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Abstract

New ideas about the relative importance of the autonomic nervous system (and especially its
sympathetic arm) in long-term blood pressure regulation are emerging. It is well known that mean
arterial blood pressure is normally regulated in a fairly narrow range at rest and that blood
pressure is also able to rise and fall “appropriately’ to meet the demands of various forms of
mental, emotional and physical stress. By contrast, blood pressure varies widely when the
autonomic nervous system is absent or when key mechanisms that govern it are destroyed.
However, 24 h mean arterial pressure is still surprisingly normal under these conditions. Thus, the
dominant idea has been that the kidney is the main long-term regulator of blood pressure and the
autonomic nervous system is important in short-term regulation. However, this ‘renocentric’
scheme can be challenged by observations in humans showing that there is a high degree of
individual variability in elements of the autonomic nervous system. Along these lines, the level of
sympathetic outflow, the adrenergic responsiveness of blood vessels and individual
haemodynamic patterns appear to exist in a complex, but appropriate, balance in hormotension.
Furthermore, evidence from animals and humans has now clearly shown that the sympathetic
nervous system can play an important role in longer term blood pressure regulation in both
normotension and hypertension. Finally, humans with high baseline sympathetic traffic might be
at increased risk for hypertension if the ‘balance’ among factors deteriorates or is lost. In this
context, the goal of this review is to encourage a comprehensive rethinking of the complexities
related to long-term blood pressure regulation in humans and promote finer appreciation of
physiological relationships among the autonomic nervous system, vascular function, ageing,
metabolism and blood pressure.

The basis of this review article is the 2007 Michael de Burgh Daly Memorial Lecture given
at the Life Sciences Meeting which was held in Glasgow, UK. As the title implies, the focus
of the lecture was on the underappreciated role of the sympathetic nervous system in human
blood pressure regulation. A main goal was to compare and contrast the role of the
sympathetic nervous system with the currently dominant ‘renocentric’ view of blood
pressure regulation. The aim of the presentation was to point out some of the limitations of
the renocentric view of blood pressure regulation, and give some physiological examples of
how the sympathetic nervous system might play a more prominent role in blood pressure
regulation than is generally thought. Finally, ideas were explored about how the sympathetic
nervous system, ageing and metabolism might operate in a synergistic negative way to
promote weight gain and vasoconstriction with the resulting emergence of the hypertensive
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phenotype. These collective ideas shape the arguments that may stimulate a re-evaluation of
the renocentric view of blood pressure regulation in humans and pose important questions
about the role that increased baseline sympathetic activity might have in several linked
pathophysiological conditions.

Who was Michael de Burgh Daly?

Professor de Burgh Daly (1922-2002) was a physiologist interested in how chemoreceptor
and baroreceptor stimulation altered sympathetic outflow and governed the cardiovascular
responses to a variety of stimuli, especially hypoxia and apnoea. His father (Ivan de Burgh
Daly) was also a noted physiologist, and the two had the pleasure of collaborating on several
projects (Daly & Daly, 19594,6). Details of Professor de Burgh Daly’s life and an extensive
obituary written by his collaborator Jennifer Angel James were published in Physiology
News in 2003. This obituary provides an outstanding synopsis of Professor de Burgh Daly’s
life, training and the history of his academic career. While there are many elements of
Michael de Burgh Daly’s career and contributions that could be highlighted, of absolute
fundamental importance was his work on chemoreflexes and sympathetic control during
apnoea in diving animals. The monograph of the Physiological Society 46, Peripheral
Arterial Chemoreceptors and Respiratory-Cardiovascular Integration, published in 1997,
summarizes the main ideas of his work. Importantly, these ideas have continued
translational utility related to medical conditions such as sleep apnoea, which is marked by
chemoreceptor-mediated increases in sympathetic outflow and has emerged as a major risk
factor for the development of hypertension in humans. Since sleep apnoea is a vast and still
underappreciated medical condition with potentially devastating pathophysiological
complications, including hypertension, it is likely that Professor de Burgh Daly’s ideas will
be highly influential well into the future.

In this context, it should be noted that hypertension, a condition that can be diagnosed with a
simple blood pressure cuff, and is a common disease with a long asymptomatic period. Even
mild elevations in blood pressure are associated with an increased risk of cardiovascular
disease, stroke and other significant medical problems (Kannel, 2000). With these thoughts
as background, we will first summarize the evidence for the renocentric view of blood
pressure regulation and discuss where these ideas came from.

The renocentric view of blood pressure regulation

There are multiple lines of evidence to suggest that the kidneys play the major role in blood
pressure regulation in both humans and animals. From our perspective, several observations
stand out in support of the renocentric view of blood pressure regulation.

First, when animals are baro-denervated there is no change in mean arterial pressure over 24
h (Fig. 1; Cowley et al. 1973). However, blood pressure does become more variable.
Additionally, the mean values and distributions of both cardiac output and total peripheral
resistance remain essentially unchanged after baro-denervation. One obvious interpretation
of these data is that the baroreflexes and their autonomic effector systems serve to regulate
short-term changes in arterial pressure but have little influence over the average value of
blood pressure over longer periods of time.

Second, when kidneys from inbred strains of rats that predictably develop hypertension are
transplanted into rats that do not develop hypertension and vice versa, rats with
‘hypertensive’ kidneys develop hypertension, and genetically hypertensive rats with
normotensive kidneys are protected from hypertension (Rettig et a/. 1990). While there are a
number of nuances to transplantation experiments, the simplified summary above reflects
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the broad-based results from a number of studies, and again is seen as powerful evidence for
the predominant role that the kidneys play in long-term blood pressure regulation.

Third, when normotensive animals are subjected to salt loading this usually suppresses the
renin-angiotensin system and there is little rise in arterial pressure. However, addition of
modest amounts of exogenous renin or angiotensin in the presence of a high-salt diet
generates the hypertensive phenotype in the animals (Romero & Feckelhoff, 1999).

Fourth, in humans, blood pressure tends to rise with age. When this rise is compared in
different cultures it is linearly related to daily sodium intake and renal sodium excretion
(Meneton et al. 2005). Thus, human populations that consume very low-sodium diets have
minimal age-related increases in blood pressure. By contrast, societies that consume a lot of
dietary salt show yearly average increases in blood pressure of almost 1 mmHg per year
after age 30.

Fifth, in an angiotensin model of hypertension, chronic electrical stimulation of the carotid
sinus, which normally evokes reflex-mediated reduction in sympathetic outflow, has only a
modest impact on long-term blood pressure (Fig. 2; Lohmeier et a/. 2005). This contrasts
with the more pronounced effects of chronic electrical stimulation of the carotid sinus nerve
on blood pressure in normotensive animals.

Thus, the general idea is that a reduction in blood pressure activates renal mechanisms that
tend to conserve sodium and expand blood volume over time and the opposite occurs when
blood pressure is elevated. In this context, chronic increases in blood pressure and
hypertension occur when sodium-retaining and volume-expanding mechanisms are activated
even though blood pressure is adequate or ‘normal’.

Hints that the sympathetic nervous plays an underappreciated role in blood
pressure regulation

The observations summarized above are consistent with the renocentric view of blood
pressure regulation and especially the long-term factors that contribute to hypertension.
However, it should also be noted that normotensive animals fed a high-salt and even a very
high-salt diet are relatively resistant to marked elevations in blood pressure, but when
animals fed similar diets are baro-denervated the rise in blood pressure with increased
dietary salt is much more dramatic (Fig. 3; Osborn & Hornfeldt, 1998). Additionally,
chronic baroreflex stimulation in normotensive animals does cause marked and sustained
reductions in blood pressure, and there is little evidence that this reduction in blood pressure
activates renal mechanisms that tend to conserve sodium, increase blood volume and restore
blood pressure to normal values (Lohmeier et al. 2004, 2005). Therefore, as convincing as
the arguments are that indicate the kidney is the dominant factor in blood pressure
regulation, there is clearly evidence that the sympathetic nervous system and arterial
baroreflexes play an important role.

There are other important observations suggesting that the sympathetic nervous system plays
an important role in long-term blood pressure regulation. For example, when large numbers
of young normotensive humans are exposed to standardized stressors (e.g. cold pressor
testing, mental stress or handgripping) the rise in blood pressure associated with these
stressors can be highly variable. This acute rise in blood pressure is mediated by the
sympathoexcitation in response to the stressors. More importantly, normotensive individuals
who show the most marked rise in arterial pressure in response to sympathoexcitatory stress
are at much higher risk for the future development of hypertension than their counterparts
who can be described as ‘non-responders’ (Matthews ef a/. 2004). This observation again
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suggests that the role of the sympathetic nervous system in long-term blood pressure
regulation and the risk for hypertension is underappreciated. This then leads to a subsequent
question: how does baseline sympathetic activity in humans relate to blood pressure?

Baseline sympathetic activity and blood pressure in humans

Since the late 1960s it has been possible to record multi-unit efferent sympathetic traffic to
skeletal muscle and skin from peripheral nerves in humans. The technical aspects of how
this is done and the history of the technique have been summarized recently (Vallbo et al.
2004; Wallin & Charkoudian, 2007). A key point is that from the earliest recordings it
became clear that baseline muscle sympathetic nerve activity (MSNA) can vary widely in
normotensive humans, as much as five- to 10-fold. In practical terms, this means that some
young normotensive subjects display only five or 10 sympathetic bursts per minute while
others (also normotensive) have 40 or 50 bursts per minute. It is also important to note that
these values for burst frequency are stable in a given individual over time but tend to
increase with age (Fagius & Wallin, 1993). Additionally, there is strong evidence to suggest
that the baseline level of muscle sympathetic nerve activity is correlated with whole-body
noradrenaline spillover, and both renal and cardiac noradrenaline spillover (Wallin et al.
1992, 1996). This suggests that individuals with high baseline sympathetic activity directed
at their skeletal muscle vascular beds also have high sympathetic activity directed at the
heart and kidneys. Finally, manoeuvres that cause acute increases in MSNA are associated
with marked vasoconstriction (Seals, 1989).

Along similar lines, while there is no (Sundléf & Wallin, 1978; Kienbaum ef a/. 2001;
Charkoudian et al. 2005, 20064,6) or minimal relationship (Weyer et a/. 2000) between
baseline MSNA and blood pressure in humans under 40 years old, there are modest
relationships between MSNA and blood pressure in humans over 40 years old (Fig. 4;
Narkiewicz et al. 2005). Additionally, when groups of individuals with mild hypertension
are compared with normotensive individuals, the hypertensive cohorts show (at most)
modest increases in baseline muscle sympathetic nerve activity, and there is substantial
overlap in the distributions of MSNA between the groups (Yamada et al. 1989;
Gudbjornsdottir ef al. 1996; Anderson et al. 1998).

Thus, the lack of a clear and dramatic association between baseline sympathetic outflow and
chronic blood pressure levels would appear to support the argument that the sympathetic
nervous system does not play a major role in baseline blood pressure regulation.
Additionally, these data raise the third major question about the sympathetic nervous system
and blood pressure regulation: why is hypertension not “obligatory” in individuals with high
levels of baseline MSNA?

Why high baseline sympathetic activity is not synonymous with high blood

pressure

A possible explanation for the apparent lack of relationship between baseline MSNA and
blood pressure is that there is a reciprocal relationship between sympathetic activity and
counterbalancing vasodilating pathways. In this context, Skarphedinsson et al. (1997)
demonstrated a linear relationship between plasma nitrates (a marker of whole body NO
tone) and MSNA in normotensive humans such that individuals with higher resting MSNA
tended to have higher levels of circulating plasma nitrates. These data suggested that the
tonic level of nitric oxide-mediated vasodilator tone was higher in subjects with high MSNA
and that this high vasodilator tone might limit the blood pressure-raising effects of high
sympathetic traffic.

Exp Physiol. Author manuscript; available in PMC 2012 September 05.



1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Joyner et al.

Page 5

In an effort to explore the specific interactions among resting MSNA, systemic
haemodynamics and resting NO tone, we sought to make detailed haemodynamic
measurements in normotensive subjects to better understand why high levels of MSNA
could be observed in normotensive subjects. We also sought to test the overall hypothesis
that a complex set of relationships exist among factors which tend to raise and factors which
tend to lower blood pressure (Fig. 5; Charkoudian et a/. 2005, 20064,6). First, we
demonstrated that there was a wide range of resting cardiac output values observed in
normotensive subjects and a reciprocal relationship between the baseline level of MSNA
and cardiac output such that individuals with high baseline MSNA had low cardiac outputs
and vice versa. Initially, we were surprised by the extent of inter-individual variability in the
cardiac output measurements, but subsequent review of earlier literature suggested that a
similar range of values had been obtained in large numbers of subjects using invasive
techniques during the 1960s by Drs Stevo Julius and James Conway at the University of
Michigan (Julius & Conway, 1968). Second, in a follow-up to our initial observations we
wanted to evaluate whether vascular a-adrenergic sensitivity (responsiveness) varied
depending on the level of baseline sympathetic activity. The hypothesis was that individuals
with high baseline MSNA would be relatively insensitive to the vasoconstricting actions of
noradrenaline. To test this hypothesis, we infused tyramine, a substance which causes
endogenous noradrenaline release, into the brachial artery and measured the associated
arteriovenous noradrenaline differences as well as the forearm vasoconstrictor responses to
the tyramine. We noted an inverse relationship between baseline MSNA and forearm
vasoconstriction to a given level of noradrenaline during three doses of tyramine infusion.
Together, the cardiac output-MSNA relationships and the adrenergic sensitivity-MSNA
relationships explain in part why hypertension is not ‘obligatory’ in individuals with high
MSNA.

In our next study, we sought to follow up on the studies of Skarphedinsson et a/. (1997) to
evaluate the relationship between resting MSNA and systemic NO ‘tone’. We measured
MSNA and cardiac output in 18 normotensive male subjects and then performed systemic
infusions of the nitric oxide synthase inhibitor AG-monomethyl-L-arginine (L-NMMA). In
response to systemic L-NMMA infusions, individuals with high baseline MSNA showed a
greater rise in blood pressure than individuals with low levels of baseline MSNA. However,
these differences in pressor responses appeared to be due to differences in cardiac output
between groups. The changes in total peripheral resistance with L-NMMA were not
different between individuals with low and high nerve activity. This series of studies
provided several mechanistic integrative explanations for the lack of obvious relationship
between baseline MSNA and blood pressure in normotensive humans. They also provide
important clues and raise additional questions about high levels of baseline MSNA and the
development of hypertension in some subjects.

Hypertension and MSNA

As noted above, when large numbers of subjects with essential hypertension are studied, a
range of MSNA values are observed. This range of values shows significant overlap with the
range of values seen in normotensive subjects, and some studies on relatively large groups
of subjects report no obvious increases in baseline MSNA in mildly hypertensive subjects.
Others report a modest increase in MSNA in hypertension (Yamada ef a/. 1989;
Gudbjornsdottir et al. 1996; Anderson et al. 1998; Weyer et al. 2000; Narkiewicz et al.
2005). The key points are: first, if there is a rise in baseline MSNA seen in cohorts of
hypertensive subjects it is typically modest; and second, since the distributions of MSNA
overlap so much between cohorts of normotensive subjects and those with essential
hypertension, there are many hypertensive subjects with lower values for MSNA than seen
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in normotensive subjects. Again, at face value this evidence suggests that high levels of
MSNA do not cause hypertension.

When are increased levels of sympathetic nerve activity important in blood
pressure regulation?

Sympathetic activity in general and muscle sympathetic nerve activity specifically rise with
both ageing and obesity. Ageing and obesity are also associated with increased levels of
blood pressure (Sundl6f & Wallin, 1978; Ng et al. 1993; Seals & Bell 2004). By age 60 or
70 years, healthy older subjects have MSNA values that are on average about twofold
greater than those seen in younger subjects. Obese, younger humans also have high levels of
MSNA and these levels fall with significant weight loss (Alvarez et al. 2002; Trombetta et
al. 2003). There is also evidence that sympathetic ‘support” of blood pressure is greater in
both older subjects and obese humans (Jones et al. 2001; Shibao et al. 2007). For example
(Fig. 6), when either older subjects or obese subjects (especially obese, hypertensive
subjects) are given ganglionic blockers to eliminate autonomic outflow, they experience a
fall in blood pressure that is greater than that seen in lean, young subjects during ganglionic
blockade. These observations have profound implications for Western society, which is both
rapidly ageing and getting fatter. In this context, the epidemiological stage has been set for
an epidemic of high blood pressure that has a strong sympathetically mediated pump. How
might this happen?

As noted above, sympathetic activity increases with both ageing and obesity. The rise in
MSNA with ageing appears likely to be due to a combination of changes in central
autonomic regulation, a stiffening of the baroreflexes and changes in body composition.
Similar factors, along with sleep-disturbed breathing, probably contribute to the rise in
MSNA with obesity (Narkiewicz et a/. 1998). In general, there is a strong relationship
between either total body fat or markers of visceral obesity and MSNA in humans (Alvarez
et al. 2002; Seals & Bell, 2004). Obesity and ageing are also associated with so-called
oxidative stress, which would probably limit either the bioavailability or the production of
nitric oxide from the vascular endothelium. Ageing and (probably) obesity are also
associated with changes in the vascular endothelium that favour production of
vasoconstricting as opposed to vasodilating prostanoids (Taddei et al. 1997; Schrage et al.
2006). All of the changes noted above would favor the emergence of the hypertensive state
and could explain the augmented sympathetic autonomic support of blood pressure in these
populations. Additionally, this general scheme is supported by animal studies showing that
obesity-associated hypertension can be treated by long-term baroreceptor activation via
electrical stimulation of the carotid sinus nerve (Lohmeier et a/. 20074). There is also
emerging anecdotal evidence that carotid sinus nerve stimulation might be a useful treatment
in drug-resistant human hypertension (Fig. 7; Mohaupt et al. 2007).

High levels of baseline sympathetic outflow may be a risk factor for weight
gain in a high-calorie world

The ideas outlined above suggest a causal link between changes in body composition,
sympathetic outflow, vascular function and blood pressure. Is it also possible that high levels
of baseline MNSA might have a long-term influence on weight gain or body compaosition?
There is some evidence to suggest that resting metabolic rate might be higher in individuals
with higher levels of baseline cardiac output (Julius & Conway, 1968) who probably had
low baseline MSNA (Charkoudian et a/. 2005). Additionally, lean, older subjects with
relatively high levels of baseline MSNA have lower resting metabolic rates than their
younger counterparts (who have lower baseline MSNA). Older individuals also demonstrate
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less p-adrenergic support of resting metabolism than younger subjects (Bell et a/. 2001;
Seals & Bell, 2004). These observations suggest a potential inverse relationship between
baseline sympathetic activity and resting metabolic rate in human subjects. Additionally,
there is an acute increase in oxygen consumption associated with the consumption of a meal
(i.e. the thermic effect of food; TEF). In older subjects TEF is lower than in younger
individuals (Jones er al. 2004); perhaps TEF is also lower in younger subjects with high
levels of baseline MSNA (Jones et al. 2004).

If the relationships between S-adrenergic support of resting metabolism and TEF seen in
older subjects and obese subjects are causally linked to their high levels of sympathetic
outflow, perhaps younger subjects with high levels of MSNA are at increased risk for weight
gain. Additionally, if such a scheme did operate, then a self-reinforcing cycle of high MSNA
and weight gain and ultimately hypertension might occur and make things even worse.
Whether or not there is a relationship between baseline MSNA and metabolism in young
subjects and to what extent it has a major or minor role in the phenomena of weight gain and
the associated hypertension remains to be determined, but a number of laboratories
throughout the world are considering this problem.

Some unanswered questions

Summary

Several fundamental questions remain unanswered. What is the origin of, and/or the reason
for, the inter-individual variability in baseline sympathetic outflow in young, lean, healthy
subjects? Is it due to fundamental differences in central sympathetic outflow? Perhaps some
people just have ‘big’ hearts and large stroke volumes and ‘need’ less sympathetic support
for their blood pressure to be normal. Is it due to alterations in the baroreflex function so
that, at a given level of distension, signals from the mechanosensitive areas of the carotid
arteries and aortic arch are somehow less effective in suppressing sympathetic outflow in
some subjects? Is it due to differences at the level of the adrenergic receptors? Are there
subtle genetic, genomic or proteomic differences in a-adrenergic receptors that generate
more vasoconstriction in some subjects than in others, and perhaps the varying levels of
sympathetic outflow are simply a compensatory response to these changes in the periphery?
Avre there differences in vasodilator systems which contribute to the variability? While there
are speculative answers to all of these questions and many ideas about how they might
interact, definitive information on any of these topics is currently not available and
represents a ripe field for study on a critical topic that appears to resist a simple reductionist
explanation.

In summary, the renocentric view of blood pressure regulation has predominated for the last
30-40 years. In this invited review, we have shown that the sympathetic nervous system and
the arterial baroreflexes play an important role in long-term blood pressure regulation. We
have also described the mechanisms that prevent high levels of baseline MSNA from
causing increases in blood pressure in normotensive subjects. Finally, we have given
specific examples of how and under what pathophysiological conditions high levels of
MSNA clearly contribute to increases in blood pressure. We expect sympathetically
mediated hypertension to be an important pathophysiological phenomenon as the developed
world and the developing world gets both older and fatter.
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Figure 1. Distribution of mean arterial pressure (A), cardiac output (B) and total peripheral
resistance (C) in a conscious dog before and after bar o-denervation

Twenty-four hour mean arterial pressure was normal but more variable after baro-
denervation. By contrast, both the average values and distribution for cardiac output and
total peripheral resistance were normal after baro-denervation. (From Cowley et a/. 1973,
with permission.)
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Figure 2. Effects of electrical stimulation on Ang Il hypertension

Left panel shows the effects of baroreflex activation on blood pressure in normal animals
and animals administered angiotensin Il to evoke hypertension. Electrical stimulation of
baroreflexes caused sustained reductions in blood pressure in the control animals but the
effects in the animals administered angiotensin 11 waned over time. Right panel shows
effects of chronic electrical stimulation of the carotid sinus (baroreflex activation) on
animals before and after renal denervation. The sustained reduction in blood pressure was
unaffected by renal denervation. (From Lohmeier et al. 2005, 2007 6, with permission.)
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Figure 3. Blood pressureresponses to sodium loading in sham-oper ated and sinoaortic

denervated (SAD) animals
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Both 4 and 8% saline drinking water had only modest effects on mean arterial pressure in

the sham-operated (SHAM) animals. By contrast, sodium loading after sinoaortic

denervation led to marked increases in mean arterial pressure. (From Osborn & Hornfeldt,

1998, with permission.)
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Figure4. MSNA and blood pressure

Left panel shows the relationship between muscle sympathetic nerve activity (MSNA) and
mean arterial pressure in males and females below and above 40 years of age. In the younger
cohorts there was no relationship between MSNA and mean arterial pressure. By contrast, in
those over 40 years of age, increases in MSNA showed some influence on mean arterial
pressure. Right panel shows MSNA expressed either as bursts per minute or bursts per 100
heartbeats in middle-aged, normotensive and hypertensive subjects. In these cohorts, there
are no dramatic differences in MSNA. (Left panel from Narkiewicz et a/. 2005; right panel
from Gudbjornsdottir et al. 1996, with permission.)
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Figure 5. MSNA, cardiac output and adrener gic sensitivity

Left panel shows the relationship between muscle sympathetic nerve activity (in bursts per
100 heart beats) and cardiac output (CO) in normotensive subjects. Individuals with high
levels of MSNA tended to have lower levels of cardiac output. Right pane shows the
forearm vasoconstrictor responses (AFBF; forearm blood flow) to the release of
noradrenaline (expressed as arteriovenous difference in NA) evoked by brachial artery
administration of tyramine in subjects with low and high levels of MSNA. Subjects with
high levels of MSNA showed blunted vasoconstrictor responses to a given level of
noradrenaline. These observations help to explain how normotension is maintained in
subjects with high levels of MSNA. (Figure from Charkoudian et a/. 2005, 2006 5, with
permission.)
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Figure 6. Effects of ganglionic blockade on thefall in systolic blood pressure (ASBP) in lean
subj ects, obese subjects and obese subjects with hypertension (HTA)

Obese subjects with hypertension also had elevated muscle sympathetic nerve activity. Note
the evidence for increased autonomic support of blood pressure in obese hypertensive
subjects. (Figure from Shibao et a/. 2007, with permission.)
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Figure 7. Effects of chronic electrical stimulation in carotid sinusnervein a human patient with
resistant hypertension

During 28 min of dose—response testing, blood pressure fell from ~225/110 to ~170/100
mmHg. The stimulator was turned off for 9 min and blood pressure rose. During 4 h of
observation in the laboratory, blood pressure was lower during stimulation. With 3 days of
treatment (far right), sustained reductions in blood pressure were seen in this patient who
was resistant to multiple combinations to drug therapy. (From Mohaupt et a/. 2007, with
permission.)
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