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Abstract

Rationale Tt has been postulated that cardiovascular reactivity
to mental stress varies with tonic central sympathetic nervous
system activity, but pharmacological evidence is missing.
Objective To test whether modulation of central sympathetic
nervous system activity by alpha2-adrenergic agonism and
antagonism affects cardiovascular reactivity to mental stress.
Materials and methods On three five-stepped dose/concen-
tration—response study days, 12 healthy male volunteers
received intravenous infusions of dexmedetomidine (alpha2-
agonist, target plasma concentrations: 0.04-0.32 ng/ml),
yohimbine (alpha2-antagonist, doses: 0.016-0.125 mg/kg),
and placebo, respectively. During each dose step, subjects
performed a 5-Choice Reaction Time Task (CRTT) and a
Paced Auditory Serial Addition Task (PASAT) to induce
moderate mental stress. Prestress baseline, as well as stress-
induced responses of heart rate, and noninvasive finger
arterial blood pressure (Finapres) were assessed.

Results Prestress baseline heart rate and blood pressure
decreased with increasing doses of dexmedetomidine and
increased with increasing doses of yohimbine. However,
dexmedetomidine and yohimbine did not affect stress-
induced heart-rate and blood-pressure changes.

Conclusions Cardiovascular reactivity to mental stress is
not related to pharmacologically manipulated tonic central
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sympathetic nervous system activity by alpha2-adrenergic
agonists and antagonists. These results do not support the
assumption that cardiovascular reactivity is an index of
tonic central sympathetic nervous system activity.
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Introduction

There is a long history of mental stress testing in clinical
psychophysiology (Fahrenberg et al. 1983), psychosomatic
medicine (Carroll et al. 2003), and psychopharmacology
(Back et al. 2005). Psychological stressors are able to
activate the main components of the stress system, the
corticotropin-releasing hormone and the locus coeruleus—
norepinephrine/autonomic systems and their peripheral
effectors, the pituitary—adrenal axis, and the limbs of the
autonomic system (Chrousos and Gold 1992). Among the
many physiological variables which change in response to
stress, the cardiovascular parameters, heart rate and blood
pressure, are the most widely used indices of mental stress
reactivity (Lovallo 2005). Those cardiovascular responses
are easily and reliably assessable and occur as fast as within
seconds or minutes.

Mental stress may induce acute severe cardiovascular
consequences (Goldberg et al. 1996; Kario et al. 2003), and
chronic hyperreactivity to mental stress may lead to
cardiovascular pathology, as suggested by the finding that
enhanced reactivity to mental stress predicts future hyper-
tension (Carroll et al. 2003; Tuomisto et al. 2005), and other
chronic cardiovascular diseases (Matthews et al. 2006).

Cardiovascular reactivity is mediated by the autonomic
nervous system. Parasympathetic withdrawal may occur
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during stress and may explain some of the cardiovascular
changes, such as mild tachycardia (Buchholz et al. 2003;
Langewitz et al. 1994). However, the dominant source of
stress-induced cardiovascular stress reactivity is increased
sympathetic nervous system activity (Hjemdahl et al. 1989).

Alpha2-adrenergic receptors play a dominant role in
central and peripheral sympathetic neurotransmission in the
way that they inhibit the release of norepinephrine from the
locus coeruleus and peripheral nerve terminals (Hein 2001).
Alpha2-adrenergic receptors located in the ventrolateral
medulla reduce tonic sympathetic activity, while alpha2-
adrenergic receptors within the dorsovagal nucleus activate
parasympathetic pathways (Unnerstall et al. 1984). Alpha2-
adrenergic receptors may therefore play a crucial role as a
modulator of the cardiovascular stress response.

Recent research indicated that stress during the early
postnatal period reduces central alpha2-adrenergic receptor
density, a mechanism that would lead to basal, as well as
stress-induced central sympathetic nervous system hyperre-
activity in adult life (Caldji et al. 1998; Francis et al. 1999).
Stress in later life also reduces receptor binding of the alpha2-
receptor agonist clonidine (U’Prichard and Kvetnansky 1980)
and the alpha2-adrenergic antagonist *H-rauwolscine
(Nukina et al. 1987). Animals with a downregulation of
alpha2-receptor function show a chronic activation of the
sympathetic nervous system (Fliigge 1999; Fliigge et al.
2001). However, ongoing psychosocial stress may also result
in a persistent upregulation of alpha2-adrenergic receptors
accompanied by behavioral consequences comparable to a
state of depression (Fliigge et al. 2004).

Several pathological states, all being associated with
chronic cardiovascular disease, have been reported to be
characterized by both increased tonic central sympathetic
nervous system activity during resting baseline conditions
and enhanced phasic stress responsiveness. Depression has
been associated with increased basal sympathetic nervous
system tone (Guinjoan et al. 1995), as well as increased
vascular (Matthews et al. 2005) and cardiac (Kibler and Ma
2004) stress reactivity. Several anxiety disorders are associ-
ated with an increased baseline sympathetic nervous system
activity (Cohen et al. 2000), as well as increased sympathetic
responsiveness to standing (Coupland et al. 2003), and an
increased reactivity of vasoconstricting sympathetic nerves
(Lambert et al. 2002). Increased central sympathetic tone has
been found in borderline hypertension (Smith et al. 2004),
which is characterized by increased cardiovascular reactivity
to mental stress (Julius and Nesbitt 1996).

Given all this evidence, it seems reasonable to suggest
that enhanced cardiovascular reactivity may occur as a
result of increased sympathetic tone induced by altered
alpha2-adrenergic receptor function. However, this hypoth-
esis has never been tested systematically in pharmacolog-
ical experiments.
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Alpha2-adrenergic drugs are well known to influence tonic
central sympathetic nervous system activity (Hein et al.
1999). The imidazoline derivate clonidine, an apha2-adren-
ergic agonist, has a long tradition in clinical medicine and is
used to inhibit sympathetic nervous system activity in
pathological states such as hypertensive crisis (Varon and
Marik 2000), agitation, and delirium (Stanley et al. 2005).
Recently, the new highly selective alpha2-adrenergic agonist
dexmedetomidine, an imidazoline derivate as well, has been
introduced to human application. Dexmedetomidine has the
advantage of a short half-life, which makes it especially
suitable for intravenous administration. Indeed, computer-
controlled (STANPUMP) infusion pump setups have been
developed (Dyck et al. 1993), and several studies have
shown that these devices validly control dexmedetomidine
plasma concentrations during different circumstances in
humans (Talke et al. 2003). Some studies indicated excellent
concentration—response associations of dexmedetomidine
with plasma catecholamines (Scheinin et al. 1998) and
psychomotor reaction time (Angst et al. 2004). Unfortunate-
ly, no such procedure is available to study alpha2-adrenergic
antagonists. At the moment, the alkaloid yohimbine is the
only substance available for human clinical application.
Yohimbine has been used to increase central sympathetic
nervous system activity in pathological states such as
orthostatic hypotension (Biaggioni et al. 1994), erectile
dysfunction, and impotence (Tam et al. 2001). It has the
potential of clinical beneficial effects after a loss of
adrenergic hypoglycemic counter-regulation (Moberg et al.
1996) and may induce panic attacks in vulnerable subjects
(Sullivan et al. 1999). Dose—response characteristics have
been established for plasma catecholamines and cardiovas-
cular parameters (Goldberg et al. 1983; Grossman et al.
1991; Grunhaus et al. 1989; Hedner et al. 1992; Sullivan et
al. 1999).

Both substances, dexmedetomidine and yohimbine, are
suitable to modulate tonic central sympathetic nervous
system activity. The main research question of the current
study is whether pharmacological modulation of central
sympathetic nervous system activity via alpha2-adrenergic
agonism (dexmedetomidine) and antagonism (yohimbine)
affects cardiovascular stress responsiveness. To answer this
question, repetitive stress testing is mandatory. A descrip-
tion of the effects of test repetition will also be provided to
inform future research in this field.

Materials and methods

Participants

Twelve healthy male subjects (age mean: 26 years; age range:
20-36 years) participated in the investigation. They were
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recruited via e-mail and posters and received monetary
incentive for their participation. All subjects were non-
smokers. Physical history and examination (including
blood-pressure reading and routine ECG) were normal, as
was blood hematology and chemistry. All subjects were
medication-free and did not self-report any drug abuse.
Lifetime psychopathology was assessed according to a
medical and psychological checklist. The study was approved
by the local ethic committee, and an informed consent was
collected before the study entry from each participant.

Procedure

All participants were tested on three experimental days with
1 week intervals when placebo, yohimbine, and dexmede-
tomidine were given intravenously in single blinded
fashion. The sequence of drugs was strictly counterbal-
anced to control for potential sequence effects. Subjects
were randomly allocated to the sequence of the drugs.
Participants were asked to refrain from alcohol or caffeine
the night before and during each experimental day.

On each experimental day, subjects entered the psycho-
physiological laboratory at 8§ a.m., where a small venous
line was placed at the left forearm for drug infusions. Drug
infusions started 60 min after entering the laboratory. Each
experimental day included five infusion periods, all lasting
exactly 60 min. The first period was always without drug
administration. Steady-state plasma concentrations were
achieved about 15 min after drug infusion. At that time,
prestress baseline cardiovascular data were recorded for
5 min. Subjects were instructed to relax and to neither move
nor speak. Afterward, the 5-Choice Reaction Time Task
(CRTT) occurred for 3 min followed by 3 min of Paced
Auditory Serial Addition Task (PASAT). Other tests not
specified here were performed to fill the 60-min time.
During the experimental procedures, subjects remained
seated in a semirecumbent position and performed mental
tasks. One study day lasted about 10 h and included a
clinical observation period from 3 to 6 p.m.

Drug administration

Dexmedetomidine (Abbott), yohimbine (Pharmaceutical
Division, University Hospital Basel), and placebo were
administered by a Harvard Apparatus 22 infusion pump
(Harvard Apparatus, South Natick, MA, USA).

For dexmedetomidine, the infusion pump targeted plasma
dexmedetomidine concentrations of 0.04, 0.08, 0.16, and
0.32 ng/ml (Talke et al. 2003). The pump was controlled by
STANPUMP software (generously provided by Steven
Shafer, M.D., Department of Anesthesia, Stanford Universi-
ty, Palo Alto, CA, USA) based on pharmacokinetic data of
dexmedetomidine (Dyck et al. 1993) so that steady-state

plasma concentrations were achieved almost instantaneously.
Pharmacokinetic data for yohimbine HCL have been
explored (Hedner et al. 1992; Le Corre et al. 1999; Tam et
al. 2001). However, no computer-controlled infusion proto-
cols have been established as to achieve steady-state plasma
concentrations. Yohimbine HCL (Pharmaceutical Division,
University Hospital Basel) was administered in four dose
steps (16, 32, 64, and 128 pg/kg) (Goldberg et al. 1983).
Half of the doses were administered as 5-min injections. The
remaining dose was constantly infused over 55 min so that
each infusion step lasted exactly 60 min. Placebo was
continuously infused. No external cues indicated which drug
was administered.

Cardiovascular assessments

During each single dose step, cardiovascular beat-to-beat
data were assessed at prestress baseline (5 min) and during
two mental stress tests (3 min each). ECG (lead II) and
continuous finger arterial blood pressure (Finapres system,
Ohmeda, Englewood, USA) were recorded. After the data
were edited for outliers due to artifacts or ectopic
myocardial activity, the mean finger systolic and diastolic
blood pressure and heart rate were calculated per person
and condition.

Mental stress testing

The CRTT can be used to test visual attention and cognitive-
motor speed, as well as to induce stress (Langewitz et al.
1994; Schachinger et al. 2000). The test is well implemented
in our laboratory to induce stress and to assess global
cognitive function. Subjects were requested to respond to
colored lights (red, blue, green, yellow, and white) presented
in random order as accurately and fast as possible by
pressing a button of the same color. Stimuli and buttons were
presented by a response box. The interstimulus interval was
adapted to the subject’s performance, leading to a constant
false response rate of 50%. The total test time was 3 min.
The order of lights was completely randomized in each trial
so that learning effects over the dose steps and over the
experimental days were excluded. Reaction times were
recorded by a computer. Detailed descriptions of the test
are published elsewhere (Schachinger et al. 2000, 2003;
Szinnai et al. 2005).

The PASAT has also frequently been used in our
working group as a stress test and to measure cognitive
functions. It can be used either as a test of divided attention
and working memory or as an instrument to induce stress
(Mathias et al. 2004). The participants were presented with
one digit numbers through headphones via a computer.
They were asked to add each number to the previous one
and to tell the sum aloud. Numbers were administered in

@ Springer



184

Psychopharmacology (2007) 190:181-188

2.5-s intervals. The total task took 3 min. Five parallel
versions of the PASAT were used so that each subject
worked on five different versions per day to exclude
learning effects also over the experimental days. Subjects’
answers were recorded on a PC and were rectified and
integrated later. Verbal reaction time and accuracy of the
answers were analyzed via computer after visual artifact
control. Detailed descriptions of the test procedure are
published elsewhere (Schachinger et al. 2003).

Data reduction and statistical analysis

The impact of pharmacological manipulation was evaluated
by adjusting all data to the initial drug-free period, as well as
individual placebo data. Drug effects were tested by repeated
measures ANOVA with drug (dexmedetomidine vs yohim-
bine) and dose steps (0 to 4) as independent within factors,
the interaction of both factors indicating a significant dose-
dependent association to pharmacological manipulation of
alpha2-adrenoreceptors. Reactivity scores (A) were derived
for heart rate and systolic and diastolic blood pressure. They
were calculated as simple differences between stress and
baseline values. Drug effects were also tested by repeated
measures ANOVA with drug (dexmedetomidine vs yohim-
bine) and dose steps (0 to 4) as independent within factors.

To control for differences of initial values, a repeated
measures ANOVA was calculated over the initial drug-free
periods with drug (placebo, dexmedetomidine, yohimbine)
as within factor.

However, initial drug-free data and placebo data are
reported, too. This will allow for the recalculation of
original mean data. Prestress baseline data and the
habituation of the stress response over the five placebo
sessions were analyzed with another repeated measures
ANOVA with time (sessions 1-5) as within factor. For post
hoc analyses, simple ¢ test was used.

Data are reported as mean+=SE. Exact two-tailed p-values
are reported, with p<0.05 signifying statistical significance.
All statistical calculations were performed with SAS soft-
ware (release 9.1, WinNT, SAS Institute, Cary, NC, USA).

A-priori power analysis

A pilot test—retest (7 days interval) of 16 healthy nonsmokers
revealed mean PASAT HR reactivity scores of 10 bpm. The
test-retest correlations of PASAT reactivity scores were
r=0.83, p=0.0001. Test-retest differences between day 1
and day 2 were —0.6+3.6 bpm. Power estimation was based
on a one-sided paired ¢ test model. When treatment is
assumed to induce a 50% change in reactivity scores, power
is estimated to be 0.98 for a sample of n=12. A conservative
assumption (treatment effect of a 30% change in reactivity
scores) would still yield a power estimation of 0.76.
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Results

The mean age, weight, and height of participants were
26 years (range 20-36 years), 75.6 kg (range 62.5-90 kg),
and 179.4 cm (range 168—186 cm), respectively. Reaction
times in the stress tasks (not specified in this study)
indicated that all subjects complied with task instructions.

The ANOVA showed significant interactions between
drug and dose step for baseline resting (prestress) heart rate
(F444=13.2, p<0.0001) and systolic (F444=20.5, p<0.0001)
and diastolic (F444=12.7, p<0.0001) blood pressure (see
Fig. 1, upper row), indicating an influence of the pharma-
cological manipulation on alpha2-adrenergic receptors on
cardiovascular parameters.

Heart-rate reactivity scores to CRTT and PASAT were
not affected by pharmacological manipulation of alpha2-
adrenoreceptors nor was systolic and diastolic blood
pressure (p>0.19) (see Fig. 1, middle and lower rows).

The initial drug-free periods did not differ systematically
in heart rate and systolic or diastolic blood pressure (p>0.42)
(see Table la—c).

During placebo experiments, there was a trend of
increasing baseline blood-pressure values from the first
measurement to the four following measurements in systolic
(F4.44=2.64, p=0.12) and diastolic (F444=2.92, p=0.09)
blood pressure; heart rate did not change significantly
(Fs44=1.52, p=0.24) (see Table la—c).

During placebo testing, there was a trend toward a
habituation of the stress effects of PASAT in systolic blood
pressure (£444=5.07, p=0.08) and a significant effect of
habituation in diastolic (F444=11.9, p<0.001) blood pres-
sure over time. Habituation was constant, and post hoc tests
showed that the difference from the first to the third dose
step reached significance. Also, the CRTT effect tended to
decrease over the placebo sessions in diastolic (F444=5.89,
p=0.06) blood pressure. The reactivity of systolic blood
pressure to CRTT did not change over time (Fj444=1.63,
p=0.21). Heart rate remained rather stable in reaction to
PASAT and CRTT (p>0.37) over the five sessions of
placebo testing (see Table la—c).

Discussion

This placebo-controlled dose/concentration—response study
of 12 male volunteers indicated that cardiovascular reactivity
to mental stress did not vary with agonism (dexmedetomi-
dine) or antagonism (yohimbine) of alpha2-adrenoreceptors.
Thus, the data do not support the assumption that cardiovas-
cular reactivity to mental stress is an index of tonic central
sympathetic nervous system activity.

Our results are in accordance with the previous reports
indicating that the alpha2-adrenoreceptor agonist clonidine
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Fig. 1 Effects of dexmedetomi- 1
dine (D4-D1) and yohimbine Basellne
(Y1-Y4) on heart rate and sys- 64 HR [bpm]

tolic and diastolic blood pres-
sure (D4 highest dose of 4-
dexmedetomidine, DI lowest
dose of dexmedetomidine, Y/
lowest dose of yohimbine, Y4
highest dose of yohimbine).
Data were adjusted to the initial
drug-free period, as well as

individual placebo data. Upper -2-
row baseline data, middle row

reactivity scores (A) to CRTT, -44
lower row reactivity scores (A)
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did not affect cardiovascular responses to mental arithmetic
stress (Ruddel et al. 1988; Weder et al. 1989). However, our
data are in contrast to the recent data indicating that
cardiovascular responses to aversive stimulation may be
decreased by dexmedetomidine (Ebert et al. 2000; Hogue et
al. 2002). This discrepancy may be explained by the types
of stressors. The latter studies used thermal stressors, such
as local cold (Ebert et al. 2000) or heat (Hogue et al. 2002),

D4D3D2D1-Y1Y2Y3Y4 D4D3D2D1-Y1Y2Y3Y4

which activate heterogeneous neurochemical responses,
different from other stressors (Pacak et al. 1998).

The two stress tests used in this research have been
previously validated. Both are challenging tasks which are
frequently used to measure cognitive-motor functioning
(Au Duong et al. 2005; Diamond et al. 1997; Dirette 2004;
Shucard et al. 2004). They have been used successfully to
induce stress (Langewitz et al. 1994; Mathias et al. 2004;
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Table 1 Placebo data and initial drug-free data at baseline and in
reaction to CRTT and PASAT

Baseline A CRTT A PASAT
(a) Heart rate (bpm)
Placebo 0° 60.07+1.90 7.90+1.95 10.40+2.82
Placebo 1° 57.68+1.58 6.81+1.52 8.72+2.14
Placebo 2° 57.11+£1.74 6.23+1.32 7.74+1.48
Placebo 3° 57.91+1.94 6.46+1.20 7.29+1.48
Placebo 4° 58.13+1.92 7.40+2.10 7.41%1.57
Yohimbine 0° 62.18+1.86 7.30+1.20 11.25+2.94
Dex® 0° 61.69+1.91 8.21+1.44 10.44+1.48
(b) Systolic blood pressure (mmHg)
Placebo 0° 133.7145.41 12.38+3.04 20.48+2.65
Placebo 1° 142.97+4.84 7.71£2.04 14.90+3.74
Placebo 2° 142.13+4.91 6.58+1.86 12.08+1.42
Placebo 3° 144.06+5.18 8.30+0.98 10.15+2.13
Placebo 4° 141.43+5.87 8.74+1.94 7.17+3.21
Yohimbine 0° 131.73+6.33 11.14£2.16 24.14£2.74
Dex® 0° 130.84+4.32 12.68+1.99 19.35+2.88
(c) Diastolic blood pressure (mmHg)
Placebo 0° 73.83+4.72 10.16+1.62 15.98+2.01
Placebo 1° 81.63+3.39 5.51+1.48 10.27+2.39
Placebo 2° 81.40+3.42 4.50+1.02 8.28+1.02
Placebo 3° 82.89+3.58 4.20+0.89 6.14+1.58
Placebo 4° 78.43+3.84 6.56+1.21 6.0942.05
Yohimbine 0° 71.61+3.86 9.90+1.34 16.54+1.57
Dex® 0° 71.59+2.58 8.78+1.58 13.88+1.99

Values represent means and SE.
#No drug infused

®Dose steps of placebo

¢ Dexmedetomidine

Schachinger et al. 2000), and the range of cardiovascular
reactions is comparable to that of other standard mental
stress tests (Becker et al. 1996; Hoshikawa and Yamamoto
1997). The reactivity of heart rate remained stable also
when the tests were presented repeatedly. Blood-pressure
reactivity scores showed a tendency of habituation and
reached significance only in diastolic blood pressure during
the PASAT. This habituation pattern makes these tests
suitable for pharmacological studies.

However, we were able to replicate that prestress baseline
of heart rate and arterial blood pressure decreased with
increasing doses of dexmedetomidine and increased with
increasing doses of yohimbine. This has been suggested by
previous research (Goldberg et al. 1983; Grossman et al.
1991; Penttila et al. 2004; Talke et al. 2003). Such changes
can also be found when administering alpha2-adrenergic
drugs directly into the central nervous system (Eisenach et
al. 1994). Thus, although peripheral alpha2-adrenergic
receptors may have been affected in the current research
(Talke et al. 2003), the effects seen are clearly attributable
to central alpha2-adrenergic activation or inhibition.

Our results are limited to young healthy male subjects, of
whom none had evidence of altered autonomic nervous
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system function. However, gender differences in cardiovas-
cular reactivity to stress have been found (Allen et al. 1993;
Lawler et al. 1995; Traustadottir et al. 2003), and it is also
known that autonomic dysfunction may lead to altered
reactivity to mental stress (Forst et al. 1996). Thus, we
cannot exclude the possibility that females, very old
subjects, or patient groups with altered autonomic nervous
system function would have shown other results.

In conclusion, cardiovascular reactivity to mental stress
is not related to pharmacologically manipulated tonic
central sympathetic nervous system activity or altered
alpha2-adrenergic function. These results do not support
the assumption that cardiovascular reactivity is an index of
tonic central sympathetic nervous system activity.

Acknowledgement This work was supported by the German
National Research Foundation (DFG grant SCHA 12372-1).

References

Allen MT, Stoney CM, Owens JF, Matthews KA (1993) Hemodynamic
adjustments to laboratory stress: the influence of gender and
personality. Psychosom Med 55(6):505-517

Angst MS, Ramaswamy B, Davies MF, Maze M (2004) Comparative
analgesic and mental effects of increasing plasma concentrations
of dexmedetomidine and alfentanil in humans. Anesthesiology
101(3):744-752

Au Duong M, Audoin B, Boulanouar K, Ibarrola D, Malikova I,
Confort-Gouny S et al (2005) Altered functional connectivity
related to white matter changes inside the working memory
network at the very early stage of MS. J Cereb Blood Flow
Metab 25(10):1245-1253

Back SE, Brady KT, Jackson JL, Salstrom S, Zinzow H (2005)
Gender differences in stress reactivity among cocaine-dependent
individuals. Psychopharmacology (Berl) 180(1):169-176

Becker LC, Pepine CJ, Bonsall R, Cohen JD, Goldberg AD, Coghlan
C et al (1996) Left ventricular, peripheral vascular, and
neurohumoral responses to mental stress in normal middle-aged
men and women. Reference Group for the Psychophysiological
Investigations of Myocardial Ischemia (PIMI) Study. Circulation
94(11):2768-2777

Biaggioni I, Robertson RM, Robertson D (1994) Manipulation of
norepinephrine metabolism with yohimbine in the treatment of
autonomic failure. J Clin Pharmacol 34(5):418-423

Buchholz K, Schachinger H, Wagner M, Sharma AM, Deter HC
(2003) Reduced vagal activity in salt-sensitive subjects during
mental challenge. Am J Hypertens 16(7):531-536

Caldji C, Tannenbaum B, Sharma S, Francis D, Plotsky PM, Meaney MJ
(1998) Maternal care during infancy regulates the development of
neural systems mediating the expression of fearfulness in the rat.
Proc Natl Acad Sci USA 95(9):5335-5340

Carroll D, Ring C, Hunt K, Ford G, Macintyre S (2003) Blood
pressure reactions to stress and the prediction of future blood
pressure: effects of sex, age, and socioeconomic position.
Psychosom Med 65(6):1058-1064

Chrousos GP, Gold PW (1992) The concepts of stress and stress system
disorders. Overview of physical and behavioral homeostasis.
JAMA 267(9):1244-1252

Cohen H, Benjamin J, Geva AB, Matar MA, Kaplan Z, Kotler M
(2000) Autonomic dysregulation in panic disorder and in post-



Psychopharmacology (2007) 190:181-188

187

traumatic stress disorder: application of power spectrum analysis
of heart rate variability at rest and in response to recollection of
trauma or panic attacks. Psychiatry Res 96(1):1-13

Coupland NJ, Wilson SJ, Potokar JP, Bell C, Nutt DJ (2003) Increased
sympathetic response to standing in panic disorder. Psychiatry
Res 118(1):69-79

Diamond BJ, DeLuca J, Kim H, Kelley SM (1997) The question of
disproportionate impairments in visual and auditory information
processing in multiple sclerosis. J Clin Exp Neuropsychol 19
(1):34-42

Dirette D (2004) A comparison of attention, processing and strategy
use by adults with and without acquired brain injuries. Brain Inj
18(12):1219-1227

Dyck JB, Maze M, Haack C, Azarnoft DL, Vuorilehto L, Shafer SL
(1993) Computer-controlled infusion of intravenous dexmedetomi-
dine hydrochloride in adult human volunteers. Anesthesiology 78
(5):821-828

Ebert TJ, Hall JE, Barney JA, Uhrich TD, Colinco MD (2000) The
effects of increasing plasma concentrations of dexmedetomidine
in humans. Anesthesiology 93(2):382-394

Eisenach JC, Shafer SL, Bucklin BA, Jackson C, Kallio A (1994)
Pharmacokinetics and pharmacodynamics of intraspinal dexmede-
tomidine in sheep. Anesthesiology 80(6):1349-1359

Fahrenberg J, Walschburger P, Foerster F, Myrtek M, Muller W (1983)
An evaluation of trait, state, and reaction aspects of activation
processes. Psychophysiology 20(2):188—-195

Flugge G (1999) Effects of cortisol on brain alpha2-adrenoceptors:
potential role in stress. Neurosci Biobehav Rev 23(7):949-956

Fligge G, Kramer M, Fuchs E (2001) Chronic subordination stress in
male tree shrews: replacement of testosterone affects behavior
and central alpha(2)-adrenoceptors. Physiol Behav 73(3):293—
300

Fligge G, Van Kampen M, Mijnster MJ (2004) Perturbations in brain
monoamine systems during stress. Cell Tissue Res 315(1):1-14

Forst T, Pfutzner A, Jahn C, Schmitz H, Lichtwald K, Beyer J et al
(1996) Decreased sympatho-adrenal activity in diabetic patients
with autonomic dysfunction following mental stress. J Auton
Nerv Syst 61(1):31-36

Francis DD, Caldji C, Champagne F, Plotsky PM, Meaney MJ (1999)
The role of corticotropin-releasing factor—norepinephrine systems
in mediating the effects of early experience on the development
of behavioral and endocrine responses to stress. Biol Psychiatry
46(9):1153-1166

Goldberg MR, Hollister AS, Robertson D (1983) Influence of
yohimbine on blood pressure, autonomic reflexes, and plasma
catecholamines in humans. Hypertension 5(5):772-778

Goldberg AD, Becker LC, Bonsall R, Cohen JD, Ketterer MW, Kaufman
PG et al (1996) Ischemic, hemodynamic, and neurohormonal
responses to mental and exercise stress. Experience from the
Psychophysiological Investigations of Myocardial Ischemia Study
(PIMI). Circulation 94(10):2402-2409

Grossman E, Rea RF, Hoffman A, Goldstein DS (1991) Yohimbine
increases sympathetic nerve activity and norepinephrine spillover
in normal volunteers. Am J Physiol 260(1 Pt 2):R142-R147

Grunhaus L, Tiongco D, Zelnik T, Flegel P, Hollingsworth PJ, Smith
CB (1989) Intravenous yohimbine. Selective enhancer of
norepinephrine and cortisol secretion and systolic blood pressure
in humans. Clin Neuropharmacol 12(2):106—114

Guinjoan SM, Bernabo JL, Cardinali DP (1995) Cardiovascular tests
of autonomic function and sympathetic skin responses in patients
with major depression. J Neurol Neurosurg Psychiatry 59
(3):299-302

Hedner T, Edgar B, Edvinsson L, Hedner J, Persson B, Pettersson A
(1992) Yohimbine pharmacokinetics and interaction with the
sympathetic nervous system in normal volunteers. Eur J Clin
Pharmacol 43(6):651-656

Hein L (2001) The alpha 2-adrenergic receptors: molecular structure
and in vivo function. Z Kardiol 90(9):607-612

Hein L, Altman JD, Kobilka BK (1999) Two functionally distinct alpha2-
adrenergic receptors regulate sympathetic neurotransmission.
Nature 402(6758):181-184

Hjemdahl P, Fagius J, Freyschuss U, Wallin BG, Daleskog M, Bohlin G
et al (1989) Muscle sympathetic activity and norepinephrine release
during mental challenge in humans. Am J Physiol 257(5 Pt 1):
E654-E664

Hogue CW Jr, Talke P, Stein PK, Richardson C, Domitrovich PP,
Sessler DI (2002) Autonomic nervous system responses during
sedative infusions of dexmedetomidine. Anesthesiology 97
(3):592-598

Hoshikawa Y, Yamamoto Y (1997) Effects of Stroop color-word
conflict test on the autonomic nervous system responses. Am J
Physiol 272(3 pt 2):H1113-H1121

Julius S, Nesbitt S (1996) Sympathetic overactivity in hypertension. A
moving target. Am J Hypertens 9(11):113S-120S

Kario K, McEwen BS, Pickering TG (2003) Disasters and the heart: a
review of the effects of earthquake-induced stress on cardiovascular
disease. Hypertens Res 26(5):355-367

Kibler JL, Ma M (2004) Depressive symptoms and cardiovascular
reactivity to laboratory behavioral stress. Int J Behav Med 11
(2):81-87

Lambert EA, Thompson J, Schlaich M, Laude D, Elghozi JL, Esler
MD et al (2002) Sympathetic and cardiac baroreflex function in
panic disorder. J Hypertens 20(12):2445-2451

Langewitz W, Riiddel H, Schachinger H (1994) Reduced parasympa-
thetic cardiac control in patients with hypertension at rest and under
mental stress. Am Heart J 127:122-128

Lawler KA, Wilcox ZC, Anderson SF (1995) Gender differences in
patterns of dynamic cardiovascular regulation. Psychosom Med
57(4):357-365

Le Corre P, Dollo G, Chevanne F, Le Verge R (1999) Biopharmaceu-
tics and metabolism of yohimbine in humans. Eur J Pharm Sci 9
(1):79-84

Lovallo WR (2005) Cardiovascular reactivity: mechanisms and path-
ways to cardiovascular disease. Int J Psychophysiol 58(2-3):119—
132

Mathias CW, Stanford MS, Houston RJ (2004) The physiological
experience of the Paced Auditory Serial Addition Task (PASAT):
does the PASAT induce autonomic arousal? Arch Clin Neuropsychol
19:543-554

Matthews SC, Nelesen RA, Dimsdale JE (2005) Depressive symptoms
are associated with increased systemic vascular resistance to
stress. Psychosom Med 67(4):509-513

Matthews KA, Zhu S, Tucker DC, Whooley MA (2006) Blood
pressure reactivity to psychological stress and coronary calcifi-
cation in the coronary artery risk development in young adults
study. Hypertension 47(3):391-395

Moberg E, Kollind M, Ostenson CG, Lins PE, Adamson U (1996) Acute
effects of the alpha 2-adrenoreceptor antagonist idazoxan on
hormonal responses and symptoms of hypoglycaemia in patients
with type 1 diabetes mellitus. Diabetes Metab 22(1):31-36

Nukina I, Glavin GB, LaBella FS (1987) Acute cold-restraint stress
affects alpha 2-adrenoceptors in specific brain regions of the rat.
Brain Res 401(1):30-33

Pacak K, Palkovits M, Yadid G, Kvetnansky R, Kopin 1J, Goldstein DS
(1998) Heterogeneous neurochemical responses to different stres-
sors: a test of Selye’s doctrine of nonspecificity. Am J Physiol 275(4
Pt 2):R1247-R1255

Penttila J, Helminen A, Anttila M, Hinkka S, Scheinin H (2004)
Cardiovascular and parasympathetic effects of dexmedetomidine
in healthy subjects. Can J Physiol Pharmacol 82(5):359-362

Ruddel H, Langewitz W, Schachinger H, Schmieder R, Schulte W
(1988) Hemodynamic response patterns to mental stress:

@ Springer



188

Psychopharmacology (2007) 190:181-188

diagnostic and therapeutic implications. Am Heart J 116(2 Pt 2):
617-627

Schachinger H, Grob M, Ritz R, Soler M (2000) Mental stress
increases right heart afterload in severe pulmonary hypertension.
Clin Physiol 20(6):483-487

Schachinger H, Cox D, Linder L, Brody S, Keller U (2003) Cognitive
and psychomotor function in hypoglycemia: response error patterns
and retest reliability. Pharmacol Biochem Behav 75:915-920

Scheinin H, Aantaa R, Anttila M, Hakola P, Helminen A, Karhuvaara
S (1998) Reversal of the sedative and sympatholytic effects of
dexmedetomidine with a specific alpha2-adrenoceptor antagonist
atipamezole: a pharmacodynamic and kinetic study in healthy
volunteers. Anesthesiology 89(3):574-584

Shucard JL, Parrish J, Shucard DW, McCabe DC, Benedict RH, Ambrus
JJ (2004) Working memory and processing speed deficits in
systemic lupus erythematosus as measured by the paced auditory
serial addition test. J Int Neuropsychol Soc 10(1):35-45

Smith PA, Graham LN, Mackintosh AF, Stoker JB, Mary DA (2004)
Relationship between central sympathetic activity and stages of
human hypertension. Am J Hypertens 17(3):217-222

Stanley KM, Worrall CL, Lunsford SL, Simpson KN, Miller JG,
Spencer AP (2005) Experience with an adult alcohol withdrawal
syndrome practice guideline in internal medicine patients.
Pharmacotherapy 25(8):1073-1083

Sullivan GM, Coplan JD, Kent JM, Gorman JM (1999) The
noradrenergic system in pathological anxiety: a focus on panic
with relevance to generalized anxiety and phobias. Biol Psychiatry
46(9):1205-1218

Szinnai G, Schachinger H, Arnaud M, Linder L, Keller U (2005)
Effect of water deprivation on cognitive-motor performance in

@ Springer

healthy men and women. Am J Physiol Regul Integr Comp
Physiol 289(1):R275-R280

Talke P, Lobo E, Brown R (2003) Systemically administered
alpha2-agonist-induced peripheral vasoconstriction in humans.
Anesthesiology 99(1):65-70

Tam SW, Worcel M, Wyllie M (2001) Yohimbine: a clinical review.
Pharmacol Ther 91(3):215-243

Traustadottir T, Bosch PR, Matt KS (2003) Gender differences in
cardiovascular and hypothalamic—pituitary—adrenal axis
responses to psychological stress in healthy older adult men
and women. Stress 6(2):133—140

Tuomisto MT, Majahalme S, Kahonen M, Fredrikson M, Turjanmaa V
(2005) Psychological stress tasks in the prediction of blood pressure
level and need for antihypertensive medication: 9-12 years of
follow-up. Health Psychol 24(1):77-87

U’Prichard DC, Kvetnansky R (1980) Central and peripheral
adrenergic receptors in acute and repeated immobilization stress.
In: Usdin E, Kvetnansky R, Kopin 1J (eds) Catecholamine and
stress: recent advances developments in neuroscience, vol 8.
Elsevier, Amsterdam, pp 299-308

Unnerstall JR, Kopajtic TA, Kuhar MJ (1984) Distribution of alpha 2
agonist binding sites in the rat and human central nervous
system: analysis of some functional, anatomic correlates of the
pharmacologic effects of clonidine and related adrenergic agents.
Brain Res 319(1):69-101

Varon J, Marik PE (2000) The diagnosis and management of
hypertensive crises. Chest 118(1):214-227

Weder AB, Takiyyuddin M, Sekkarie MA, Julius S (1989) Behaviour
and hypertension: a pathophysiological puzzle. J Hypertens
Suppl 7(1):S13-S17



	Cardiovascular reactivity to mental stress is not affected by alpha2-adrenoreceptor activation or inhibition
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Abstract
	Introduction
	Materials and methods
	Participants
	Procedure
	Drug administration
	Cardiovascular assessments
	Mental stress testing
	Data reduction and statistical analysis
	A-priori power analysis

	Results
	Discussion
	References




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (ISO Coated)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.3
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Perceptual
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /sRGB
  /DoThumbnails true
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams true
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 150
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /ColorImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 150
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /GrayImageDict <<
    /QFactor 0.76
    /HSamples [2 1 1 2] /VSamples [2 1 1 2]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 15
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 600
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 600
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e55464e1a65876863768467e5770b548c62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc666e901a554652d965874ef6768467e5770b548c52175370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /DAN <>
    /DEU <>
    /ESP <>
    /FRA <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF adatti per visualizzare e stampare documenti aziendali in modo affidabile. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 5.0 e versioni successive.)
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020be44c988b2c8c2a40020bb38c11cb97c0020c548c815c801c73cb85c0020bcf4ace00020c778c1c4d558b2940020b3700020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken waarmee zakelijke documenten betrouwbaar kunnen worden weergegeven en afgedrukt. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /PTB <>
    /SUO <>
    /SVE <>
    /ENU (Use these settings to create Adobe PDF documents for journal articles and eBooks for online presentation. Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [595.276 841.890]
>> setpagedevice


