating day. P < 0.05.

The tolerance probability curve for LBNP was
significantly different on the whole-body heating
experimental day (mean survival LBNP 35.7 Torr; 26.3 and
45.1 lower and upper 95% confidence intervals) compared
to both the normothermic (mean survival LBNP 77.1 Torr;
66.9 & 87.4 lower and upper 95% confidence intervals)
and volume expansion experimental days (mean survival
LBNP 87.1 Torr; 81.5 and 92.7 lower and upper 95%
confidence intervals) (see Fig. 3B, P < 0.05).

Discussion

The primary finding from this investigation is that
during heat stress, acute volume expansion completely
reversed heat stress-induced reductions in orthostatic
tolerance. Passive whole-body heat stress, to the extent
utilized in this investigation (�T core ∼1.5◦C), markedly
reduced orthostatic tolerance compared to normothermic
conditions (∼80% reduction based upon the CSI, see
Fig. 3A). Despite the potential for multiple central
and peripheral mechanisms to contribute to reduced
orthostatic tolerance during heat stress, restoration of
central venous pressure and presumably, central blood
volume, can entirely compensate for reduced orthostatic
tolerance during heat stress.

During whole-body heat stress, the ability to maintain
cerebral perfusion during orthostatic challenge is impaired
(Wilson et al. 2006). While heat stress-induced reductions
in orthostatic tolerance have been demonstrated using
multiple experimental models, such as upright tilting
(Lind et al. 1968; Wilson et al. 2002b), gravitational
acceleration (Allan & Crossley, 1972) and lower-body
negative pressure (LBNP) (Johnson et al. 1973; Cui et al.
2004b; Wilson et al. 2006), the underlying mechanisms
for this intolerance remain unclear. Lind et al. (1968)
investigated the hypothesis that heat stress-induced
reductions in orthostatic tolerance were due to excessive

pooling of blood in the legs during these combined
stressors. This was accomplished by inflating cuffs placed
on the thighs to super-systolic pressures in heat-stressed
subjects prior to and throughout an orthostatic challenge.
Despite prevention of blood pooling in the lower limbs
via this cuff inflation, orthostatic tolerance remained
impaired relative to without cuff inflation. They concluded
that pooling of blood in the legs was not the primary
mechanism for heat-induced reductions in orthostatic
tolerance. Although those findings do not discount
the role of increased leg blood volume in adversely
affecting the maintenance of arterial blood pressure
during all conditions, they do support the idea that other
mechanisms may contribute to orthostatic intolerance in
the heat-stressed human. Furthermore, it remains possible
that excessive pooling of blood in other dependent vascular
beds (e.g. the splanchnic and/or cutaneous vasculature)
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Figure 1. Group averaged (± S.E.M.) central venous pressure
(CVP) during normothermia (Baseline), heat stress and heat
stress plus volume expansion (Infusion) prior to lower-body
negative pressure on the volume expansion day
∗Significantly different from baseline and infusion (P < 0.05).
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contributes to reduced orthostatic tolerance during heat
stress. The application of LBNP in the supine position does
not result in the same hydrostatic gradient distribution
as exposure to upright tilting (i.e. the gradient produced
by LBNP is specific to the waist seal and below and
is not graded, but equal across the entire lower body)
(Taneja et al. 2007). Although there are obvious differences
between the orthostatic challenges utilized in the
present study and the work of Lind et al., findings from the
current study demonstrate the importance of the resulting
central pressure and, presumably central blood volume, on
orthostatic tolerance during heat stress.

Wilson et al. (2002b) used acute skin surface cooling in
otherwise heat-stressed humans as a potential counter-
measure to heat stress-induced orthostatic intolerance
and demonstrated improved orthostatic tolerance in
some subjects. Increases in central venous pressure, and
presumably central blood volume (Cui et al. 2005),
accompanying skin surface cooling may be the primary
mechanism for improved tolerance in those subjects.
However, the extent to which skin surface cooling altered
central venous pressure and central blood volume of the
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Figure 2. Responses from three representative subjects on each experimental day
NT, normothermia day; WBH, whole-body heating day; DXT, heat stress plus volume expansion day. The data depict
responses from the LBNP stage prior to the final LBNP stage that resulted in syncopal symptoms and subsequent
cessation of the LBNP challenge. MAP, mean arterial pressure; HR, heart rate; CVP, central venous pressure. LBNP,
lower-body negative pressure.

heat-stressed individuals investigated by Wilson et al.
is unknown. Wilson and colleagues did not perform a
true orthostatic tolerance test, but rather used 10 min
of head-up tilt during combinations of normothermic
and heat stress conditions, both with and without acute
skin surface cooling. In the current study, orthostatic
tolerance tests were not limited by a pre-determined
test time, but were continued until each subject
presented with signs of ensuing syncope. Furthermore,
the mechanisms by which orthostatic tolerance was
improved between the current study and the work of
Wilson et al. (2002b) may be different. Skin surface
cooling of the heat-stressed individual reduced cutaneous
vascular conductance prior to upright tilt. In the
current study, cutaneous vascular conductance was
increased by acute volume expansion of the heat-stressed
individual, similar to previous findings by Crandall et al.
(1999b) who demonstrated increased cutaneous vascular
conductance following saline infusion in otherwise
heat-stressed individuals. This observation demonstrates
clear differences in the contribution of different vascular
beds and, potentially, differing neural adjustments
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between skin surface cooling and acute volume expansion
as countermeasures to heat stress-induced orthostatic
intolerance.

It is well-established that in hypovolaemic conditions
induced by spaceflight (Bungo et al. 1985) and
prolonged bed rest (Haruna et al. 1998), as well as
during dehydration (Harrison et al. 1986; Davis &
Fortney, 1997), restoration of blood volume improves
orthostatic tolerance. Furthermore, it has been shown
that plasma volume positively correlates and pre-
dicts time to presyncope during LBNP (Ludwig &
Convertino, 1994). The current investigation extends
these observations to the acute, central hypovolaemia
induced by whole body heating. Therefore, despite
the marked redistribution of cardiac output to the
cutaneous vasculature during whole-body heating, as well
as other physiological factors such as impaired baroreflex
function and impaired cutaneous vascular vasoconstrictor
responsiveness observed during whole-body heating, it
appears that the decrease in central blood volume and
central venous pressure related to whole-body heat stress is
likely to be a key variable in the accompanying orthostatic
intolerance.

In the current study, the effect of acute volume
expansion on total peripheral resistance and cardiac
output was not assessed. Therefore, future studies
are warranted to examine the precise cardiovascular
mechanisms (e.g. preservation of cardiac output and/or
elevated total peripheral resistance) responsible for
the restored blood pressure and orthostatic tolerance
following acute volume expansion in heat-stressed
subjects.

Other factors, such as impaired arterial baroreflex
control of blood pressure (Crandall, 2000) and impaired
cutaneous vasoconstrictor responsiveness (Wilson et al.
2002a) observed during whole-body heating have
been proposed as potential contributors to the heat
stress-induced reduction in orthostatic tolerance. Crandall
(2000) demonstrated reduced maximal gain of the
carotid-vasomotor function curve in heat-stressed
subjects, while carotid-cardiac baroreflex function was
not appreciably changed in that study. Considering that
during passive whole-body heat stress, the fraction of
cardiac output directed to the cutaneous vasculature can
exceed 50% of the prevailing cardiac output (Rowell et al.
1969), a relative lack of carotid baroreflex control of the
cutaneous sympathetic nerves and associated cutaneous
vasculature (Wallin et al. 1975; Crandall et al. 1996)
may be fundamental in the reduced carotid-vasomotor
reflex, although the carotid baroreflex may exhibit
some dynamic control of the cutaneous vasculature
(Keller et al. 2006b). Furthermore, diminished cutaneous
vasoconstrictor responsiveness has been proposed as a
potential contributor to reduced orthostatic tolerance
during heat stress (Wilson et al. 2002a). Together, both

diminished arterial baroreflex function associated with
heat stress and reduced cutaneous vascular responsiveness
may pose significant challenges to the cardiovascular
system during combined heat stress and orthostatic
challenge. However, the present data clearly demonstrate
that restoration of central venous pressure, and
presumably central blood volume, can overcome these
and, perhaps, other factors associated with heat stress
that contribute to heat stress induced orthostatic
intolerance.
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Figure 3. Cumulative stress index and tolerance probability
curves
A, group averaged (± S.E.M.) cumulative stress index (CSI) as a
quantitative measure of orthostatic tolerance during graded
lower-body negative pressure on each experimental day. NT,
normothermia day; WBH, whole-body heating day; DXT, heat stress
plus volume expansion day. ∗Significantly different from NT and DXT
days (P < 0.05). B, ‘Tolerance probability’ curves for each experimental
day. Tolerance probability for each stage of lower body negative
pressure (LBNP) depicted as a ratio of subjects that completed the
respective stage of LBNP; ∗significantly different from NT and DXT days
(P < 0.05).

Limitations

The effect of volume infusion on central blood volume
was not directly assessed; rather, central venous pressure
was used as a marker of the volume load administered. It
is recognized that changes in central blood volume and
central venous pressure are not consistently proportional,
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as the linearity of the relationship between these variables
has been questioned (Marik et al. 2008). However, the
direction of the relationship is positive in nature; that
is, increases in central venous pressure are accompanied
by increases in central blood volume. Volume infusion
restored central venous pressure to pre-heat stress values
prior to the application of LBNP during whole-body
heating. This approach was chosen so that each subject had
a reference marker (pre-heat stress baseline central venous
pressure) reflective of the volume load administered.
It is possible that whole-body heat stress altered the
central venous pressure–volume relationship so that a
given central blood volume resulted in a different venous
pressure. Therefore, it remains possible that acute volume
expansion used in this study resulted in a relative volume
over- or under-expansion compared to normothermic
conditions. Regardless, the restoration of orthostatic
tolerance observed following dextran infusion clearly
demonstrates the importance of the central reservoir
in the development of heat stress-induced orthostatic
intolerance. Future studies to assess the relationship
between changes in central blood volume and central
venous pressure in heat-stressed individuals may help to
better understand underlying mechanisms responsible for
the improved orthostatic tolerance following acute volume
expansion.

In summary, heat stress-induced reductions in
orthostatic tolerance were ameliorated following
restoration of central venous pressure using acute
infusion of dextran prior to orthostatic testing. Such
a finding demonstrates the importance of central
venous pressure and presumably, central blood
volume, on the development of heat stress-induced
orthostatic intolerance. Although other factors may be
important contributors to heat stress-induced orthostatic
intolerance, acute volume restoration can override
these potential factors so that the ability to withstand
gravitational challenge is preserved.
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