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Mechanisms of Cardiac Pain
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ABSTRACT
Angina pectoris is cardiac pain that typically is manifested as referred pain to the chest and upper
left arm. Atypical pain to describe localization of the perception, generally experienced more by
women, is referred to the back, neck, and/or jaw. This article summarizes the neurophysiological
and pharmacological mechanisms for referred cardiac pain. Spinal cardiac afferent ﬁbers mediate typical anginal pain via pathways from the spinal cord to the thalamus and ultimately cerebral
cortex. Spinal neurotransmission involves substance P, glutamate, and transient receptor potential
vanilloid-1 (TRPV1) receptors; release of neurokinins such as nuclear factor kappa b (NF-kb) in the
spinal cord can modulate neurotransmission. Vagal cardiac afferent ﬁbers likely mediate atypical
anginal pain and contribute to cardiac ischemia without accompanying pain via relays through
the nucleus of the solitary tract and the C1-C2 spinal segments. The psychological state of an
individual can modulate cardiac nociception via pathways involving the amygdala. Descending
pathways originating from nucleus raphe magnus and the pons also can modulate cardiac nociception. Sensory input from other visceral organs can mimic cardiac pain due to convergence
of this input with cardiac input onto spinothalamic tract neurons. Reduction of converging nociceptive input from the gallbladder and gastrointestinal tract can diminish cardiac pain. Much
work remains to be performed to discern the interactions among complex neural pathways that
ultimately produce or do not produce the sensations associated with cardiac pain. © 2015
American Physiological Society. Compr Physiol 5:929-960, 2015.

Introduction
Angina pectoris refers to discomfort or pain associated with an
imbalance between myocardial oxygen supply and demand.
Angina generally is due to a critical stenosis of an epicardial
artery that produces an oxygen supply/demand imbalance that
leads to myocardial ischemia. The typical cascade after the
onset of myocardial ischemia is dysfunction of the left ventricle, changes in the electrocardiogram, and then the onset
of pain in many but not all patients. Typical symptoms for
the localization of pain, based on the common presentation
in men, include a crushing, pressure, or squeezing sensation
in the center of the chest that may or may not be described
as pain. Pain commonly is referred to the left shoulder and
flexor portion of the left arm, and less commonly to the right
arm, neck, or jaw, or in the epigastric region (85, 143, 199).
Recently, there has been an appreciation that women’s experience of angina and therapeutic procedures is often different
from men (140). This less common localization of angina,
often described as “atypical” pain, is referred to the jaw, neck,
shoulders, and back, and there may be no sensations from the
chest. If there is sensation from the chest, it is not a crushing
sensation (85, 88, 256). Instead, there is a fullness sensation
or a sharp, stabbing, burning pain. Chest pain or discomfort,
whether typical or atypical, is subjectively one of the most
disconcerting and anxiety generating symptoms because it
is often associated with potentially critical heart disease and
with risk of death. Unfortunately, often in women and sometimes in men chest pain may be misinterpreted as being the
result of indigestion. Thus, there is a great variability in the
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location of cardiac pain among different patients and with
the associated subjective sensations (207). The association
between ischemic heart disease and cardiac pain is important
but episodes of transient myocardial ischemia can occur with
the absence of pain.
The convergence projection theory, first proposed by Ruch
(301), sought to explain how pain originating from a visceral
organ could be referred to somatic structures. In essence, the
theory states that visceral and somatic noxious sensory inputs
converge onto a common pool of projection neurons, such as
spinothalamic tract neurons, within the central nervous system
(Fig. 1). Under normal circumstances, these neurons transmit
noxious somatic input to higher centers where the input is
interpreted as somatic pain. Noxious cardiac stimuli, such as
angina, activate this same population of projection neurons,
and the brain misinterprets the origin of the nociceptive signal
as originating from the somatic structures, resulting in referred
pain. One overall theme of this review is that convergence of
visceral and somatic input occurs in a variety of brain regions,
and these complex patterns of interactions of visceral and
somatic information can lead to the varying experiences of
sensations felt by patients with coronary artery disease.
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Figure 1

Viscerosomatic convergence onto upper thoracic spinothalamic tract neurons. Both cardiac sensory information and somatic sensory information from the chest and upper arm converge onto the same
population of spinothalamic tract neurons in the upper thoracic (T1-T5)
spinal dorsal horn segments. In this and all subsequent ﬁgures, green
pathways are excitatory, and the recorded central neuron and its axon
are colored blue.

The purpose of this article is to summarize research that
has led to an understanding of possible neurophysiological mechanisms that explain the sensations associated with
angina pectoris. We will start with cardiac afferents that mediate anginal sensations. Next, we will consider spinal and brain
regions that contribute to cardiac nociceptive processing.
Lastly, we will describe neural interactions between organs
that can allow one organ to affect the function of another,
as well as lead to misinterpretations (and misdiagnoses)
of the origin of visceral disease because of similar clinical
presentations. At the end of this presentation, it will be
obvious that more research needs to be conducted to explain
how the variety of anginal sensations occurs in different
people.

Spinal and Vagal Afferents
Angina pectoris often results from ischemic episodes that
excite chemosensitive and mechanoreceptive receptors in the
heart (see Refs. 74, 109, and 117 for review). Ischemic
syndromes, particularly myocardial infarction and unstable
angina, are commonly associated with fissures or erosions of
atherosclerotic plaques that lead to release of several chemical
mediators into the coronary artery lumen, platelet activation,
and formation of a thrombus that can occlude coronary arteries and significantly reduce blood flow. All of these events
cause the release of numerous chemical mediators, including
serotonin, histamine, thromboxane A2, bradykinin, reactive
oxygen species, especially hydroxyl radicals, lactic acid that
releases protons, and adenosine which leads to the production
of prostaglandins (PGE2 and PGI2) via a cyclooxygenase
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Figure 2

Mediators that activate and/or enhance sensitivity of cardiac afferent ﬁbers. Each of the substances can affect both spinal and
vagal afferent ﬁbers.

pathway (117), (Fig. 2). These chemical mediators either
individually, or frequently in combination, interact with specific receptors most commonly on chemically sensitive terminals that lead to the depolarization of the cardiac visceral
spinal afferent fibers.

Spinal cardiac afferent ﬁbers
Cardiac visceral afferent sensory fibers that terminate in the
spinal cord have diffuse or compact unencapsulated terminals
that are branched and found most commonly in the epicardium
(179,226). However, the sensory endings do not appear to terminate in the myocardium; instead, a mixture of myelinated
and unmyelinated fibers forms bundles that can be traced
through the connective tissues of the septa between the muscles (226). Anatomical studies have shown that spinal cardiac
afferent fibers primarily innervate the anterior portion of the
left ventricle (273,274). This distribution is consistent with the
observations that myocardial infarction of the anterior region
more often elicits tachycardia and hypertension, responses
that are more commonly associated with sympathetic reflex
activation (228, 275, 362).
Cell bodies of the cardiac visceral spinal afferent fibers
originating from the heart and coronary arteries are located in
the dorsal root ganglia (DRG) of the T2-T6 spinal segments,
but they can also extend as far away as the C8-T9 segments
(186, 353). Axons of these DRG cells enter at the tract of
Lissauer and terminate in the same segment or may ascend
and descend a few segments before they penetrate into the
spinal gray matter (186). These axons arch over the dorsal
rim of the spinal gray matter to enter lamina I or travel along
the lateral edge of the gray matter to terminate primarily
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in laminae V, VII, and X before synapsing with cell bodies
located in these regions of the spinal gray (58, 59, 61, 329).
Both chemosensitive nociceptors and mechanoreceptors innervate the epicardium. Excitation of these mostly
polymodal afferent fibers elicits pain, activates protective
reflexes, and regulates cardiac function (47, see Ref. 166).
Mechanosensitive myelinated Aδ- and unmyelinated C-fibers
respond briskly to low threshold stimulation that also includes
weak responses to bradykinin as well as increases in blood
pressure (20). Recordings from mechanosensitive endings
show that there is a regular discharge pattern of action potentials with each cardiac cycle, and there is a vigorous and
immediate response to gentle movement of a fine probe or
bristle when it is applied to the receptive field (206). In contrast, chemosensitive endings do not display cardiac modulation and discharge irregularly and infrequently (53). Interestingly both types of fibers can respond to bradykinin; however, only the fibers with chemosensitive endings demonstrate
sensitization with the application of prostaglandins, particularly PGE1, to the heart (20, 235). Mechanoreceptive endings are not considered to be involved with angina pectoris,
because the responses of these mechanoreceptors are below
the noxious threshold. In contrast, chemosensitive fibers are
considered to be nociceptors because they respond to stimuli outside the physiological range and evoke pseudoaffective cardiovascular reflexes (235, 378). Thus, chemosensitive
fibers are generally unresponsive to mechanical stimulation
but respond vigorously to the release of algogenic chemicals
during myocardial ischemia (235).

Chemical mediators
Chemical mediators including acids, adenosine, bradykinin,
capsaicin, histamine, potassium, prostaglandins, and substance P excite unmyelinated spinal cardiac afferent fibers
when they are directly injected into the coronary arteries or
applied to the epicardial surface of the heart (20, 72, 117, 198,
347-351). Among these chemicals, adenosine also has been
shown to be a critical constituent that contributes to cardiac
pain. Adenosine administered either to healthy volunteers or
patients experiencing angina pectoris resulting from ischemic
heart disease generates angina-like pain without any changes
in the electrocardiogram, and the intensity of pain is dose
dependent (331-334). One cautionary note is that Pan and
Longhurst (247) have shown that adenosine in their animal
model does not activate spinal cardiac afferent fibers.
An important component of chemical mediators is their
ability not only to excite spinal cardiac afferent activity independently but they may also interact with each other to modify
the sensitivity of their effects (117). Bradykinin and histamine
are released simultaneously during brief episodes of myocardial ischemia (113, 181, 183). These mediators independently
generate action potentials in cardiac spinal sensory afferent
fibers (116, 345). In addition, recordings of action potentials
from ischemically sensitive single cardiac afferents have
shown that bradykinin, via a cyclooxygenase mechanism,
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sensitizes these afferents to stimulation with histamine (116).
Thromboxane A2, a cyclooxygenase product, also is released
during myocardial ischemia, and it interacts reciprocally
with bradykinin and through these interactions promotes
the actions of the other mediator (118).
Sensitization of nociceptors after injury or inflammation
occurs when prostaglandins, leukotrienes, substance P, and
other chemical mediators are released due to local tissue damage. In the heart, thrombosed coronary atherosclerotic plaques
can rupture or erode, thereby activating platelets and releasing sensitizing chemicals that inflame adventitia of coronary
arteries, activate silent nociceptors, and sensitize chemosensitive receptors (76, 106, 182, 354). The release of substances
such as substance P may sensitize nociceptors to intensify the
pain experience felt in patients who are infused with adenosine (120). Prostaglandins are lipid autacoids that are derived
from arachidonic acid and generated by the metabolism of
arachidonic acid via the action of the cyclooxygenase pathway. These lipid messengers are found in increasing concentrations in the plasma of patients suffering from unstable
angina pectoris or with acute myocardial infarction (30, 145).
Prostaglandins sensitize chemical receptors located on the
endings of sensory fibers that result in increasing the magnitude of the response via an increase in the magnitude of
spontaneous activity and/or decreasing the receptor threshold
(103, 121). To examine the effects of prostaglandins on sensitization of cardiac sensory afferent fibers, recordings were
made from single afferent fibers that showed increased activity to myocardial ischemia and bradykinin (345). Blockade
of the cyclooxygenase pathway with indomethacin significantly decreased the evoked activity resulting from myocardial ischemia and application of bradykinin to the heart. For
more detail regarding the interactions among chemical mediators, see the detailed review by Fu and Longhurst (117).
The onset of angina pectoris associated with myocardial
ischemia may depend on the activation of the transient receptor potential vanilloid-1 (TRPV1) receptors. TRPV1 receptors
may function as molecular sensors that contribute to the processing of cardiac nociceptive information in spinal neurons.
This receptor is a molecular integrator of noxious stimuli that
is specifically expressed in the plasma membrane of nociceptive afferent fibers and opens an important nonspecific cation
channel that is activated by capsaicin (CAP), the pungent
ingredient found in chili peppers (55, 251). This receptor and
receptor channel complex can detect release of bradykinin,
serotonin, and adenosine triphosphate, as well as respond to
changes in pH, lipid metabolites, and heat that may occur with
tissue ischemia (171,251). TRPV1-expressing afferent nerves
are distributed extensively on the epicardial surface of the rat
ventricle (378). Epicardial application of CAP excites visceral spinal afferent fibers and produces sympathoexcitatory
reflexes (251, 316, 378); TRPV1 antagonists eliminate these
effects. Injections of CAP into the left atrium or pericardial
sac also activate spinal and spinoreticular neurons that receive
convergent input from the heart and somatic structures in cats
(42) and rats (267). These results suggest that excitation of
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TRPV1-containing visceral spinal afferent fibers mediate the
algesic responses associated with angina.
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ganglion cells
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The spinal cardiac visceral afferent fibers transmit nociceptive
afferent information that passes through the pseudounipolar
cell bodies located in the DRG on its way to the terminals
in the spinal gray matter. The focus of attention for processing nociceptive information has generally concentrated on
the spinal neural networks, because it was assumed that DRG
did not affect transmission of sensory information in processing of cardiac nociception. However, numerous studies in the
pain literature have shown that changes in neurotransmitters,
neuromodulators, and cytokines in the DRG can modify nociceptive information (see review, 169). The somata of spinal
visceral afferent neurons as well as general somatic primary
afferent neurons are located in DRG. These pseudounipolar
neurons are surrounded with numerous non-neuronal cells
including satellite cells, endothelial cells, fibroblasts, mast
cells, resident endoneurial macrophages, and occasional lymphoctyes (200, 366). These non-neuronal cells are not static.
Peripheral nerve lesions in adult rats lead to alterations in
the DRG that include changes in neuropeptide expression
(151, 160, 161), and satellite cell proliferation (164). Thus,
the potential exists for non-neuronal elements in the DRG to
affect cardiac nociceptive transmission to the spinal cord.
TRPV1 receptors and the cytokine tissue necrosis factor
alpha (TNFα) may modulate nociceptive transmission in DRG
cells. Administration of capsaicin activates TRPV1 receptors
on a subpopulation of somatic DRG neurons. It should also be
noted that these receptors are expressed throughout the entire
afferent nerve (55, 202, 335). Studies using double labeling
immunohistochemical techniques have shown that most of the
unmyelinated C-fibers and approximately 30% of the small
A-delta fibers express TRPV1 receptors (202). Zahner et al.
(378) used immunofluorescence labeling to show that TRPV1
receptors are present on the small and medium sized cell bodies of the thoracic DRG as well as primarily near the epicardial surface of the heart of vehicle treated rats. Intraperitoneal
injections of resiniferatoxin (RTX), a potent analogue of capsaicin, substantially reduced TRPV1 immunoreactivity of the
DRG cells and mostly eliminated TRPV1 immunoreactivity
in the epicardium (Fig. 3). The limiting factor of this study
is that RTX was injected systemically, and was not limited
to the heart. However, epicardial application of iodo-RTX, a
highly specific antagonist of TRPV1 receptors, eliminated the
capsaicin-induced sympathoexcitatory responses (378). This
provides evidence that limiting injections of RTX to the epicardium might also reduce the TRPV1 receptors on cells of
the thoracic DRG.
Cytokines are chemical messengers that cells of the
immune system secrete to act on other cells to coordinate
appropriate immune responses. They are comprised of a

*

Control
Ischemia
Reperfusion

2
#
1

0
Initial

lodo-RTX

lodo-RTX, lodo-resiniferatoxin

Figure 3

Effect of topical treatment with iodo-resiniferatoxin (iodoRTX, 50 μmol/L) on mean response activity of cardiac afferents to
5 min of ischemia. Results indicate that iodo-RTX signiﬁcantly reduced
the responses of cardiac afferents to ischemia. Data are presented as
mean ± SEM. ∗ P < 0.05 versus preischemia control; #P < 0.05 versus
afferent response to initial ischemia. (Adapted, with permission, from
251.)

diverse array of interleukins, interferons, and growth factors. Among the myriad of cytokines, TNFα has been examined for its changes during myocardial ischemia, although
information about its role is still limited. Among a multitude
of functions, this cytokine is proinflammatory with multiple phenotypic functions that are involved in the development and maintenance of neuropathic and inflammatory pain
(79, 165, 170, 172, 360). Satellite cells and macrophages are
major sources of TNFα and other excitatory cytokines that
contribute to neuropathic pain (304, 356). Under normal conditions TNFα does not have much effect on acute somatic
nociceptive information being transmitted to the central nervous system. However, if there is the onset of inflammation or
changes in peripheral somatic structures, then TNFα is activated to enhance the function of the DRG cells, thereby amplifying the signals that are transmitted centrally. For example,
after peripheral nerve injury the expression of TNFα mRNA
increased in DRG (232). The glial cells in the DRG synthesize and release TNFα, which can lead to the induction of
allodynia and hyperalgesia (171). Based on this information
Niu et al. (238) examined the role of TNFα in the DRG of
the upper thoracic spinal segments by performing occlusions
of the left anterior descending branch of the coronary artery.
Measurements of TNFα were determined at 0.5, 1, 3, and 6 h
of acute myocardial ischemia/infarction (Fig. 4). After occlusions were applied for various lengths of time the DRG of the
upper thoracic segments were removed. Their results showed
that expression of TNFα was increased significantly in small
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Figure 4 TNF-α in rat dorsal root ganglia. Closed bars represent
mean optical density of immunoreactive material for TNF-α in the dorsal root ganglia of rats receiving coronary artery occlusion for 0.5, 1,
3, and 6 h. Hatched bars represent mean optical density of immunoreactive material for TNF-α in the dorsal root ganglia of rats 0.5, 1, 3,
and 6 h following sham surgery. Results indicate that the expression of
TNF-α in dorsal root ganglia was increased following coronary artery
occlusion compared to sham. Data are presented as mean ± SEM.
∗∗ P < 0.01 versus sham; ∗ P < 0.05 versus sham. (Adapted, with permission, from 238.)

and medium diameter neurons primarily during the shorter
coronary occlusion time periods. Niu et al. (238) also noted
that at the longer occlusion time periods, increased TNFα
expression was found in the large diameter neurons, which
usually do not participate in the transmission of nociceptive
information. Their results also showed that the upregulation
of TNFa mRNA was increased in small diameter DRG neurons and satellite cells. These results lead to the suggestion
that TNFα is released during coronary artery occlusion, and
the increased release of TNFα may amplify the number of
action potentials that originate from the ischemic regions of
the heart. As a result, the intensity of pain perception might be
increased when the information reaches the areas of the brain
that process and interpret the nociceptive information. Further
research needs to be done to expand our understanding about
the role of cytokines in the production of angina pectoris.

Silent spinal cardiac afferent nociceptors
Silent nociceptors are also an important subcategory of receptors that may contribute to the afferent mechanisms associated with cardiac pain. The first clue that silent nociceptors
may contribute to pain sensation resulted from the studies
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Figure 5

Comparison of the responses of mechanically sensitive
and mechanically insensitive cardiac afferents to 5 min of myocardial ischemia. Results indicate that both types of cardiac afferents
signiﬁcantly increased their discharge rate in response to myocardial
ischemia, but the responses of mechanically insensitive afferents were
signiﬁcantly more robust than the responses of mechanically sensitive
afferents. Data are presented as mean ± SEM. ∗ P < 0.05 compared
with control, #P < 0.05 compared with the response of mechanically
sensitive afferents to ischemia. (Adapted, with permission, from 250.)

that examined silent afferent fibers in the knee joint, skin,
and pelvic visceral organs of cats (135, 222, 312). These
silent afferents most likely function as important nociceptors because they are unresponsive to physiological stimuli
(59, 135, 223, 248). The results of previous studies raised the
question of whether silent afferent fibers contribute to the pain
associated with myocardial ischemia. Among the spinal sensory afferent fibers originating from the heart, only a subpopulation of these fibers are activated during myocardial ischemia
(247, 249, 346), and numerous unmyelinated C-fibers do not
respond to ischemic episodes (245, 247, 249, 348). To determine if these unresponsive C-fibers are silent nociceptors that
respond to myocardial ischemia, Pan and Chen (250) used
direct electrical stimulation of receptive fields on the surface
of the heart to identify C-fibers that transmitted action potentials during the test stimulus but did not respond to mechanical
stimulation of the receptive fields (Fig. 5). Using this technique, these investigators showed that there is a group of cardiac sensory afferent fibers that did not respond to mechanical
stimulation of their receptive fields but discharged vigorously
during myocardial ischemia resulting from coronary artery
occlusion (250). In contrast to afferents that were responsive to mechanical stimulation of the receptive fields, the
mechanically insensitive fibers conducted at a slower velocity,
had larger receptive fields defined by electrical stimulation,
and responded more intensely to bradykinin and lactic acid,
which are commonly released during episodes of myocardial
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ischemia. These silent cardiac sensory afferent fibers appear to
represent a novel population of cardiac sensory receptors that
may function as nociceptors (60, 62, 223). Thus, the recruitment of the mechanically insensitive afferent fibers during
myocardial ischemia likely contributes to the perception of
angina pectoris.

Cardiac vagal afferent ﬁbers
Vagal afferents also innervate the heart. Action potentials
transmitting nociceptive information from the heart to the
brainstem are conveyed primarily in unmyelinated vagal afferent fibers. Sensory endings of these fibers are dispersed to all
regions of the heart, but the density of the fibers varies from
region to region (19,32,73,231,341,342). A greater concentration of vagal afferent fibers terminates in the inferior-posterior
wall of the left ventricle (101, 357). As a result myocardial
infarction in the inferior-posterior region produces bradycardia and hypotension (275, 362). In addition, occlusion of the
left circumflex coronary artery more effectively evokes vagal
reflexes than reflexes evoked during occlusion of the left anterior descending coronary artery (340). Thus, in summary,
experimental evidence from animal studies suggests that activation of the vagal afferents most likely occurs when myocardial ischemia involves the inferior-posterior region of the left
ventricle.
Most likely both chemosensitive and mechanosensitive receptors are activated during episodes of myocardial
ischemia, similar to spinal afferents. Chemosensitive vagal
afferents generally do not discharge with cardiac rhythm
and do not respond to vascular distensions; on the other
hand, mechanosensitive endings in control conditions commonly discharge one or two pulses with each cardiac cycle
(19, 343). Impulses in chemosensitive vagal afferents significantly increase when bradykinin is applied to the surface of the heart or injected into the left atrium (175). Furthermore, prostaglandin E2 and reactive oxygen species as
well as exogenous chemicals such as capsaicin, serotonin,
nicotine, phenylbiguanide, and veratrum alkaloids also activate chemosensitive vagal fibers (7, 19, 315, 352). In contrast,
mechanosensitive vagal afferents respond only to nicotine and
veratrum alkaloids (240, 327). Myocardial ischemia resulting
from occlusion of the coronary artery also increases neural
activity in these vagal afferent fibers (341, 342). Most commonly changes in the ST segment of the ECG and bulging
of the ventricle occur before vagal afferent activity increases.
When vagal afferent activity begins to increase the activity
displays cardiac rhythm but as the occlusion continues the discharge pattern becomes continuous. Thus, it appears that both
mechanosensitive and chemosensitive vagal afferent fibers are
excited during coronary artery occlusion.
Peripheral endings of large myelinated vagal afferents are
located primarily in the atria and the venoatrial junction of
the heart, with fewer originating in the ventricle and coronary
arteries (73, 74, 87, 244, 344). Most commonly the systolic
discharge of type A receptors is a function of the active
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tension developed by atrial muscle during contraction. During
an atrial cycle, the discharge pattern of the receptors depends
on both the degree of atrial distension and the state as well
as extent of contraction. In contrast, B atrial vagal receptors
depend intimately on static and dynamic changes in atrial
wall tension (281, 282). Neither of these types of myelinated
afferents appears to contribute to the nociceptive responses
associated with angina.
To summarize this section, numerous chemicals are
released during myocardial ischemia that can activate and/or
sensitize spinal and vagal cardiac afferents, ultimately leading
to the sensation of angina and pain referral to somatic structures. On the other hand, since there is an uneven distribution
of vagal and sympathetic afferent fibers in different regions
of the heart, if there is an imbalance in the excitation of these
two groups of fibers then angina pectoris may or may not be
experienced in a patient. The next section in this review will
consider how the information from spinal and vagal afferents
is processed in the central nervous system.

Central Processing of Afferent
Information
This section will discuss studies that have been conducted to
explain the possible neurophysiological mechanisms that contribute to the characteristics of typical and, to a lesser extent,
atypical angina pectoris. Generally, three main features characterize typical angina pectoris: (i) nociceptive information
originating from the heart is commonly experienced as pain
in somatic structures that innervate the same spinal segments
that also receive afferent input from the heart (301); (ii) pain
is referred to proximal and axial somatic structures but generally not to distal limbs (43); and (iii) pain is described as deep
and aching, but not experienced as cutaneous superficial pain
(191). As pointed out earlier, patients can experience atypical
angina pain that is referred to the neck, jaw, or back. Data
from neurophysiological studies help to explain most of these
phenomena.

Viscerosomatic convergence
We previously mentioned the convergence projection theory positing that visceral and somatic stimuli converge on
a common population of central neurons, and this convergence can lead to both visceral pain and referred somatic
pain. To begin to determine whether viscerosomatic convergence could explain anginal pain, initial studies concentrated
on the spinothalamic tract (STT) and the spinoreticular tract
(SRT) in the upper thoracic spinal cord, because these pathways were known to conduct somatic pain to the thalamus and
reticular formation, respectively, and the upper thoracic cord
receives sensory information from the heart. These studies,
performed in cats and monkeys, demonstrated that electrical
stimulation of cardiac spinal afferents excite about 80% of
STT and SRT cells in the upper thoracic (T1-T5) segments.
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Neurons were located in laminae I, V, VI, and VII of the
spinal gray matter. The neurons also responded to bradykinin
applied to the heart either epicardially or intracardially and
to coronary artery occlusion. All of the neurons with cardiac
input also received somatic input, primarily nociceptive input
from muscles in the chest and upper limb. Collectively, these
studies provided evidence supporting that the convergence
projection theory is valid for STT and SRT neurons in the
upper thoracic cord, and suggested that these neurons could
both lead to sensations of angina and contribute to referral of
pain to overlying somatic structures (16, 17, 34, 37-39, 109).
A consideration of the somatic responses of STT neurons is whether they are consistent with the sensations of
angina. Generally, patients experience typical angina pectoris
as a deep, diffuse, dull, and suffering type of pain, which
contrasts with cutaneous pain that usually is described as
sharp and well defined. The characteristics of angina pectoris are similar to those described for muscle pain in that
it is deep, aching, and often associated with referred muscle
hyperalgesia. Experiments performed on patients with angina
symptoms have shown that the sensations between visceral
pain and muscle pain are similar (176, 177). These patients
compared their anginal pain with pain generated after hypertonic saline injections were made into muscle near the left
interspinous ligament of C8-T1 spinal segments. They stated
that the segmental localization as well as the onset, continuation, and character of the muscle pain were similar to the
angina pectoris they experienced during ischemic episodes
(176). Furthermore, as noted previously, typical angina pectoris radiates to proximal, axial areas including the chest, and
occasionally it also radiates to the left proximal shoulder;
on the other hand, pain is felt much less frequently in distal structures such as the arm and hand (27, 305, 334). These
clinical observations led Hobbs et al. (147) to more closely
examine the somatic field characteristics of STT neurons in
the C3-T6 segments that received cardiopulmonary visceral
input (Fig. 6). Although some STT neurons in all of these segments received cardiopulmonary input, the largest percentage
of responsive neurons and the largest percentage of excitatory
responses occurred in the T1-T6 segments. Weakest responses
occurred in the cervical enlargement (C7-C8). Furthermore,
STT neurons with proximal somatic fields (upper limb and
chest) and that responded most intensively to pinch of muscle were more likely to receive cardiopulmonary input than
neurons with distal somatic fields that primarily responded
to cutaneous input. The latter neurons were located in the
cervical enlargement. In summary, STT neurons in the upper
thoracic spinal cord respond most intensively to cardiopulmonary input and receive predominantly somatic input from
proximal muscle groups; these neurons likely contribute to
referral of anginal pain to proximal muscles. STT neurons in
the cervical enlargement receive weak cardiopulmonary input
and respond best to cutaneous input from the distal arm and
hand; the lack of cardiopulmonary input onto these neurons is
likely a reason that anginal pain is not referred usually to distal structures. These conclusions are consistent with clinical
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Figure 6

Patterns of convergence of cardiac and somatic inputs onto
spinothalamic tract neurons in the upper thoracic and cervical spinal
segments. The T1-T5 and C5-C6 segments receive converging nociceptive cardiac input and somatic input from the chest and upper arm,
although the cellular responses to cardiac stimuli are more intense in
T1-T5. Spinothalamic tract neurons in the C7-C8 segments receive no
appreciable cardiac input and receive somatic input from the distal arm
and hand. The dashed line indicates that the pathway(s) by which cardiac input reaches C5-C6 are not deﬁned. All pathways in this diagram
are excitatory.

observations that angina pectoris is referred most commonly
to proximal axial somatic structures but not to the distal forearm and hand (139, 261, 305).
Neuroanatomical reports have shown that cardiac visceral
spinal afferent fibers do not travel in the DRG of the cervical spinal segments (154, 186, 353). Thus, signals resulting
from activation of T1-T5 cardiac nociceptive afferent fibers
may travel in a propriospinal pathway with terminals that
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synapse onto cervical STT cells (239). Another possibility is
that branches of the upper thoracic afferent fibers may traverse in the zone of Lissauer for several segments and then
synapse on cervical STT neurons (329) (Fig. 6).
In summary, cardiac spinal afferent and somatic nociceptive afferent information converges onto a common pool of
STT cells, which provides a substrate that may explain pain
referral to overlying somatic structures. As a result of viscerosomatic convergence, typical angina pectoris most commonly produces a deep, diffuse, suffering pain that is generally referred to proximal and axial structures such as muscle,
ligaments, and tendons.

Role of neurotransmitters
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We previously mentioned that myocardial ischemia stimulates spinal afferent sensory afferent fibers that respond to
CAP and possess TRPV1 (152, 202, 267, 336). To determine
if TRPV1 containing fibers transmitted this cardiac nociceptive information to neurons in the spinal cord, RTX was used
to desensitize the fibers (173, 252, 336, 373). Recordings of
extracellular potentials were made from individual T3 spinal
neurons while cardiac nociceptive receptors were activated
by injecting bradykinin or capsaicin into the pericardial sac.
Both bradykinin and capsaicin excited approximately 80% of
the responsive neurons in the superficial and deeper dorsal
horn; the remainder of the cells responded to either capsaicin
or bradykinin. After RTX was injected into the pericardial sac,
excitatory responses of the spinal neurons to both bradykinin
and capsaicin were abolished (267; Fig. 7). It is important
to note that excitatory responses to noxious somatic stimuli converging onto these same neurons were not affected.

Additionally, intrapericardial injections of capsazepine, a specific antagonist of TRPV1, sharply reduced the excitatory
activity to capsaicin; however, the excitatory responses to
bradykinin were not attenuated. These data support the idea
that bradykinin-initiated responses of spinal neurons were
associated with cardiac TRPV1-containing afferent fibers, but
were not dependent on TRPV1 receptors. Thus, spinal neuronal responses to cardiac nociceptive stimuli, but not somatic
stimuli, likely involve afferents containing TRPV1 receptors.
Although numerous studies have been conducted to
describe the characteristics of the excitatory responses of specific spinal neurons and cells of origin of ascending pathways
to nociceptive input from spinal cardiac afferent neurons,
very little research has been done to identify specific neuromediator(s) that are released from the nociceptive cardiac
afferent fibers at the spinal level during episodes of myocardial ischemia. Central terminals of spinal afferent fibers most
likely release substance P and neurokinin A (NKA), glutamate (GLU), and calcitonin gene-related peptide (CGRP)
(33, 81, 111, 123, 155, 163, 193, 251). Indirect evidence has
shown that high concentrations of substance P are located in
the spinal gray matter and are released at the spinal level during stimulation of visceral and somatic C-fiber afferent nerves
(95,96,193,311,321,371,374). Direct evidence for the role of
substance P being released in the spinal gray matter from cardiac spinal afferent fibers during myocardial ischemia comes
from the results of a study by Hua et al. (163) (Fig. 8). The
levels of substance P were determined by using antibodycoated microprobes that were inserted into the upper thoracic spinal cord in anesthetized rats. The microprobes detect
differences in the release of immunoreactive substance Plike material during activation of cardiac spinal nociceptive
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Figure 7 Effects of intrapericardial resiniferatoxin (RTX) on upper thoracic spinal neuronal responses to
bradykinin (BK) and capsaicin (CAP). Intrapericardial BK or CAP was administered approximately 20 to 30 min
after pretreatment with RTX. The results show that increased activity responses to BK or CAP were markedly reduced
after RTX treatment. Data are presented as mean ± SEM. ∗ P < 0.05 compared with spontaneous activity (SA) before
(−RTX) and after (+RTX) administration of RTX. (Reprinted, with permission, from 267.)
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Figure 8 Effects of coronary artery occlusion on spinal levels of substance P. Filled bars represent the mean optical density of antisubstance
P immunoreactive material in the spinal cord of rats receiving coronary
artery occlusion (CAO) for 0.5, 1, 3, or 6 h. Hatched bars represent
the mean optical density of antisubstance P immunoreactive material
in spinal cord of rats at 0.5, 1, 3, and 6 h following sham surgery.
Results indicate that the levels of substance P in the spinal cord were
signiﬁcantly elevated following CAO. Data are presented as mean ±
SEM. ∗ P < 0.05 compared with time-matched sham surgery group.
(Reprinted, with permission, from 132.)

afferent neurons by transiently occluding the left anterior
descending coronary artery. As a result of these transient
and focal ischemic episodes, an increased release of substance P was detected in the superficial dorsal laminae I and II
and deeper laminae including laminae III-VII. This increased
release correlated with the activation of the spinal cardiac
nociceptive afferent fibers, because this increased expression
of substance P was sustained during the period of time when
the coronary artery was occluded. However, bilateral transections of the T2-T5 dorsal roots eliminated the increased
release of substance P during the coronary artery occlusion.
The role of substance P being released during myocardial
ischemia gained further support when the use of molecular and morphological profiles showed that substance P and
preprotachkinin mRNA were upregulated in the T1-T5 dorsal horn during occlusion of the coronary artery (132). A
more recent study showed that the release of substance P in
the upper thoracic spinal gray matter requires, in part, the
involvement of TRPV1 receptors (328). This is based on the
observations that injections of capsazepine, a TRPV1 receptor antagonist, into the gray matter of the T4 segment reduced
the release of substance P during occlusion of the coronary
artery. These data suggest that the substance P released in
spinal cord dorsal horn sites is a principal neuropeptide mediator associated with transmission of nociceptive information
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during myocardial ischemia, and is released partially via a
TRPV1 mechanism (328).
Although substance P is released in the spinal gray
matter during episodes of myocardial ischemia, injections of a mixture of algogenic substances (bradykinin, 5hydroxytryptamine, adenosine, and PGE2) did not alter the
pattern of substance P release in these same areas of gray
matter within the T4 spinal segment (163). However, the previous discussion emphasized that the discharge rate of spinal
neurons, SRT cells, and STT cells is significantly increased
during intrapericardial injections of bradykinin, algogenic
chemicals, coronary artery occlusion (17, 34, 38, 39, 66, 265).
An important observation that may partially explain the differences observed between the occlusion studies and the
algesic chemical studies is that a subpopulation of neurons
responded differentially if the left descending coronary artery
or the left circumflex artery was occluded. Diffuse activation
of epicardial spinal afferent fibers with chemicals compared
with regional activation of afferents resulting from coronary
artery occlusion possibly may produce differential and discrete release of neuromediators from the cardiac nociceptive
spinal afferents that project into the spinal gray matter (163).
Alternatively, an alteration of substance P release may not
have been detectable with the technique used.

Central sensitization
Central sensitization is an expression of plasticity of neurons
within the spinal gray matter. Continual barrages of impulses
being transmitted from the site of injury or inflammation via
nociceptive afferent fibers can evoke patterns of activation,
modulation, and modification that can enhance the responsiveness of spinal neurons and neurons that transmit nociceptive information to supraspinal levels with resultant pain
sensation (370). Central sensitization results from changes
in the synaptic connections between the nociceptive primary
afferent fibers and cells in the spinal gray matter. Noted above,
these central terminals release numerous transmitters including glutamate, substance P, and CGRP, along with synaptic
neuromodulators such as brain-derived neurotrophic factors.
These transmitters and neuromodulators activate particularly
N-methyl-d-aspartate (NMDA) and α-amino-3-hydroxy-5methyl-4-isoxazolepropionate (AMPA) receptors which are
activated by the synaptic release of glutamate. Substance
P, which is coreleased with glutamate by C-fiber peptidergic nociceptors, activates NK1 receptors on neurons and is
also involved in the generation of central sensitization (see
Ref. 188 for review). Most of the information that contributed to our understanding of central sensitization resulted
from studies that utilized somatic afferent nociceptive input.
Therefore, minimal information exists about the role of visceral nociceptive afferent input in generating central sensitization, specifically cardiac nociceptive input. Studies conducted on other visceral organs lead to the suggestion that
increased nociceptive input can contribute to central sensitization. In a human study, repeated noxious distensions of a
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balloon placed in the colorectal region increased sensitivity
to pain and expanded the area of referred pain to overlying
somatic structures (236). Experiments conducted on animals
demonstrated that myocardial ischemia resulting from coronary artery occlusions release substance P in the areas of
spinal gray matter that contain cells of origin of the STT and
other ascending pathways that transmit nociceptive information to supraspinal nuclei that participate in pain sensation
(132, 328). However, even though substance P is released
there is no evidence that these spinal neurons are sensitized.
On the other hand, spinal neurons possessing the substance P
receptor are necessary for development of central sensitization resulting from injections of capsaicin into hind paw (180).
Furthermore, lamina I neurons expressing the substance P
receptor increased in number and rostrocaudal extent after
visceral inflammation of the colon (153). Thus, the release
of substance P from cardiac nociceptive afferent input likely
contributes to central sensitization of STT neurons and other
spinal neurons resulting from ischemic heart disease, although
direct evidence for this suggestion is lacking.
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TNFα, tumor necrosis factor alpha

Glia and neural plasticity

Figure 9

In addition to central sensitization of nociceptive ascending
pathways via activation of nociceptive afferent fibers, research
is accumulating to also support an important role that glia in
the spinal cord serve as dynamic modulators of neural plasticity in central neuronal networks. Experimental animal models
of peripheral inflammation, nerve injury or spinal injury have
been used to show how glia contribute to central sensitization
and pathological pain (44,83,212,361) (Fig. 9). As discussed
previously, under normal circumstances glutamate is the
major excitatory transmitter that is released from the presynaptic terminals of nociceptive primary afferent fibers, and
binds to NMDA, AMPA, and metabotropic glutamate receptors on the postsynaptic spinal neurons (26,210). The opening
of these channels results in an influx of cations that lead to generation of action potentials in the spinal neurons including the
STT. Normally, the glutamate transporters, glutamate transporter 1 and glutamate-aspartate transporter, located in astrocytes, clear synaptic glutamate to control the levels of glutamate in the synaptic clefts (31, 122, 189, 287, 299). However,
these transporters become dysregulated after they are exposed
for long periods to high levels of synaptic glutamate. As a
result glutamate uptake is decreased and the accumulation
of excessive glutamate contributes to central sensitization of
spinal neurons. In addition to glutamate, substance P and ATP
can also excite microglia and astrocytes (227). The barrage of
afferent input that continues to release glutamate, substance
P and other neurotransmitters sustains the excitation of glia.
This excitation induces the activation of extracellular signalregulated kinases (ERK), p38, and c-Jun N-terminal kinases
(JNK) that then activates transcription factor nuclear factorkB (NF-kB). Activation of NF-kB induces the synthesis of
inflammatory factors such as TNFα, IL-1B, IL-6, nitric oxide

(NO), and PGE2 (see Ref. 227 for review). Most of the information that generated these key findings regarding the glia and
cytokines resulted from activation of somatic afferent fibers in
experimental animal chronic pain studies. A few studies have
addressed how excitation of visceral spinal afferent fibers contributes to the production of inflammatory cytokines, specifically TNFα and to a less extent IL-1B. Further support for
the ability of visceral afferents to activate spinal microglia
has been demonstrated by using colorectal distension and
neonatal colonic irritation. Injection of the microglia activator, fractalkine, into the spinal cord of normal rats induced visceral hyperalgesia during noxious colorectal distension (302).
In addition, acute treatment with minocycline, an inhibitor of
microglia, prevented visceral hypersensitivity to colorectal
distension. Neonatal irritation of the colon, which produces
peripheral and central sensitization in adult animals, caused an
increased proliferation of microglia in the spinal gray matter
(8). All these studies demonstrate that cytokines released from
microglia can generate central sensitization of spinal neurons.
Related to cardiac pain, TNFα is also one of the inflammatory factors released from glia that has been associated with
myocardial ischemia. Niu et al. (238) showed that TNFα was
upregulated in neurons of the dorsal horn 30 min after the
onset of ligation of the left anterior descending coronary artery
of a rat model, and the upregulation was sustained even six
hours after the onset of the occlusion (Fig. 10). Francis et al.
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Neurotransmitter interactions within the spinal dorsal horn.
Nociceptive spinal cardiac afferents release both glutamate and substance P onto spinothalamic tract neurons. Glutamate stimulates NMDA
and AMPA receptors, and substance P stimulates NK1R receptors.
Under appropriate conditions microglial cells can release TNF-α which
can inﬂuence both the presynaptic and postsynaptic nerve terminals.
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Figure 10

Effects of coronary artery occlusion (CAO) on TNF-α in
rat spinal cord. Bars represent mean optical density of immunoreactive
material for TNF-α in the spinal cord of rats receiving coronary artery
occlusion for 0.5, 1, 3, and 6 h or sham surgery. Results indicate that
TNF-α is expressed in the spinal cord in response to CAO. Data are
presented as mean ± SEM. ∗∗ P < 0.01 versus sham, ∗ P < 0.05 versus
sham. (Adapted, with permission, from 238.)

(112) demonstrated that, after the left coronary artery of a rat
model was ligated for two hours, TNFα and IL-1B were significantly increased in the heart, plasma, and the hypothalamus.
The cardiac spinal afferents were responsible for generating
the increase in cytokines in the hypothalamus, but the vagus
nerve was necessary to fully express these cytokines in the
heart and plasma (112). Activation of cytokines in the brain
may be related to excitation of nociceptive cardiac sensory
afferent fibers, because it has been shown that neuropathic
pain resulting from chronic constriction of somatic nerve is
associated with alteration in ambient levels of TNFα and IL-B
in the brain and hypothalamus (75, 156). This does not limit
the role of other inflammatory factors, but additional studies need to be done to fully understand how the effects of
microglia and astrocytes, along with their transporters, and
inflammatory factors contribute to cardiac pain.

Vagal suppression and central processing
The previous discussion emphasized that nociceptive cardiac
stimuli activate spinal afferents that excite STT and SRT neurons transmiting this information to the brainstem and thalamus. These neurons also respond to noxious somatic input
which helps account for pain referral to the proximal portion
of the upper limb and chest. Results of this work do not,
however, easily explain atypical anginal pain referral to the
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jaw and neck, nor possible mechanisms to account for silent
cardiac ischemia. This led to studies that examined possible
neural components for modifying nociceptive cardiac input to
the central nervous system. The first of these to be examined
were pathways related to activation of the vagus nerve, based
on two primary observations. First, myocardial ischemia activates unmyelinated vagal afferents, and these afferents can
inhibit sympathetic vasomotor outflow and suppress sympathetic efferent activity (178, 197, 317, 339, 342, 344). This
leads to the possibility that vagal activation might modulate
central nociceptive pathways that contribute to cardiac pain.
Second, results from conscious animal models demonstrated
that activation of vagal afferent pathways can decrease pain
sensitivity (278). For example, pain sensitivity is reduced in
hypertensive rats, but the sensitivity increases after vagotomy
(379). In addition, right cervical vagotomies reverse opioidmediated analgesia and reduce stress-induced analgesia in
spontaneously hypertensive rats (203,204). Also, it is possible
that these pathways may contribute to increases in pain sensory and pain thresholds to tooth pulp stimulation in humans
with borderline or essential hypertension (125, 292, 380).
In addition to the findings mentioned above, the vagus
nerves may mediate the referral of atypical anginal pain to
the neck and jaw. Human sympathectomy studies, dental case
reports, and osteopathic literature provided the background
to examine an explanation for pain referral to the neck and
jaw region during myocardial ischemic episodes in an animal model. Early clinical observations showed that neck pain
was expressed after, but not before, sympathectomy (to interrupt spinal visceral afferents from the heart) was performed
to reduce pain in patients suffering from refractory angina
pectoris (194,367,368). These investigators proposed that the
vagus nerve was the most likely pathway for transmitting
information to the upper cervical region. Articles published
in the dental literature also report that myocardial ischemia
elicits craniofacial pain as the only complaint in a very small
population of the dental patients (184, 185, 346). A recent
case report also raised the possibility that vagal afferents may
mediate angina pectoris expressed as jaw and tooth pain (233).
Activation of vagal afferents suppresses the spontaneous
and evoked activities of STT and spinal neurons with unidentified projections located in widespread segments of the spinal
cord extending from the lower cervical to lumbosacral segments (10,63,148,285,288). In the upper thoracic cord, vagal
stimulation inhibited the spontaneous activity of 70% of STT
cells that responded to cardiac nociceptive input (10) (Fig. 11).
To confirm that the effects of vagal stimulation originated
from the cardiopulmonary region, electrical stimulation of the
cardiac branch of the vagus produced effects similar to stimulation of the left thoracic vagus but no inhibition was elicited
when vagal stimulation was applied between the heart and
diaphragm (10, 148). In addition, the evoked STT cell activity resulting from intracardiac injections of bradykinin was
sharply reduced during stimulation of the left thoracic vagus
nerve; the vagal effects were eliminated after the cervical vagi
were transected (11). Somatic responses also were inhibited
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fibers. These results suggest mechanisms for decreasing pain
sensitivity and increasing pain threshold.
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Figure 11

Cell responses to intracardiac injection of bradykinin (BK)
and effects of left thoracic vagus nerve simulation on those responses in
monkeys. Background cell activity of spinothalamic tract neurons was
recorded and then BK was injected into the left atrium. At the peak of
the response to BK, the left thoracic vagus nerve was stimulated for 5 s
and cell activity was recorded (BK + V). Cessation of stimulation the left
thoracic vagus nerve caused the cell activity to return to the bradykininstimulated level (second BK). Thus, left vagus nerve stimulation reduced
neuronal responses to intracardiac BK. Data are presented as mean ±
SEM. ∗ P < 0.001 compared to BK. (Adapted, with, permission from
11.)

by vagal stimulation. Thus, activation of vagal afferents suppresses both cardiac and somatic input to upper thoracic STT
neurons.
Hua et al. (162) provided evidence regarding the neurotransmitters and neuromodulators that may be involved in
vagal suppression of thoracic neuronal activity. They used
antibody-coated microelectrodes to measure the release of
substance P and dynorphin in the upper thoracic spinal gray
matter. The measurements were made during left coronary
artery occlusions alone and during electrical stimulation of
the proximal end of the left thoracic vagus. The results
showed that during coronary artery occlusion vagal stimulation increased the release of dynorphin and reduced the release
of substance P in laminae I-VII of the thoracic spinal gray matter. Thus, release of dynorphin may account for some or all of
the suppression of substance P during a myocardial ischemic
episode (163). This is the first evidence that the interaction
between these two peptides may explain how nociceptive cardiac afferent information is attenuated by vagal stimulation
during coronary artery occlusion. Thus, vagal afferent fibers
primarily from the heart are responsible for suppressing nociceptive somatic and cardiac input to upper thoracic STT cells
during activation of the nociceptive cardiac spinal afferent
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What are the specific pathways by which the vagus nerves
can affect the activity of spinal neurons? Nociceptive information transmitted via vagal afferents terminates primarily in
the nucleus tractus solitarius (NTS) of the medulla, primarily ipsilaterally but also contralaterally (25). Physiological
experiments have shown that the NTS is critical for vagal
suppression of activity in spinal neurons (286). The NTS may
serve as relay to activate other regions that suppress spinal
neuronal activity.
One possibility is a relay from the NTS to the upper
cervical spinal cord. The upper cervical cord receives dermatomal input from the neck; if neurons receiving this input
also received cardiac input, then this could help explain
anginal pain referral to the neck. A study in the osteopathic literature by manual medicine physicians showed that
a small population of patients with cardiovascular disease
had changes in tone of paraspinal muscles in the C1-C3 segments, although the most common segmental distribution of
increased paraspinal tone was from segments T1-T5 (21).
Upper cervical (C1-C2) segments have propriospinal neurons
modulating nociceptive spinal processing. Anatomical studies
in monkeys (49), cats (209, 376), and rats (225) have shown
that cell bodies of these propriospinal neurons are located
in the lateral cervical nucleus, dorsal horn, lamina X, and
ventral horn of the upper cervical spinal segments. An argument will be developed to suggest that propriospinal cells are
activated by vagal nerve stimulation to suppress nociceptive
spinal input in segments below the C1-C2 segments.
C1-C2 propriospinal neurons modulate nociceptive afferent input to upper thoracic neurons (271). Glutamate pledgets were placed on the dorsal surface of the C1-C2 segments of the spinal cord to activate cell bodies but not axons
passing through these segments. Glutamate activation of C1C2 neurons decreased background activity and/or excitatory
responses of more than 75% of upper thoracic spinal neurons to intrapericardial injections of bradykinin (Fig. 12).
Furthermore, after spinal transection at rostral C1 in five animals, glutamate at C1-C2 still significantly reduced excitatory
responses of five neurons to cardiac application of bradykinin,
indicating that brainstem mechanisms were not required for
the inhibitory responses. Thus, intraspinal activation of C1-C2
propriospinal neurons primarily produces descending inhibition of excitatory responses of thoracic spinal neurons to noxious visceral stimuli. These observations led to studies that
were designed to explore neural mechanisms of referred pain
in the upper cervical spinal cord. To initiate this exploration,
recordings of extracellular potentials were made from STT
cells located in the C1-C2 spinal segments (64, 66). Electrical stimulation of cardiopulmonary visceral spinal afferent
fibers and thoracic vagal afferents, coronary occlusion, and
injections of algesic chemicals into the heart before and after
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Figure 12 Modulation of thoracic neuronal responses by the C1-C2 segments. Neuronal activity
was recorded from neurons with unidentiﬁed projections in the T3-T4 segments in rats. The panels
show the rate of discharge of extracellular potentials from the spinal neurons. The lower panel on
the right shows that the neuron responded robustly to bradykinin (10-5 M, 0.2 mL) injected into the
pericardial sac via a catheter. In the upper panel on the right, a glutamate 2.2 mm pledget (1.0 M
absorbed onto ﬁlter paper) was placed on the surface of the spinal cord at the C1-C2 segments
before application of bradykinin to the heart. The response to bradykinin was substantially reduced
in the presence of glutamate, suggesting that a propriospinal pathway from the upper cervical
cord to the upper thoracic cord suppresses neuronal responses. The neurotransmitter(s) mediating
inhibition is/are not yet known. In this and subsequent ﬁgures, pathways colored red are inhibitory.

bilateral vagotomy were used to determine the mechanisms
and pathways that activate C1-C2 STT cells.
Anatomical studies indicate that vagal afferent fibers may
project directly or indirectly to the C1-C2 propriospinal neurons. Only 6% of vagal afferent fibers project directly to the
C1-C2 spinal neurons (214). Therefore, most vagal afferents
likely terminate in the NTS and synapse on cells with axons
projecting to the C1-C2 segments. Supporting this concept,
retrograde transport experiments show that solitariospinal
neurons project to the midcervical and upper thoracic spinal
segments (230). By extrapolation it is possible that C1-C2
propriospinal neurons also receive input from the NTS.
Experimental studies suggest that the processing of cardiac nociceptive information via the vagus involves a spinal
network in the C1-C2 segments. Electrical stimulation of
vagal and cardiac sympathetic nerves showed that STT and
non-STT spinal neurons in C1-C2 were more strongly excited
by stimulation of vagal afferents than of spinal cardiac afferent
fibers, but nevertheless both afferent pathways activated the
cells (64, 262). Note that the excitatory responses from vagal
stimulation are opposite the inhibitory responses produced
at lower levels of the spinal cord. To excite upper cervical
neurons, spinal cardiac afferent input likely enters the spinal
cord at upper thoracic segments and synapses on cells with
axons that travel in the ventrolateral quadrant to synapse on
the C1-C3 spinal neurons (381). The somatic receptive fields
for these cells are located most commonly in the jaw, neck,
ear, and upper arm. Somatic fields from the ipsilateral neck
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and/or shoulder regions enter the spinal cord via the upper
cervical DRG (141). The variable locations of the somatic
receptive fields may result from overlapping termination of
primary afferent fibers originating from different segments of
the spinal cord. Referral in the more caudal somatic fields may
result from projections that originate at the C5-C7 segments
(326, 363).
Injections of algesic chemicals into the pericardial sac
excited STT and non-STT spinal neurons in upper cervical segments. Since both vagal and spinal cardiac afferents
excite upper cervical neurons, the evoked activity could have
been mediated by either or both sets of afferents. Vagotomy
markedly reduced the evoked activity from cardiac application
of algesic chemicals, suggesting that the excitatory responses
were primarily vagally mediated (66, 262).
Recording from antidromically activated propriospinal
neurons is the final piece of evidence for the role the C1C2 propriospinal pathway plays when vagal afferents are
stimulated to modulate nociceptive responses of spinal neurons. Electrophysiological studies in monkeys and rats were
used to determine if descending axons of C1-C2 neurons
respond to vagal sensory inputs. The axons of the studied
neurons projected to the thoracic or lumbar spinal segments
(65, 382). Electrical stimulation of the vagus increased the
activity of approximately 50% of these propriospinal neurons. To suggest that vagal afferent fibers originated from
the cardiopulmonary region, stimulation of the abdominal
vagus did not excite neurons that were activated by thoracic
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vagal stimulation. Thus, these results suggest that modulation
of spinal nociceptive processing by vagal stimulation may
involve synaptic connections with propriospinal neurons of
the upper cervical segments.
Summarizing the vagal and C1-C2 studies, noxious stimuli in the heart activate vagal afferents that primarily terminate
in the NTS. The NTS projects either directly or indirectly to
the upper cervical spinal cord, accounting for vagal excitation of STT and propriospinal neurons. The viscerosomatic
convergence onto these STT neurons likely accounts for atypical anginal pain referral to the neck and jaw. Activation of
the propriospinal neurons helps explain how vagal stimulation suppresses evoked responses of viscerosomatic inputs to
upper thoracic STT neurons (Fig. 13).

Thalamus
NTS

C1-C2

Vagus

C5-C6

“Atypical” angina and women
As discussed in the introduction, men most commonly experience typical anginal pain which is referred to the chest
and upper arm, but women commonly experience atypical
angina that is referred to the jaw, neck, shoulders, and back
(85,88,256). The quality of the pain also is different. A single
animal study examined possible sex differences in responses
of upper thoracic neurons to cardiac input (195). Recordings
of extracellular action potentials were made from T3 spinal
neurons that responded to noxious chemical stimulation of
cardiac afferent fibers and mechanical somatic stimulation in
anesthetized male and proestrus female rats. Results of this
study revealed that responses of the spinal neurons to cardiosomatic stimulation were not significantly different between
males and females even though the estradiol levels were different. The locations of the somatic fields in the upper thoracic
chest region were also similar. One limitation of this study
was that the experiments were conducted in normal experimental animals, rather than animals with a chronic condition.
A related investigation found that responses of postsynaptic
dorsal column neurons to colonic distension were significantly higher in proestrus female rats than in the males (359).
Perhaps upper thoracic neuronal responses would be different between male and proestrus female rats with a chronic
cardiovascular condition (221). An additional consideration
might be to repeat the study by recording from spinal neurons
in the C1-C2 segments that respond to mechanical somatic
stimulation of the neck and jaw, and receive convergent input
from cardiac nociceptive stimulation (262). This consideration is suggested because women more commonly experience referred anginal pain in the neck than men. Thus, currently there are no known neurophysiological mechanisms
that explain the differences in expression of typical versus
atypical anginal pain.

Role of the postsynaptic-dorsal column pathway
The emphasis of the previous discussion for spinal ascending pathways that mediate cardiac nociception are the STT
and to a lesser extent the SRT. There are other ascending
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Figure 13 Convergence patterns of spinal, vagal, and somatic afferents onto spinothalamic tract neurons in different spinal segments. The
vagal pattern is superimposed on Figure 6. Vagal afferents transmitting cardiac nociceptive information terminate in the nucleus of the solitary tract, which then excites neurons in the C1-C2 segments. These
spinothalamic tract neurons receive somatic input from the neck region,
but do not receive signiﬁcant input from spinal cardiac afferents. All
pathways in this diagram are excitatory.

pathways that could contribute to cardiac nociception. Among
these pathways are the spinosolitary (219), spinoparabrachial
(40, 57, 213, 220, 253) spinomesencephalic (375, 377), and
spinohypothalamic tracts (48). No work to date has examined
possible cardiac input to these pathways.
On the other hand, one additional ascending pathway,
the postsynaptic-dorsal column pathway (PSDC), does transmit nociceptive visceral information. Clinical studies indicate that midline lesions of only the dorsal column at the
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T10 spinal level relieve pelvic cancer pain in terminally ill
patients (23, 146, 234). Subsequent neurophysiological and
behavioral studies supported the clinical findings that PSDC
neurons transmit visceral nociceptive information. Electrical stimulation of the gracile nucleus antidromically activated
lumbosacral neurons that responded to noxious colorectal distension in rats (6-8,146) and primates (7). Noxious stimulation
of the uterus, vagina, cervix (32), and pancreas (358) excite
the PSDC in rats. In behavioral studies in rats, dorsal column
lesions resulted in significantly reduced writhing-like behavior that resulted from duodenal pain (102), restored normal
rearing behaviors in rats with pancreatitis (158), and restored
normal exploratory activity in rats with severe colonic inflammation (246). Based on this information, we hypothesized
that nociceptive visceral information from the heart would
also be transmitted in the PSDC (129). Electrical stimulation of the cuneate nucleus and of the ventrolateral funiculus were used to antidromically activate PSDC neurons and
STT neurons in the T3-T4 spinal segments of anesthetized
rats, respectfully. Neuronal responses of these two populations were used to compare the effects of intrapericardial
injections of saline (1.0 mL saline) that provided mechanical stimulation and of intrapericardial injections of algogenic
chemicals (bradykinin, serotonin, adenosine, histamine, and
prostaglandin E2) to determine the nociceptive responses. Of
the PSDC neurons, 43% responded to mechanical stimulation, but only one responded to noxious chemical stimuli. In
contrast, all of the STT cells responded to noxious chemical
stimulation and 58% responded to mechanical stimulation. In
short, mechanical but not nociceptive chemical stimulation
activated PSDC neurons in the gray matter of the upper thoracic segments (129). The differences in processing nociceptive information between the upper thoracic and lumbosacral
segments are most likely dependent on the preferred modality
of pain between the heart and all of the abdominal and pelvic
viscera. Episodes of myocardial ischemia cause the release
of chemicals that activate chemosensitive cardiac afferents
resulting in angina pectoris (76), whereas noxious distension
of hollow organs excite mechanoreceptors that transmit noxious abdominal and pelvic information (50).

Neural processing in the brainstem
Two regions in the brainstem have been examined for
their potential effects on modulating cardiac nociceptive
input: nucleus raphe magnus (NRM) in the medulla and
the subcoeruleus/parabrachial region (SC-PB) in the pons.
Perhaps the best known role of NRM is its modulation of
pain, although the raphe nuclei participate in numerous
homeostatic realms (see Ref. 208 for review). Activation of
NRM generally inhibits spinal nociceptive transmission from
somatic structures (22,105,124). These observations led to an
examination of the effects of stimulating NRM on responses
of upper thoracic STT neurons to cardiac stimulation (14).
NRM stimulation inhibited the responses of these neurons to
intracardiac bradykinin as well as to noxious and innocuous
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somatic stimulation. Raphe spinal neurons themselves receive
noxious and innocuous input from the heart that can be mediated by either spinal or vagal afferents. These cells also receive
input from other sensory modalities (35, 36). The responses
of these neurons were complex, however, because the effects
of vagal stimulation appeared to depend on the background
rate of discharge: at spontaneous rates of activity vagal stimulation was excitatory, and at activity evoked by a stimulus
vagal stimulation generally produced inhibition. Additional
evidence that NRM receives vagal input comes from observations that inactivating NRM with either lidocaine or ibotenic
acid, a selective neurotoxin for disruption of cell bodies,
attenuates vagal inhibition of lumbosacral somatic responses
(276, 277, 287).
Pharmacological and behavioral studies have shown that
the SC-PB is important for modulating nociceptive afferent
input onto spinal neuronal networks processing this information. Injections of the muscarinic antagonist carbachol
into the parabrachial region markedly suppressed nociceptive
responses to tail flick latency test, calibrated pinch test, and
subcutaneous formalin test (174). Also, lesions of the ventral
parabrachial region appeared to attenuate morphine analgesia
(136). Furthermore a significant group of cells in this region
have axons that project to the gray matter of the spinal cord
(138,337,364,365]. Finally, the caudal NTS has several axons
that terminate in the medial and lateral parabrachial nuclei
(24) which leads to the possibility that cardiac vagal information could relay to SC-PB. This information set the stage
to determine if activation of neurons in the SC-PB region
suppressed the responses of STT cells to nociceptive cardiac input. Electrical stimulation of ipsilateral or contralateral
sites in the SC-PB region markedly suppresses the increased
upper thoracic cell activity after injecting the algesic chemical, bradykinin, into the heart (45) (Fig. 14). Furthermore,
activation of the SC-PB also reduced STT cell responses to
noxious mechanical stimulation of their somatic receptive
fields that converged on the neurons receiving cardiac nociceptive input (127). The limitation of this study is that it did
not directly demonstrate that stimulation of vagal nociceptive
input activates this region of the brainstem. However, a study
in rats showed that relays in the locus coeruleus/subcoeruleus
play an important role for vagal afferent produced suppression
of spinal nociceptive transmission of noxious somatic stimuli (287). Bilateral injections of ibotenic acid into the locus
coeuleus/subcoeruleus region markedly suppressed nociceptive spinal activity during vagal afferent stimulation. Combining the studies of electrical stimulation of the SC-PB
with disruption of cell bodies in this region strongly suggest that activation of neurons in the SC-PB region modulates cardiac nociceptive input that may lead to cardiac pain
(Fig. 15).
It is certainly possible that additional brainstem regions
participate in the modulation of cardiac input to the central
nervous system. The complex patterns of anginal referred pain
possibly argue that wider regions of the brainstem are likely
involved in these responses.
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Figure 14

Effects of subcoeruleus-parabrachial stimulation on
spinothalamic tract cell responses to bradykinin in monkeys. The
increase in cell activity caused by bradykinin was signiﬁcantly
greater than control (∗ P < 0.05). Subcoeruleus-parabrachial stimulation
reduced cell activity below the bradykinin level (#P < 0.05). (Reprinted,
with permission, from 45.)

Thalamo-cortical neural processing
Much of the work summarized previously emphasized the
STT. Thus, electrophysiological (16, 37, 157), algesic chemical (17, 38), Fos (3, 84), and positron emission tomography (295, 296) studies have demonstrated that nociceptive
cardiac and somatic information ascends to the lateral and
medial thalamus. The lateral thalamus is composed primarily of the ventroposterolateral and ventroposteromedial nuclei
containing cells with axons relaying information to the primary somatosensory cortex. This region is important for processing both somatic and visceral input that contributes to
spatial location, intensity, and duration of the nociceptive
stimulus (218, 260). In addition, animal studies using the Fos
technique have shown that the number of Fos-labeled cells
increases significantly in the parvocellular regions of the ventroposterior lateral and ventroposterior nuclei during noxious
cardiac stimulation in conscious rats (3, 84). These particular regions project to the posterior, granular, and agranular
insular cortex, which has been recognized as visceral sensory
cortex (9, 56). The medial thalamus is primarily made up of
the centralis lateralis and centrum medianum-parafascicularis
nuclei (41, 215). The neurons in these nuclei relay information to the association cortex, including the insular cortex,
amygdala, and cingulate gyrus (28, 29, 142, 303). Activation
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Figure 15

Modulation of thoracic neuronal responses by the subcoeruleus and parabrachial regions of the pons. Stimulation of this
region inhibits neuronal responses to noxious spinal cardiac input. The
dashed line indicates that the speciﬁc pathway(s) mediating this effect
are not deﬁned.

of these nuclei may primarily contribute to the motivational
affective components of pain, including autonomic adjustments (2, 54, 217, 218). See reviews by Janig and Rosen for a
more detailed discussion of the cortical processing (166,294).

Anxiety and the amygdala
Pain perception can be modulated by an aggregation of
factors including mood, cognitive set, context, and neurochemicals. Perceived pain is particularly enhanced in people
suffering from depression (259, 318) and anxiety (259).
These symptoms are prevalent in patients suffering from
angina-like pain with and without any evidence of ischemic
heart disease (323). One region that may participate in these
responses is the amygdala. The amygdala is one of the most
likely candidates to heighten perceived pain by converting
chronic stressful stimuli and anxiety into behavioral, visceral,
and autonomic responses (300). The central nucleus of the
amygdala contains glucocorticoid receptors responding to
increased levels of corticosteroids that are released during
anxiety and/or stress (322). Corticosteroids upregulate the
expression of corticotropin-releasing factor and increase
indices of anxiety (131, 322). Glucocorticoids implanted in
the central nucleus of the amygdala produce hypersensitivity
in visceromotor responses to colorectal distension (130) and
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Figure 16

Responses of T3-T4 spinal neurons to intrapericardial injections of bradykinin (BK) in rats
implanted with either corticosterone or cholesterol in the central nucleus of the amygdala. The duration of
activity in response to BK was signiﬁcantly longer in the corticosterone-implanted animals compared with
cholesterol-implanted animals. Data are presented as mean ± SEM. ∗ P < 0.05.
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sensitize lumbosacral spinal neurons to colorectal and urinary
bladder distension (269, 270). These observations led to the
idea that glucocorticoids in the amygdala might also modulate
nociceptive input from the heart. Chronic activation of the
amygdala with glucocorticoids was used to assess the effects
of stress on the processing of information in the upper thoracic
(T3-T4) spinal neurons and C1-C2 propriospinal neurons
when the heart was exposed to nociceptive stimuli (110)
(Fig. 16). Fisher 344 rats were selected for this study because
these animals express a low level of anxiety-related behavior
(131). Implants of micropellets containing crystalline
corticosterone or cholesterol (30 μg, used as a control) were
placed in the central nucleus of the amygdala. After 7 days, an
elevated plus maze was used to show that animals implanted
with corticosterone displayed high anxiety behavior when
compared to animals with the cholesterol implants (322). To
determine changes in processing of nociceptive information in
the spinal cord, extracellular recordings were made from T3T4 spinal neurons. Intrapericardial injections of the algesic
chemical bradykinin were compared in corticosterone- and
cholesterol-implanted rats. The duration of the responses
from neurons to the noxious cardiac stimulus was significantly longer when compared to the duration of responses
in the cholesterol-implanted animals. Additionally, neuronal
activity in the corticosterone treated animals shifted from the
short-lasting (the response lasts only as long as the stimulus
is applied) to long-lasting excitatory (the response lasts well
beyond the period the stimulus is applied) neurons (Fig. 17).
The ratio of short lasting to long-lasting responses did not
change in the cholesterol-treated animals. Generally, longlasting excitatory neuronal activity is associated with hypersensitivity and intense pain; in contrast, short-lasting neuronal
activity is associated with more acute responses. Another
interesting observation was that the number of neurons with
large receptive field sizes increased in the corticosteroneimplanted but not the cholesterol-implanted animals, which is
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Figure 17 The number of T3-T4 spinal neurons with short-lasting excitatory and long-lasting excitatory responses to intrapericardial injections of bradykinin in rats implanted with either corticosterone or cholesterol in the central nucleus of the amygdala. Neurons with excitatory
responses to bradykinin were subdivided into two groups based on
the time of recovery to control activity after bradykinin was removed
from the pericardial sac. Activity shifted from the short-lasting excitatory
(e.g., the response lasts only as long as the stimulus is applied) to longlasting excitatory (e.g., the responses lasts well beyond the period the
stimulus was applied) classiﬁcation in corticosterone-implanted animals.

another indication of sensitization. Thus, these results represent an important potential link between anxiety, which raises
glucocorticoid levels in the central nucleus of the amygdala,
and central sensitization to nociceptive input from the heart.
The potential role of the propriospinal pathway from
C1-C2 segments in transmitting information from the amygdala to the thoracic spinal cord was determined by electrically
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Figure 18 Amygdala relay through the C1-C2 segments. The responses of neurons in the T3-T4 segments to stimulation of the amygdala were compared before (bottom panel on right) and after ibotenic
acid was applied to either the C1-C2 or C5-C6 segments. Ibotenic acid placed on C5-C6 produced
no diminution of response, but abolished the response if placed on C1-C2. Thus, the amygdala excites
neurons in C1-C2, but not in C5-C6, that then inhibit responses of neurons in T3-T4.

stimulating the central nucleus of the amygdala. During the
period of electrical stimulation, the extracellular potentials
from T2-T4 spinal neurons increased (110). Ibotenic acid was
then applied to the exposed C1-C2 and C5-C6 spinal cord
segments, which disrupts cell function but does not affect
axons. After C1-C2 cell disruption, responses of 65% of the
T2-T4 cells tested by amygdala stimulation were eliminated.
However, neuronal responses to amygdala stimulation were
not affected after ibotenic acid was applied to the C5-C6
segments. The results lead to the suggestion that a C1-C2
propriospinal pathway, in part, transmits information from
the amygdala to the T3-T4 neurons (Fig. 18).

946

Syndrome X
The previous sections focused on anginal pain resulting from
myocardial ischemia secondary to significant coronary artery
disease. This section addresses cardiac syndrome X, which is
used to describe patients who perceive angina-like pain with
ST-segment depression during exercise induced angina, but
their coronary arteries are normal as shown with angiography (187). Initially, the focus of attention was on coronary
microvascular dysfunction since the hearts of the patients
had no epicardial disease (51). Myocardial ischemia due to
coronary microvascular dysfunction has been suggested to be
a major cause of the syndrome (52, 187, 241). In addition,
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results from the Women’s Ischemia Syndrome Evaluation
study has led to the suggestion that dysfunctional microcirculation may be the cause of syndrome X in a group of women
(284). However, several studies have also led to the suggestion
that abnormal pain perception may also contribute to this syndrome (237,254,293,298). The supporting evidence includes
patients with syndrome X experiencing a lower threshold
for cardiac pain during pharmacological stress or tending to
complain more frequently and had increased painful sensitivity to electrical stimulation of the ventricle during pacing
(97, 255, 298).
Functional neuroimaging studies have shown that patients
with cardiac syndrome X but not controls exhibit activation
of the right anterior insula cortex during high-dose dobutamine infusion that induced angina and ST segment changes
but no abnormalities in left ventricular wall motion. (297)
These authors suggested that altered cerebral cortical activity may modulate the input coming into the spinal cord from
the cardiac afferent fibers. Further support for suggesting that
cardiac syndrome X may result from central neural origin
comes from reports showing that direct electrical stimulation
of the human insula, operculoinsular cortex, and thalamus
elicits pain and/or angina like pain (115, 190, 243). However,
hypersensitive cardiac nociceptors, abnormal transmission,
and processing of the pathways that transmit the information
to subcortical levels and/or modulation of the nociceptive
impulses at the subcortical levels may also contribute to the
abnormal activation of different regions of the cerebrum.

Silent myocardial ischemia
The emphasis of this review has been a description of mechanisms that ultimately lead to the sensations of typical or
atypical angina. However, some patients do not feel anginal pain during myocardial ischemia. Ambulatory electrocardiography used to monitor patients with stable angina have
shown that approximately 40% to 50% of these patients have
episodes of silent myocardial ischemia (70, 290, 313). It is
interesting to note that these episodes continue to happen
even when antianginal agents are being used to treat these
patients (82).
This phenomenon is termed silent myocardial ischemia,
and is defined as the absence of angina-like symptoms when
objective evidence predicts that that the patient should be
experiencing cardiac pain or angina pectoris. Gutterman (133)
and Cohn et al. (71) have written excellent reviews about
prevalence, diagnosis, possible mechanisms, and alternative
theories of silent myocardial ischemia, which will not be
detailed in this article, but is highly recommended for understanding the clinical components of this subject in more detail.
Explanations for silent myocardial ischemia can be
loosely categorized into three theories. These theories are
the following: (i) global deficiency in pain perception; (ii)
anatomical and functional changes in nociceptors and nerves;
and (iii) the intensity theory which postulates that more prolonged and intense episodes of myocardial ischemia result
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in angina pectoris, but silent ischemia results from shorter
and/or less intense episodes (133). All of these theories may
contribute to episodes of silent ischemia but this discussion
will focus primarily on global deficiency in pain perception.
Earlier we noted that there is a difference in the distribution of vagal and spinal afferents in the heart. Activation of
vagal afferents particularly from the inferior-posterior region
of the left ventricle may contribute to the global deficiency
in pain perception. Droste and Rosskamm (94) addressed
this theory by conducting a study in humans. Using exercise as the stressor they identified 22 patients who experienced angina pectoris with ST depression and 20 who had
depressed ST changes but had silent myocardial ischemia.
Upon further examination asymptomatic patients more frequently had stenosis in the left circumflex coronary artery or
right coronary artery. In addition, these patients had abnormal wall movement localized to the posterobasal or diaphragmatic region of the left ventricle, which also evokes vagal
reflexes. In contrast, patients who experienced the symptoms
of angina pectoris more commonly had stenosis of the left
anterior descending artery from which sympathetic reflexes
are activated. In summary, silent myocardial ischemia may
occur because myocardial ischemia localized to the inferiorposterior region of the left ventricle preferentially activates
vagal afferent fibers.
Patients with asymptomatic episodes of myocardial
ischemia also appear to have a defective warning system
of somatic pain. Somatic pain perception was compared in
patients with silent myocardial ischemia and with angina pectoris; both groups exhibited significant ST segment depression
during stress tests using exercise (93, 94, 99, 128, 257). Nociceptive modalities including electric shock, cold pressor
stimulation, dental pulp stimulation, and tourniquet-induced
forearm ischemia were used to determine somatic pain
perception. A comparison of the two groups of patients
showed that patients with silent myocardial ischemia had a
significantly higher pain threshold and greater tolerance to
these nociceptive modalities compared to the thresholds and
tolerance in patients who were symptomatic to myocardial
ischemia.
Furthermore, it was speculated that vagal afferent activation might be one of the mechanisms that produce silent
myocardial ischemia in some patients (133). As pointed out
in the previous paragraph asymptomatic patients with silent
ischemia had higher pain thresholds during dental pulp stimulation (100). In support of vagal activation increasing somatic
thresholds, animal studies showed that vagal afferent stimulation suppressed the activity of C1 neurons that responded to
tooth pulp stimulation (338). A population of C1 neurons primarily in the superficial dorsal horn is part of the population
of caudal trigeminal neurons that innervated the teeth stimulated in this study. While reduction of tooth pulp stimulation
via vagal stimulation may provide at least one mechanism
for increasing pain threshold, it does not explain how vagal
stimulation contributes to the defective warning system that
affects somatic pain in other parts of the body.
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A brief discussion will be provided to address the possibility that changes in nerve conduction, particularly in the sympathetic nerves, can contribute to silent myocardial ischemia.
A new theory has been proposed that involves the concept of
“neural stunning” (133). The idea behind this theory is that
a brief episode of myocardial ischemia that results in angina
pectoris evokes a temporary suppression of conduction in
the sympathetic nerves that lasts long enough to cause silent
myocardial ischemia in subsequent episodes of ischemia. This
theory is supported by the fact that the activity of sympathetic
efferent nerves is temporarily reduced during brief episodes
of myocardial ischemia and the subsequent reperfusion phase
(69, 134). The increased release of adenosine, hydrogen ion,
and potassium in the ischemic zone appears to contribute to
the reduction in sympathetic nerve conduction (229).
In addition to neural stunning of the sympathetic efferent fibers, the cardiac spinal afferent fibers also are affected.
Single unit activity of A-delta and C fibers increased their
activity to mechanical and chemical stimuli as well as one
minute of coronary artery occlusion (1). However, the one
minute coronary artery occlusion significantly reduced afferent activity if it followed a 15-min occlusion and 15 min
of reperfusion. These results supported the idea that brief
episodes of myocardial ischemia can suppress mechanosensitive and ischemia-sensitive activity of cardiac spinal afferent fibers. Additionally neural stunning of these fibers also
contributes to silent myocardial ischemia. However, this theory would not necessarily explain the global reduction in
pain sensitivity, which is more readily explained by the role
the vagal afferents play in contributing to silent myocardial
ischemia.
Based on the evidence presented on central processing of
cardiac nociceptive information, we propose the following.
Typical angina is mediated by spinal cardiac afferents that
activate STT and SRT neurons (107). These neurons relay
noxious cardiac information to the thalamus and brainstem,
respectively, and ultimately to the cerebral cortex. In the cortex, information is interpreted as cardiac pain with the somatic
referral characteristic of typical angina because the somatic
receptive fields of upper thoracic STT and SRT neurons are
similar to the regions of referred pain. In contrast, cardiac
vagal afferents mediate atypical angina because the somatic
receptive fields of upper cervical STT neurons excited by
vagal afferents resemble the regions of referred pain for atypical angina. Since spinal and vagal afferents are not evenly
distributed across the myocardium, whether a patient experiences typical or atypical angina probably depends on which
region of the heart becomes ischemic because spinal or vagal
afferents may be preferentially activated. Silent myocardial
ischemia occurs primarily as a result of cardiac vagal afferents
exciting descending propriospinal neurons in the C1-C2 segments that inhibit STT and SRT neurons in the upper thoracic
segments, thereby attenuating the ascending cardiac nociceptive information. Different emotional states or other behaviors can influence the sensations of angina through pathways
including the amygdala, SC-PB region, and raphespinal tract,
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and probably others. It should also be noted that a series of
studies have also shown that patients with diabetic autonomic
neuropathy have a greater prevalence of silent myocardial
ischemia (355).

Cross-Organ Communication
The previous sections have shown that viscerosomatic
referral and sensitization of spinal neurons and cells of
origin of ascending pathways resulting from ischemic heart
disease have been widely investigated and well-documented
clinically. However, viscero-visceral referral and cross-organ
sensitization have only recently been identified as making
important contributions to visceral disease states. Diagnosing
cardiac pain based on the referral of pain to the chest can
be misleading because of the viscero-visceral interactions.
The focus of this section will be on the interactions between
the heart and esophagus and the heart and gallbladder because
they have been studied in more detail than other organs.
Understanding sensitization that results from viscerovisceral interactions is important for two reasons. First, this
type of pain gives rise to intricate and complex clinical conditions that are challenging for making an appropriate diagnosis.
Second, it is important to address therapeutic implications,
because the possibility exists that modulating referred pain to
somatic structures of one diseased organ may affect the pain
that originates from another organ.

Heart and esophagus
We will begin with consideration of interactions between
the esophagus and heart. Gastroesophageal reflux disease
(GERD) is a common esophageal disorder that usually results
from repeated reentrance of stomach contents to the esophagus. This disorder affects approximately 19 million people in the United States (46, 80, 114, 306). GERD typically
presents as heartburn and/or acid regurgitation; however,
extraesophageal presentations in patients can occasionally
appear to mimic angina-like pain that is commonly associated with ischemic heart disease (100, 168, 205, 289). Several
studies have shown that GERD is associated with ischemic
heart disease (86, 144, 196, 330). For example, esophageal
insults can significantly reduce coronary blood flow velocity and volume, generate cardiac arrhythmias, elicit ischemic
ECG changes, and produce typical angina-like pain in patients
with ischemic heart disease (27, 67, 68, 216, 291, 320, 372). In
addition, GERD patients who do not have ischemic heart
disease often have chest pain that mimics angina (203).
One study reported that 20% to 50% of patients with nonischemic chest pain have esophageal abnormalities (67). Also,
46% of patients with normal coronary angiograms and chest
pain have been found to have GERD (314). Human studies have shown that esophageal acid alters sensory perception, in particular, resulting in chest pain that has been
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attributed to central sensitization of dorsal spinal neurons
(91, 92, 159, 258, 283, 307-310). One human study suggested
that the mechanism underlying esophageal hyperalgesia may
be due to increased spinal visceroreceptive excitability (spinal
sensitization) of spinal dorsal horn neurons, but animal studies were not available to support their argument (149). Very
few animal studies have considered the effects of acid sensitivity or the components of GER on spinal neurons. We and
others have experimentally examined the innervation as well
as the afferent pathways and spinal processing of esophageal
mechanical stimulation in animal models (98,263,264). However, very little is known about spinal neuronal response characteristics to esophageal distension when specific “natural”
chemical stimuli are administered directly into the esophagus
prior to and during the distension period (119, 201, 266, 319).
Cross-organ communication between the esophagus and
other organs such as the heart and lungs most likely depends
on the innervation by the vagus and visceral spinal afferent
fibers. Research results have shown that nociceptive afferent
information from these organs is transmitted predominantly
through spinal visceral nerves and converges onto spinal
neurons in the same segments of the thoracic spinal cord
(263, 268). Convergence of afferent input from an inflamed
organ onto a spinal neuron with afferent input from “unaffected” organs might contribute to sensitization and difficulty
ascribing the origin of pain to a given organ.
Convergence of spinal afferents from the esophagus and
heart onto thoracic spinal neurons can provide a neural substrate to mediate viscera-visceral nociception and reflexes. To
mimic the clinical situation in which the chest pain originated
from the esophagus, a study was conducted to compare the
excitability and responsiveness of spinal neurons of the upper
thoracic segments that receive noxious cardiac input in anesthetized rats with and without GER (272) (Fig. 19). In acute
experiments, the gastric fundus and pyloric ligations as well
as a longitudinal myelotomy at the gastroesophageal junction were performed to induce acute GER. After waiting for
approximately 4 to 9 h after GER surgery was completed,
recordings of extracellular potentials from single neurons
were made from the dorsal gray matter of the T3 spinal segment. To activate cardiac nociceptors, injections of bradykinin
were made into the pericardial sac. In addition, distensions of
the esophagus with a balloon were used to activate esophageal
afferent fibers. Several interesting observations were made to
demonstrate that GER can impact the processing of nociceptive information from the heart (272). First, significantly more
spinal neurons in the GER group responded to intrapericardial
bradykinin injections compared to the control group. Second,
the proportion of cardiac responsive neurons in the superficial
spinal gray laminae of GER animals was significantly lower
from the neurons located in the deeper laminae of the dorsal
horn, but no differences were observed in control animals.
Third, excitatory responses of spinal neurons to intrapericardial bradykinin injections in the GER group were significantly greater than the responses observed in the control group
(Fig. 19). Fourth, 95.7% spinal neurons responded to cardiac
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Figure 19 Effects of intrapericardial injection of bradykinin (BK) on
neurons in the T3 segment of the rat spinal cord. Solid bars represent
the spontaneous activity of neurons in rats with gastroesophageal reﬂux
(GER) or surgical controls. Hatched bars represent the cell activity following injection of BK into the pericardial sac in rats with GER and
surgical controls. Results indicate that neuronal responses to intracardiac BK were greater in rats with GER. Data are presented as mean ±
SEM. ∗ P < 0.05. (Reprinted, with permission, from 272.)

input and esophageal distension in the GER group, which
was significantly higher than the number of neurons that
responded in the control group (61.5%). Thus, this study provided important evidence that acute esophageal inflammation
induced by gastric reflux in rats enhanced the visceroreceptive
sensitivity of upper thoracic spinal neurons receiving spinal
afferent inputs from the heart. The cross-organ sensitization
of spinal neuronal processing observed in this study could
mediate pathophysiological viscero-visceral communication
in patients with cardiac and noncardiac chest pain. Thus, even
though chest pain can result independently from ischemic
heart disease or GERD, there can also be a clinically significant interaction between cardiac disease and esophageal disorders. For example, GERD and ischemic heart disease often
coexist and may further interact to produce and/or exacerbate
chest pain and other symptoms (86, 144, 196, 325, 330).

Heart and gallbladder
Next, we will consider interactions between the heart and
gallbladder. Gallbladder disease usually generates episodes
of pain that are referred to the abdomen or back (324). However, in some patients angina-like pain may also be referred
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to the chest (137, 224, 279, 280). In fact, cholecystectomies
occasionally relieve angina-like pain (130). Human studies
have shown that experimentally distending the gallbladder
or biliary ducts may elicit angina-like pain and ECG changes
(211,280). In addition, gallbladder and biliary duct distension
or application of algesic chemicals to the gallbladder reduce
coronary blood flow (78), change heart rate (78,150,242) and
ECG configuration (150), or increase indices of contractility (242). Human studies have also shown that patients with
ischemic heart disease and cholecystitis experience more frequent episodes of angina when compared to patients with
ischemic heart disease alone (126), and men with a history of
angina are significantly more likely to develop biliary stones
(104). Collectively, this information suggests that there is a
powerful interplay between the heart and the gallbladder.
Mechanisms of viscero-visceral hyperalgesia for the heart
and gallbladder most likely depend on increased nociceptive
input from one organ that sensitizes viscero-viscero-somatic
convergent neurons in the central nervous system. Thus, information coming from the second visceral location and from
the somatic areas of referral would be facilitated. As will
be discussed below, both animal and human studies demonstrate viscero-viscero-somatic convergence onto spinal neurons between these two organs.
The first section will demonstrate in animal studies that
nociceptive afferent fibers from the gallbladder converge onto
spinothalamic tract cells of the upper thoracic spinal segments
receiving nociceptive afferent input from the heart. The second section will provide information from human studies that
viscero-visceral interactions between the heart and gallbladder can enhance the chest pain associated with ischemic heart
disease and cholecystitis.
In animal studies, electrical stimulation of the splanchnic
nerve excites approximately 75% of upper thoracic STT neurons, and these same cells are also excited by convergent input
resulting from electrical stimulation of the cardiopulmonary
afferent fibers (12). These STT cells also receive somatic
afferent information from mechanical manipulation of the
skin and muscle located on the chest and upper forearm. However, gallbladder distensions to nociceptive intensities excited
approximately only 35% of the STT cells of the upper thoracic segments (13). Thus, splanchnic nerve stimulation may
have also activated visceral spinal afferent fibers from other
abdominal organs. An interesting observation was that 90%
of the gallbladder-responsive cells and only approximately
50% of the gallbladder-unresponsive STT cells increased the
discharge rate after the algesic chemical, bradykinin, excited
nociceptive spinal afferents from the heart. It was also noted
that the peak discharge rates of the gallbladder-responsive
cells to bradykinin were significantly greater than the rates
observed from the gallbladder unresponsive neurons (13)
(Fig. 20). Another interesting observation was that gallbladder
distension only excited and never inhibited T1-T5 STT cells.
In contrast gallbladder distension both excited and inhibited
upper thoracic dorsal horn neurons with unknown projection
sites in the cat (15). The difference in the two studies most
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Figure 20

Responses of gallbladder-responsive cells and nonresponsive cells to injection of bradykinin (BK) into the left atrium. Values represent the cell activity of cells with gallbladder input (GB input) or no
gallbladder input (no GB input). BK values represent peak activity during responses. Results indicate that cells receiving GB input had more
robust responses to BK than cells without GB input. ∗ P < 0.05 compared with cells without gallbladder input. (Adapted, with, permission
from 13.)

likely reflects the populations of neurons studied. For example, a population of interneurons may participate in complex
neural networks that involve reflex responses associated with
nociceptive stimuli. The fact that gallbladder distension only
excited STT cells is consistent with the generally held concept
from somatic studies that increased activity of these neurons
leads to painful sensations (108, 192, 369) and with the clinical observations that increased pressure in the gallbladder
pressure coincides with pain (77, 324).
Viscerosomatic and viscero-visceral referred pain may
occur because the spatial pattern of referred visceral pain and
hyperalgesia is dependent upon the same segmental projections or largely overlapping projections of their spinal afferent
fibers projecting to the dorsal horn (167). This hypothesis was
examined in an animal model (12). Transection of the sympathetic chain between segments T5-T6 eliminated approximately 25% of responses of the upper thoracic STT cells
to electrical stimulation of the splanchnic nerve. More caudal transections of the sympathetic chain reduced the cells’
responses until approximately 70% of splanchnic stimulation was eliminated after a transection was made between
the T8 and T9 rami communicates. However, lesions of the
lateral and ventrolateral white columns, but not the dorsolateral columns at segments T5-T6, reduced or abolished the
spinothalamic tract cell responses to splanchnic nerve stimulation. These results lead to the suggestion that at least for
splanchnic afferent input propriospinal pathways and to a less
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Figure 21

Heart gallbladder interactions. Upper panels: (left) Cardiac symptoms over 1 month in patients
with coronary artery disease (CAD) and patients with coronary artery disease + gallbladder stone (CAD
+ Gs). Results indicate that patients were more likely to experience angina if they had a gallstone. (Right)
Pressure pain thresholds (PPTs) in the left anterior chest area in healthy subjects (normal), and two groups
of patients with either CAD only or CAD + Gs presenting a comparable number of angina episodes in the
preceding month. Compared to normals, patients with CAD had lower PPTs, and patients with CAD and
Gs experienced a greater lowering of PPT compared to CAD. Lower panels: (left) Cardiac symptoms for
1 month before (before Cholecystx) and 1 month after cholecystectomy (after Cholecystx). Removal of the
stone signiﬁcantly reduced the number of angina episodes. (Right) PPTs in the chest area before and after
the operation in CAD + Gs patients. Removal of the stone increased the PPT. Note: The upper right CAD +
Gs group is the same as the lower right before Cholecystx group; mean values are different because there
was one less patient in the lower right group. Overall results suggest that the greater the number of visceral
organs with pathology, the greater the likelihood of experiencing pain from any single organ. (Adapted,
with permission, from 126.)

extent the sympathetic chain play an important role in transmitting information from the splanchnic nerve to the upper
thoracic segments (18, 89, 90).
Gallbladder distensions using pressures ranging between
10 and 100 mmHg are effective for activating the upper thoracic STT cells as well as lower thoracic neurons with unidentified projections (13, 15, 58). Approximately 50 mmHg is
the average pressure necessary to activate the upper thoracic
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STT cells. This pressure coincides with gallbladder pressures
that are generated with acute cholecystitis (13). These higher
pressure requirements support the idea that this distension
pressure is noxious.
It is also important to note that all STT cells with viscerovisceral convergence had somatic receptive fields located in
the chest region. The fact that gallbladder distension excited
more than one-third of the upper thoracic STT cell may
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Figure 22

Multi-organ convergence onto spinothalamic tract neurons. Spinothalamic tract
neurons in the upper thoracic segments receive converging nociceptive inputs from the heart,
esophagus, and gallbladder, along with somatic input from the chest and upper arm. The
dashed line indicates that the precise pathway by which gallbladder input reaches the upper
thoracic cord has not been identiﬁed.

explain why some patients with acute inflammatory gallbladder disease may experience pain referral in the chest in addition to the more usual sites of pain, such as the abdomen or
back (324). The possibility that this type of chest pain, in
some patients, may result from reflexes which alter cardiac
performance, thus leading to true myocardial ischemia, cannot be dismissed. However, these observations seem to be
more consistent with the clinical studies showing that some
patients who experience chest pain associated with gallbladder disease that are myocardial ischemia related (137, 224).
Giamberardino et al. (126) in their elegant human study
characterized different clinical models to demonstrate the
importance of viscero-visceral hyperalgesia in determining
the appropriate clinical outcome. Although their study examined cross organ communication among several visceral
organs, we will focus on patients experiencing only symptomatic ischemic heart disease or patients with symptomatic
ischemic heart disease plus symptoms resulting from stones
in the gallbladder. Vigorous inclusion criteria were used to
determine the status of the patients: (i) patients with ischemic
heart disease were diagnosed with angiography and had to
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fall into the Class III or IV for angina symptoms; (ii) these
symptoms caused patients to have marked or severe limitations in their daily activities; (iii) patients were negative for
gallbladder stones assessed by abdominal ultrasounds; and
(iv) was essential that angina-like pain was referred to the
left anterior chest region to establish a consistent area that
can be used to determine muscle pressure pain thresholds in
these patients. To demonstrate viscero-visceral interactions,
another group of patients was required to be symptomatic
for both coronary artery disease and gallbladder calculosis
with the pain projected to the upper right abdominal quadrant. For one month, the patients were required to record their
typical angina episodes and the intensity of these episodes
using visual analog scales. At the end of the month, patients
were measured for muscle electrical pain thresholds in the left
anterior chest region. The results showed that anginal episodes
were significantly more frequent in patients with both coronary artery disease and gallbladder calculosis when compared
to patients with only coronary artery disease (Fig. 21). In addition, patients with both diseases experienced significantly
higher pain intensities. Furthermore the patients with both
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diseases had pressure pain thresholds in the chest that were
significantly lower than normal patients and patients with only
coronary artery disease.
An important component of the Giamberardino study
(126) was that the same symptoms were reevaluated at
the appropriate time after a group of patients with both
ischemic heart disease and gallbladder calculosis had undergone cholecystectomy surgery. Measurements taken a month
after surgery showed that the number and intensity of the
angina episodes were reduced significantly when compared
to the measurements taken the month prior to the surgery. Furthermore, after cholecystectomy the pressure pain thresholds
of the anterior chest were increased significantly when compared to the values taken prior to surgery. The results of the
study by Giamberardino et al. (126) show that viscero-visceral
hyperalgesia can occur at different visceral levels in patients.
Furthermore, both the spontaneous visceral pain symptoms
and the referred muscle hyperalgesia can be enhanced because
of the interaction between heart and gallbladder. An exciting
observation of this study was that the treatment of the painful
episodes for one organ decreases the symptoms of not only
that organ but also the symptoms from the other location.
Figure 22 presents a conceptual diagram for multi-organ convergence onto STT neurons.
Results of the studies in animal models and humans provide important diagnostic as well as therapeutic implications
for treating angina pain as well as other types of visceral
pain. The first implication is that when patients present with
particularly intense and/or frequent episodes of visceral pain,
physicians should systematically explore inputs from another
organ, particularly if the two organs have overlapping innervation, to make an appropriate diagnosis (126). The second
implication is that treating typical pain from one visceral
organ may occasionally be accomplished by treating the disease in another visceral organ (126). Thus, these basic and
clinical studies expand the range of potentially effective and
not merely symptomatic therapies for anginal pain. Furthermore, treatment of pain arising from one organ can affect pain
sensitivity arising from the other organ. In other words cardiac
revascularization or cholecystectomy can relieve the symptoms originating not only from the organ on which the intervention was performed but also from the convergent organ.

Conclusions
Figure 23 presents a conceptual diagram of the pathways discussed in this review that can affect cardiac nociceptive processing in the upper thoracic spinal cord and ultimately produce the various patterns of chest pain experienced in different
patients. Convergence of cardiac, somatic, and gastrointestinal inputs onto a common pool of STT neurons provides a
neurophysiological and neuroanatomical basis for pain referral to the chest and/or upper arm resulting from nociceptive
stimuli originating from the heart or gastrointestinal tract.
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Figure 23

Summary of major visceral pathways inﬂuencing spinothalamic tract neuronal activity described in this review. For description,
see the concluding paragraph.

Activation of cardiac vagal afferents may produce somatic
pain referral to the neck by virtue of viscerosomatic convergence onto STT neurons in the C1-C2 segments via a relay
through the NTS, or lead to silent ischemia by exciting a
propriospinal pathway that inhibits STT neurons in the upper
thoracic segments. Descending pathways from the NRM and
subcoeruleus-parabrachial region inhibit responses of upper
thoracic STT neurons to nociceptive input arising from the
heart, but descending input from the amygdala facilitates STT
neuronal responses to nociceptive cardiac input. STT input is
relayed not only to the somatosensory cortex, but also to
the cingulate gyrus, insula, and amygdala. These complex
projections provide bases for different emotional behaviors
to influence the experience of angina as well as for cardiac
nociception to influence autonomic responses. The complex
interplay among all of these pathways, as well as pathways
that have not been well-studied to date, likely explains why
the experience and presentation of anginal symptoms varies
in different patients. Much work remains to be conducted to
understand the mechanisms involved in visceral pain referral
to the upper part of the body.
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