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How does the cerebellum, the brain’s largest sensorimotor structure, contribute to complex
behaviors essential to survival? While we know much about the role of limbic and
closely associated brainstem structures in relation to a variety of emotional, sensory,
or motivational stimuli, we know very little about how these circuits interact with the
cerebellum to generate appropriate patterns of behavioral response. Here we focus on
evidence suggesting that the olivo-cerebellar system may link to survival networks via
interactions with the midbrain periaqueductal gray, a structure with a well known role in
expression of survival responses. As a result of this interaction we argue that, in addition to
important roles in motor control, the inferior olive, and related olivo-cortico-nuclear circuits,
should be considered part of a larger network of brain structures involved in coordinating
survival behavior through the selective relaying of “teaching signals” arising from higher
centers associated with emotional behaviors.
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INTRODUCTION
A neural network of structures including, but not confined to,
components of the limbic system (e.g., prefrontal cortex, amyg-
dala, and hypothalamus) and closely linked brainstem structures
(e.g., periaqueductal gray, PAG), are known to play a critical role in
coordinating functions essential for survival, including a variety
of emotionally related defensive behaviors triggered by aversive
(e.g., fearful) or painful events (Bandler et al., 2000; Sokolowski
and Corbin, 2012). Historically, considerable attention has been
devoted to mapping activity within different components of these
“survival circuits” in relation to a variety of sensory, emotional, or
motivational stimuli (cf. LeDoux, 2012). In marked contrast, we
know much less about how these circuits interact with the motor
system to generate appropriate patterns of behavioral response.
The aim therefore of this short review is to discuss evidence,
including recent observations, which together suggest that the
concept of survival circuits should be extended to include the
olivo-cerebellar system. In particular, we will focus on cerebel-
lar interactions with the PAG; a structure with a well characterized
role in survival behaviors.

PAG AND SURVIVAL
The PAG is generally accepted to be a pivotal component of a
central “survival network”. It is a behaviorally important source
of descending control that is activated in response to a variety
of emotional and environmental stressors, such as fear, anxi-
ety, and pain (Bandler et al., 1991), and is crucial in controlling
the expression and co-ordination of responses in these contexts
(Fanselow et al., 1991; Carrive et al., 1997; Walker and Carrive,
2003). These controls include cardiovascular regulation, sensory
modulation and the generation of a variety of emotionally related
motor behaviors, such as fight/flight or immobility/withdrawal

from the environment (commonly known as active and passive
coping, respectively).

Active coping enables an animal to escape a stressor (e.g., brief
acute pain or encounter with a predator), and is elicited from a
column of neurons situated in the dorsolateral/lateral (dl/l) func-
tional column of the PAG. Activation of dl/lPAG increases arterial
blood pressure, increases mobility (fight-or-flight responses) and
elicits characteristic defense postures, e.g., the animal displays
“reactive immobility” in that it is tense and ready for action but
is temporarily motionless (Carrive, 1993; Lovick, 1993; Bandler
and Shipley, 1994; Fendt and Fanselow, 1999; Keay and Bandler,
2001; Lumb and Leith, 2007). The dl/lPAG can be further divided
into rostral and caudal segments with distinct defensive responses
associated with upper and whole body movements, respectively
(Bandler et al., 1991). By contrast, passive coping is characterized
by a general disengagement from the environment when a stressor
is inescapable (e.g., chronic pain) or when evading detection dur-
ing close encounter with a predator. Passive coping is coordinated
by a column of neurons located in ventrolateral (vl) PAG and is
associated with a reduced responsiveness to external stimuli, and
a general cessation in movements and a fixed (freezing) posture
(Zhang et al., 1990; Bandler et al., 1991; Carrive, 1993; Lovick,
1993; Bandler and Keay, 1996). As part of these complex coping
strategies, the PAG exerts descending control of spinal sensory
processing that not only discriminates between noxious and non-
noxious events but also between nociceptive inputs of different
behavioral significance; C-nociceptor-evoked activity (mediating
the slowly conducted, poorly localized and therefore distract-
ing component of the nociceptive message) is depressed while
A-nociceptor-evoked activity (the rapidly conducted component
that encodes the intensity of the nociceptive signal; McMullan and
Lumb, 2006b) is left intact or even enhanced. Indeed, previous
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studies indicate that this pattern of effects could operate as part
of both active and passive coping strategies that are co-ordinated
by the dl/l- and vl-PAG, respectively. Therefore, in both situations
differential control of A- vs C-fiber-evoked activity could preserve
the detailed information of changes in the external environment
that can drive motivational behaviors and accurately direct motor
activity (A-fibers), whilst depressing those components of the
nociceptive message (C-fibers) that are less useful in terms of
survival (e.g., enabling escape behavior without the distraction
of C-fiber mediated pain; Waters and Lumb, 1997; McMullan and
Lumb, 2006a,b; Koutsikou et al., 2007; Heinricher et al., 2009; Leith
et al., 2010).

In summary, outputs from the different functional columns in
the PAG co-ordinate fundamentally different patterns of auto-
nomic adjustment, sensory regulation and motor responses
that are highly dependent on the behavioral significance of the
environmental, emotional or sensory stimulus.

In terms of PAG function, attention to date has focused on
neural pathways that underlie autonomic regulation and sensory
control, and polysynaptic descending paths that modulate auto-
nomic outflow and sensory processing at the level of the spinal
cord are well described (Lovick and Bandler, 2005). In contrast,
much less is known about the neural pathways and mechanisms
that link PAG activity to distinct patterns of motor responses.
Until recently (Cerminara et al., 2009; see below) we knew very
little about whether descending control extends to sensory signals
that feed into (and can modify) supraspinal motor circuits that
co-ordinate movement. Furthermore, scant information is avail-
able on how sensorimotor structures, such as the cerebellum, can
in turn, modulate activity within the PAG.

THE CEREBELLUM AND MODULAR ORGANIZATION
The cerebellum is involved in regulating a wide range of brain
functions including autonomic and somatic reflexes, and vol-
untary movements (Ito, 1984). Recent neuroanatomical tracing,
lesion and neuroimaging studies suggest that the cerebellum
may also be involved in higher order processes (Schmahmann,
2004; Strick et al., 2009) including emotional behaviors. Anatom-
ically and functionally, the cerebellum can be subdivided into a
series of units termed “modules” that are highly conserved across
mammalian species (Apps and Hawkes, 2009). Structurally, each
module is defined by a specific climbing fiber input from a discrete
part of the inferior olivary complex, which targets one or more lon-
gitudinal zones of Purkinje cells within the cerebellar cortex. In
turn, the Purkinje cells within each zone project to a specific region
of the cerebellar and vestibular nuclei (which themselves receive
axon collaterals from the same olivary cells). Since all cerebellar
cortical processing is forwarded to the cerebellar nuclei, the latter
ultimately control cerebellar contributions to behavior. Cerebel-
lar nuclear output is mainly excitatory (Batini et al., 1992) and
projection neurons exert a powerful modulatory influence on a
variety of ascending and descending pathways; including brain-
stem structures associated with the survival network (Ito, 1984;
Armstrong, 1986).

Physiologically, olivo-cerebellar inputs, mediated by climb-
ing fibers, are considered central (but not exclusive) to theories
of cerebellar-dependent learning (Marr, 1969; Albus, 1971; Ito,

1972). In brief, it is thought that climbing fiber input acts as a
teaching signal, which triggers plastic changes in synaptic effi-
cacy in the cerebellar cortex (namely, long-term depression of
parallel fiber synaptic transmission). Furthermore, these teach-
ing signals are regulated or “gated” in a task dependent manner
and it has been hypothesized that this ensures the transmis-
sion of only behaviorally relevant training signals (for review
see Apps, 1999, 2000). However, currently we know relatively
little about how gating relates to teaching signals arising from
higher brain structures, including those involved in the survival
network.

Many regard olivo-cortico-nuclear modules as a fundamental
feature of cerebellar contributions to motor control and indeed
many other functions such as cognition and autonomic regula-
tion (Yeo and Hesslow, 1998; Nisimaru, 2004; Apps and Garwicz,
2005; Ramnani, 2006). Of particular relevance to the suggestion
that the cerebellum should be considered part of a distributed
survival network is the growing body of evidence that the cere-
bellar vermis (including the A module and associated output
nucleus, fastigius), which has an established role in the regula-
tion of posture, balance (e.g., Cerminara and Apps, 2011) and
oculomotor control (Voogd and Barmack, 2006), also serves as a
critical component of a network subserving emotionally related
behaviors (Strick et al., 2009; Strata et al., 2011). Indeed, Sac-
chetti et al. (2004) have shown that brief, reversible tetrodotoxin
(TTX) inactivation of vermis lobules V and VI impairs consol-
idation of fear memories and that cerebellar long-term synaptic
plasticity is potentiated in fear-conditioned animals. Sacchetti and
colleagues (2007) have also provided evidence that the cerebellar
vermis (lobules V and VI) supports fear memory processing in
the absence of the amygdala (the latter is generally regarded as
a central component of the survival network). Collectively, these
findings therefore suggest that the cerebellum, like the amygdala,
is involved in the processing of fear related memory and associ-
ated defensive behaviors. However, the precise role of individual
olivo-cortico-nuclear modules in survival networks remains to be
established.

EVIDENCE OF A PAG – CEREBELLAR LINK
Given the key role of the PAG in survival circuits, interactions with
the cerebellum may provide an important mechanism through
which co-ordinated movements can be modulated to enhance sur-
vival behaviors in aversive or threatening situations. Anatomical
mapping studies provide at least some evidence that intercon-
nections exist between the PAG and cerebellum. Direct, bilateral
projections from vlPAG to the cerebellar cortex were first described
by Dietrichs (1983). The diffuse nature of the projection suggests
the pathway most likely terminates as mossy fibers. In addition,
several lines of anatomical evidence suggest that the PAG has links
with the cerebellum via the inferior olive – climbing fiber system.
Several studies have noted the presence of an ipsilateral projection
from the PAG to the olive, including the caudal medial accessory
olive (cMAO, Rutherford et al., 1984; Holstege, 1988). This region
of the olive provides climbing fiber projections to the cerebel-
lar vermis (Apps, 1990). The presence of such connectivity has
been confirmed by using modern viral vector tracer techniques,
which have the advantage over conventional tracers in that the
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results are not confounded by tracer uptake by axons of pas-
sage (Flavell, 2008). In brief, by using targeted microinjections
of green fluorescent protein (GFP) tagged adeno-associated virus-
cytomegalovirus-enhanced GFP (AAV-CMV-eGFP) into vlPAG,
Flavell, 2008 demonstrated a widespread but diffuse projection to
all major subdivisions of the olive (see Figure 1A). Electrophysio-
logical mapping studies have also shown that microstimulation in
dorsal PAG elicits large field potentials localized to cerebellar ver-
mis lobules VII/VIII – which have well defined roles in the control
of oculomotor and cardiovascular functions (Noda and Fujikado,
1987; Nisimaru, 2004; Voogd and Barmack, 2006) – with a mean

onset latency of 15.2 ± 0.8 ms (n = 5 rats, three trials per rat;
Crook et al., unpublished observations; see Figures 1B,C). The
waveform and trial-by-trial fluctuations in size of these evoked
field potentials are typical of climbing fiber mediated responses
(Armstrong and Harvey, 1968).

What role might the PAG link with the olivo-cerebellar system
serve? In attempting to address this question there are two points
worth noting. First, climbing fiber afferents, which terminate in
a range of cerebellar cortical zones, are powerfully activated by
nociceptive inputs (Ekerot et al., 1987). Second, climbing fiber
pathways originating from the spinal cord (spino-olivocerebellar

FIGURE 1 | PAG-olivo-cerebellar connectivity. (A) Microinjection of viral
anterograde tracer (AAV-CMV-eGFP) into the vlPAG (left panel, injection site
indicated by arrowhead; scale bar, 0.5 mm) leads to terminal labeling in the
medial accessory olive (middle panel, indicated by arrowheads; scale bar,
100 μm) and dorsal accessory olive (right panel, indicated by arrowheads;
scale bar, 30 μm) and also principal olive (not shown). (B) Left, posterior view
of the rat cerebellum illustrating the distribution of responses evoked by
stimulation of left dlPAG at intensity of 2x threshold in one experiment under
sodium pentobarbital anasthesia (60 mg/kg administered intraperitoneally).

Mean peak-to-trough amplitude (three trials) is represented by the size of
filled circles. Right, example waveforms (superimposition of eight
consecutive responses) obtained from the recording position indicated
on the cerebellar schematic. Stimulus delivered at start of each trace.
Scale bar, 15 ms and 0.2 mV. (C) Example of four consecutive responses
recorded from the same position on the cerebellar cortex. Filled arrow
heads indicate timing of PAG stimulation. Scale bars, 20 ms and 0.2 mV.
Reproduced with permission from Flavell (2008) and Crook et al.,
unpublished.
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paths, SOCPs) are subject to central modulation during motor
learning and active movements (Apps, 1999). Given the well
known role of the PAG in regulating transmission of nociceptive
signals at the level of the spinal cord, this raises the possibil-
ity that the link with the olivo-cerebellar system serves a similar
function.

To test this possibility Cerminara and colleagues (2009) elec-
trically stimulated the hindlimb and recorded climbing fiber field
potentials in the C1 zone of the ipsilateral copula pyramidis of
anesthetized rats, and found that the size of the evoked cerebellar
responses (generated as a result of transmission in SOCPs) could
be significantly reduced by chemical neuronal activation of vlPAG
(Figure 2). The climbing fiber responses evoked in this region
of the cerebellar cortex are relayed by two SOCPs; one conveys
ascending signals via the dorsal funiculus, the other via the ventral
funiculus (Oscarsson, 1969; Armstrong et al., 1973; Oscarsson and
Sjolund, 1977a,b,c). Importantly, responses evoked by electrical
stimulation of the dorsal or ventral funiculus were also reduced

by PAG activation (Figure 2). This demonstrates that modulation
of SOCPs by the PAG must, at least in part, occur supraspinally.
Since the ventral funiculus has direct projections to the inferior
olive (Boesten and Voogd, 1975; Oscarsson and Sjolund, 1977a,b,c)
this finding is consistent with the proposal that the PAG regu-
lates transmission of ascending sensory signals at the level of the
olive.

Direct anatomical projections from the PAG to the olive may
have a role in this control, but this of course does not exclude
the possibility that other (indirect) pathways are also involved.
Descending connections to the PAG from higher structures such
as the prefrontal cortex (Beitz, 1982; Keay and Bandler, 2001),
may also be a route through which neocortical centers that are
involved in emotionally related behavior can gain access to the
olivo-cerebellar system. The finding that electrical stimulation of
the prelimbic subdivision of rat prefrontal cortex powerfully drives
activity in olivo-cerebellar pathways supports this hypothesis
(Watson et al., 2009).

FIGURE 2 |The PAG can modulate SOCPs supraspinally. Climbing fiber
fields evoked by stimulation of contralateral hindlimb (H/Limb), ipsilateral
dorsal funiculus (DF) and contralateral ventral funiculus (VF) are all
significantly suppressed following microinjection of an excitatory amino acid

(D-homocysteic acid, DLH) into the vlPAG. Stimulation onset indicated by filled
arrowheads. Each trace is an average of 15 trials. Each bar is the mean + SEM
of n = 15 trials. *P < 0.05; **P < 0.01. Scale bar values are the same for
each trace. Reproduced with permission from Cerminara et al. (2009).
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CEREBELLAR OUTPUT TO SURVIVAL CIRCUITS
Important insights into cerebellar contributions to survival cir-
cuits can also be gained from anatomical/physiological analysis
of cerebellar output (cf. Strick et al., 2009). In particular, sev-
eral lines of evidence suggest the cerebellar fastigial nucleus has
links with limbic structures involved in survival behaviors, such as
the hippocampus, hypothalamus, ventral tegmental area (VTA),
and amygdala (e.g., Snider and Maiti, 1976; Newman and Reza,
1979; Cao et al., 2013). In respect to cerebellar-PAG projections,
Whiteside and Snider (1953) showed that electrical stimulation
of vermal lobule VII in the anesthetized cat can evoke responses
in the dorsal PAG with two distinct latencies (2–3 ms and 8–
12 ms), which raises the possibility that multiple cerebello-PAG
pathways exist. Consistent with a direct (short latency) projec-
tion, anatomical tracing studies have shown the existence of
efferent fastigial projections to the PAG in a number of species
(Martin et al. (1974) in the opossum; Beitz (1982); Gonzalo-
Ruiz and Leichnetz (1987), Gonzalo-Ruiz et al. (1990) and Teune
et al. (2000) in the rat, and Gonzalo-Ruiz et al. (1988) in mon-
key). Many of these studies have advanced the view that the
projections subserve an oculomotor function. However, it is pos-
sible that functions of fastigial-PAG projections are more wide
ranging and enable the powerful computational circuitry of the
cerebellum to engage with circuits related to the expression of
survival behaviors. Consistent with this proposal, clinical studies
have shown that chronic stimulation of the cerebellar vermis can
be used to regulate emotion and “correct behavior” in human
patients suffering from intractable neurological disorders such
as schizophrenia and epilepsy (Cooper, 1973a,b; Cooper et al.,
1973a,b; Correa et al., 1980; Heath et al., 1980a,b, 1981). Fur-
thermore, transmagnetic stimulation of the medial cerebellum in
humans can also provide anti-depressive effects (Schutter and van
Honk, 2005, 2009; Hoppenbrouwers et al., 2008; Schutter et al.,
2009a,b) and can enhance the power of neuronal oscillations,
within the theta and gamma frequency range, across regions of
the frontal cortex that are thought to be essential to cognitive and
emotional aspects of behavior (Schutter et al., 2003; Schutter and
van Honk, 2005).

In experimental animals, lesion of the fastigius has a wide vari-
ety of behavioral effects such as drowsiness (Fadiga et al., 1968;
Giannazzo et al., 1968a,b; Manzoni et al., 1968), aggression (Reis
et al., 1973), and grooming behavior (Berntson et al., 1973; Reis

et al., 1973). In addition, reductions in activity such as open-field
exploratory behavior, and social interactions, independent of non-
specific motor abnormalities, have been demonstrated following
fastigial lesions in rat (Berntson and Schumacher, 1980). Finally,
stimulation of the cerebellar vermis or the fastigial nucleus can
elicit a variety of complex patterns of defense-like behavior such
as sham rage and predatory attack (Zanchetti and Zoccolini, 1954;
Reis et al., 1973). Given the links with PAG and other components
of the survival network it seems reasonable to infer that the diverse
effects of cerebellar manipulations are in part due to its interac-
tions with survival circuits. The fact that the fastigial nucleus is
the output for several cerebellar modules (A, AX, A2) raises the
possibility that the range of different behaviors reported in the
literature may be due to differential activation of one or more of
these pathways.

CONCLUDING COMMENTS
The aim of this short review has not been to consider cere-
bellar interactions with every structure in the survival network;
rather we have focused specifically on the cerebellar-PAG link as
an illustrative example. Overall, the available neuroanatomical
and physiological evidence suggests that the necessary intercon-
nectivity exists to consider the inferior olive and cerebellum as
additional components of a distributed “survival behavior net-
work”. The functional significance of olivo-cerebellar involvement
in this network remains to be determined, but one influential the-
ory of climbing fiber function is that they serve a teaching role (for
a review see for example Yeo and Hesslow, 1998). The powerful
climbing fiber mediated projection from PAG to the cerebellar ver-
mis and gating of SOCPs by the PAG may be considered in relation
to this theory. Under appropriate behavioral conditions in which
survival circuits are engaged, the gating may reflect a switch from
the usefulness of learning signals derived from the periphery, to
allowing signals arising from higher centers to modify cerebellar
function.

ACKNOWLEDGMENTS
We gratefully acknowledge the financial support of the
Biotechnology and Biological Sciences Research Council, UK.
We thank Louise Hickey and Lianne Leith for contribu-
tions to the viral tracing and electrophysiological mapping
experiments.

REFERENCES
Albus, J. S. (1971). A theory of cerebellar

function. Math. Biosci. 10, 25–61.
Apps, R. (1990). Columnar organisa-

tion of the inferior olive projection to
the posterior lobe of the rat cerebel-
lum. J. Comp. Neurol. 302, 236–254.

Apps, R. (1999). Movement-related gat-
ing of climbing fibre input to cerebel-
lar cortical zones. Prog. Neurobiol. 57,
537–562.

Apps, R. (2000). Rostrocaudal branch-
ing within the climbing fibre projec-
tion to forelimb-receiving areas of the
cerebellar cortical C1 zone. J. Comp.
Neurol. 419, 193–204.

Apps, R., and Garwicz, M. (2005).
Anatomical and physiological foun-
dations of cerebellar information
processing. Nat. Rev. Neurosci. 6,
297–311.

Apps, R., and Hawkes, R. (2009). Cere-
bellar cortical organization: a one-
map hypothesis. Nat. Rev. Neurosci.
10, 670–681.

Armstrong, D. M. (1986). Supraspinal
contributions to the initiation
and control of locomotion in
the cat. Prog. Neurobiol. 26,
273–361.

Armstrong, D. M., and Harvey,
R. J. (1968). Responses to

a spino-olivo-cerebellar path-
way in the cat. J. Physiol. 194,
147–168.

Armstrong, D. M., Harvey, R. J., and
Schild, R. F. (1973). Branching of
inferior olivary axons to terminate
in different folia, lobules or lobes
of the cerebellum. Brain Res. 54,
365–371.

Bandler, R., Carrive, P., and Zhang, S.
P. (1991). Integration of somatic and
autonomic reactions within the mid-
brain periaqueductal grey: viscero-
topic, somatotopic and functional
organization. Prog. Brain Res. 87,
269–305.

Bandler, R., and Keay, K. A. (1996).
Columnar organization in the mid-
brain periaqueductal gray and the
integration of emotional expression.
Prog. Brain Res. 107, 285–300.

Bandler, R., Keay, K. A., Floyd, N.,
and Price, J. (2000). Central cir-
cuits mediating patterned autonomic
activity during active vs. passive emo-
tional coping. Brain Res. Bull. 53,
95–104.

Bandler, R., and Shipley, M. T. (1994).
Columnar organization in the mid-
brain periaqueductal gray: modules
for emotional expression? Trends
Neurosci. 17, 379–389.

Frontiers in Neural Circuits www.frontiersin.org April 2013 | Volume 7 | Article 72 | 5

http://www.frontiersin.org/Neural_Circuits/
http://www.frontiersin.org/
http://www.frontiersin.org/Neural_Circuits/archive


“fncir-07-00072” — 2013/4/22 — 13:09 — page 6 — #6

Watson et al. Olivo-cerebellar system and survival

Batini, C., Compoint, C., Buisseret-
Delmas, C., Daniel, H., and Gue-
gan, M. (1992). Cerebellar nuclei
and the nucleocortical projections in
the rat: retrograde tracing coupled
to GABA and glutamate immunohis-
tochemistry. J. Comp. Neurol. 315,
74–84.

Beitz, A. J. (1982). The organization
of afferent projections to the mid-
brain periaqueductal gray of the rat.
Neuroscience 7, 133–159.

Berntson, G. G., Potolicchio, S. J. Jr.,
and Miller, N. E. (1973). Evidence for
higher functions of the cerebellum:
eating and grooming elicited by cere-
bellar stimulation in cats. Proc. Natl.
Acad. Sci. U.S.A. 70, 2497–2499.

Berntson, G. G., and Schumacher, K. M.
(1980). Effects of cerebellar lesions
on activity, social interactions, and
other motivated behaviors in the
rat. J. Comp. Physiol. Psychol. 94,
706–717.

Boesten, A. J., and Voogd, J. (1975). Pro-
jections of the dorsal column nuclei
and the spinal cord on the inferior
olive in the cat. J. Comp. Neurol. 161,
215–237.

Cao, B. B., Huang, Y., Lu, J. H., Xu, F.
F., Qiu, Y. H., and Peng, Y. P. (2013).
Cerebellar fastigial nuclear GABAer-
gic projections to the hypothalamus
modulate immune function. Brain
Behav. Immun. 27, 80–90.

Carrive, P. (1993). The periaqueductal
gray and defensive behavior: func-
tional representation and neuronal
organization. Behav. Brain Res. 58,
27–47.

Carrive, P., Leung, P., Harris, J., and Pax-
inos, G. (1997). Conditioned fear to
context is associated with increased
Fos expression in the caudal ven-
trolateral region of the midbrain
periaqueductal gray. Neuroscience 78,
165–177.

Cerminara, N. L., and Apps, R.
(2011). Behavioural significance of
cerebellar modules. Cerebellum 10,
484–494.

Cerminara, N. L., Koutsikou, S., Lumb,
B. M., and Apps, R. (2009). The peri-
aqueductal grey modulates sensory
input to the cerebellum: a role in cop-
ing behaviour? Eur. J.Neurosci. 29,
2197–2206.

Cooper, I. S. (1973a). Effect of chronic
stimulation of anterior cerebellum on
neurological disease. Lancet 1, 206.

Cooper, I. S. (1973b). Effect of stim-
ulation of posterior cerebellum on
neurological disease. Lancet 1, 1321.

Cooper, I. S., Amin, I., and Gilman, S.
(1973a). The effect of chronic cere-
bellar stimulation upon epilepsy in
man. Trans. Am. Neurol. Assoc. 98,
192–196.

Cooper, I. S., Crighel, E., and Amin,
I. (1973b). Clinical and physiological
effects of stimulation of the paleo-
cerebellum in humans. J. Am. Geriatr.
Soc. 21, 40–43.

Correa, A. J., Llewellyn, R. C., Epps,
J., Jarrott, D., Eiswirth, C., and
Heath, R. G. (1980). Chronic cerebel-
lar stimulation in the modulation of
behavior. Acta Neurol. Latinoam. 26,
143–153.

Dietrichs, E. (1983). Cerebellar corti-
cal afferents from the periaqueductal
grey in the cat. Neurosci. Lett. 41,
21–26.

Ekerot, C. F., Oscarsson, O., and
Schouenborg, J. (1987). Stimulation
of cat cutaneous nociceptive C fibres
causing tonic and synchronous activ-
ity in climbing fibres. J. Physiol. 386,
539–546.

Fadiga, E., Manzoni, T., Sapienza, S.,
and Urbano, A. (1968). Synchro-
nizing and desynchronizing fasti-
gial influences on the electrocortical
activity of the cat, in acute experi-
ments. Electroencephalogr. Clin. Neu-
rophysiol. 24, 330–342.

Fanselow, M. S., Kim, J. J., Young, S.
L., Calcagnetti, D. J., Decola, J. P.,
Helmstetter, F. J., et al. (1991). Dif-
ferential effects of selective opioid
peptide antagonists on the acquisi-
tion of pavlovian fear conditioning.
Peptides 12, 1033–1037.

Fendt, M., and Fanselow, M. S.
(1999). The neuroanatomical and
neurochemical basis of conditioned
fear. Neurosci. Biobehav. Rev. 23,
743–760.

Flavell, C. F. (2008). Nociceptive Pro-
cessing in Cerebellar Pathways. Ph.D.
thesis, University of Bristol.

Giannazzo, E., Manzoni, T., Raf-
faele, R., Sapienza, S., and Urbano,
A. (1968a). Changes in the sleep-
wakefulness cycle induced by chronic
fastigial lesions in the cat. Brain Res.
11, 281–284.

Giannazzo, E., Manzoni, T., Raffaele, R.,
Sapienza, S., and Urbano, A. (1968b).
[Changes of the sleep-waking ccle fol-
lowing lesions of the cerebellar nuclei
in the cat]. Boll. Soc. Ital. Biol. Sper.
44, 800–802.

Gonzalo-Ruiz, A., and Leichnetz, G. R.
(1987). Collateralization of cerebellar
efferent projections to the paraocu-
lomotor region, superior colliculus,
and medial pontine reticular forma-
tion in the rat: a fluorescent double-
labeling study. Exp. Brain Res. 68,
365–378.

Gonzalo-Ruiz, A., Leichnetz, G. R.,
and Hardy, S. G. (1990). Projections
of the medial cerebellar nucleus to
oculomotor-related midbrain areas
in the rat: an anterograde and

retrograde HRP study. J. Comp. Neu-
rol. 296, 427–436.

Gonzalo-Ruiz, A., Leichnetz, G. R., and
Smith, D. J. (1988). Origin of cere-
bellar projections to the region of the
oculomotor complex, medial pon-
tine reticular formation, and supe-
rior colliculus in New World mon-
keys: a retrograde horseradish per-
oxidase study. J. Comp. Neurol. 268,
508–526.

Heath, R. G., Dempesy, C. W., Fontana,
C. J., and Fitzjarrell, A. T. (1980a).
Feedback loop between cerebellum
and septal-hippocampal sites: its role
in emotion and epilepsy. Biol. Psychi-
atry 15, 541–556.

Heath, R. G., Llewellyn, R. C.,
and Rouchell, A. M. (1980b). The
cerebellar pacemaker for intractable
behavioral disorders and epilepsy:
follow-up report. Biol. Psychiatry 15,
243–256.

Heath, R. G., Rouchell, A. M., and
Goethe, J. W. (1981). Cerebellar stim-
ulation in treating intractable behav-
ior disorders. Curr. Psychiatr. Ther.
20, 329–336.

Heinricher, M. M., Tavares, I., Leith, J.
L., and Lumb, B. M. (2009). Descend-
ing control of nociception: specificity,
recruitment and plasticity. Brain Res.
Rev. 60, 214–225.

Holstege, G. (1988). Brainstem-spinal
cord projections in the cat, related
to control of head and axial move-
ments. Rev. Oculomot. Res. 2,
431–470.

Hoppenbrouwers, S. S., Schutter, D.
J., Fitzgerald, P. B., Chen, R., and
Daskalakis, Z. J. (2008). The role of
the cerebellum in the pathophysiol-
ogy and treatment of neuropsychi-
atric disorders: a review. Brain Res.
Rev. 59, 185–200.

Ito, M. (1972). Neural design of
the cerebellar motor control system.
Brain Res. 40, 81–84.

Ito, M. (1984). Cerebellum and Neural
Control. New York: Raven Press.

Keay, K. A., and Bandler, R. (2001). Par-
allel circuits mediating distinct emo-
tional coping reactions to different
types of stress. Neurosci. Biobehav.
Rev. 25, 669–678.

Koutsikou, S., Parry, D. M., Macmil-
lan, F. M., and Lumb, B. M. (2007).
Laminar organization of spinal dorsal
horn neurones activated by C- vs. A-
heat nociceptors and their descend-
ing control from the periaqueductal
grey in the rat. Eur. J. Neurosci. 26,
943–952.

LeDoux, J. (2012). Rethinking the emo-
tional brain. Neuron 73, 653–676.

Leith, J. L., Koutsikou, S., Lumb, B.
M., and Apps, R. (2010). Spinal pro-
cessing of noxious and innocuous

cold information: differential mod-
ulation by the periaqueductal gray. J.
Neurosci. 30, 4933–4942.

Lovick, T. A. (1993). Integrated activity
of cardiovascular and pain regulatory
systems: role in adaptive behavioural
responses. Prog. Neurobiol. 40,
631–644.

Lovick, T. A., and Bandler, R. (2005).
“The organisation of the midbrain
periaqueductal grey and the inte-
gration of pain behaviours,” in The
Neurobiology of Pain, eds S.P. Hunt,
and M. Koltzenburg (Oxford: Oxford
UP), 267–287.

Lumb, B. M., and Leith, J. L. (2007).
“Hypothalamic and midbrain control
of C- versus A-fibre mediated spinal
nociception: a role for COX-1 in
the PAG,” in Neurotransmitters of
Antinociceptive Decending Pathways,
eds S. Maione, and V. Dimarzo
(Kerala: Reasearch Signpost),
37–57.

Manzoni, T., Sapienza, S., and Urbano,
A. (1968). EEG and behavioural
sleep-like effects induced by the
fastigial nucleus in unrestrained,
unanaesthetized cats. Arch. Ital. Biol.
106, 61–72.

Marr, D. (1969). A theory of cerebellar
cortex. J. Physiol. 202, 437–470.

Martin, G. F., King, J. S., and Dom,
R. (1974). The projections of the
deep cerebellar nuclei of the opossum
(Didelphis marsupiales virginiana). J.
Hirnforsch.15, 545–575.

McMullan, S., and Lumb, B. M. (2006a).
Midbrain control of spinal nocicep-
tion discriminates between responses
evoked by myelinated and unmyeli-
nated heat nociceptors in the rat. Pain
124, 59–68.

McMullan, S., and Lumb, B. M.
(2006b). Spinal dorsal horn neu-
ronal responses to myelinated versus
unmyelinated heat nociceptors and
their modulation by activation of the
periaqueductal grey in the rat. J.
Physiol. 576, 547–556.

Newman, P. P., and Reza, H. (1979).
Functional relationships between the
hippocampus and the cerebellum: an
electrophysiological study of the cat.
J. Physiol. 287, 405–426.

Nisimaru, N. (2004). Cardiovascular
modules in the cerebellum. Jpn. J.
Physiol. 54, 431–448.

Noda, H., and Fujikado, T. (1987).
Topography of the oculomotor
area of the cerebellar vermis in
macaques as determined by micros-
timulation. J. Neurophysiol. 58,
359–378.

Oscarsson, O. (1969). Termination and
functional organization of the dorsal
spino-olivocerebellar path. J. Physiol.
200, 129–149.

Frontiers in Neural Circuits www.frontiersin.org April 2013 | Volume 7 | Article 72 | 6

http://www.frontiersin.org/Neural_Circuits/
http://www.frontiersin.org/
http://www.frontiersin.org/Neural_Circuits/archive


“fncir-07-00072” — 2013/4/22 — 13:09 — page 7 — #7

Watson et al. Olivo-cerebellar system and survival

Oscarsson, O., and Sjolund, B. (1977a).
The ventral spine-olivocerebellar sys-
tem in the cat. II. Termination zones
in the cerebellar posterior lobe. Exp.
Brain Res. 28, 487–503.

Oscarsson, O., and Sjolund, B. (1977b).
The ventral spino-olivocerebellar sys-
tem in the cat. I. Identification of five
paths and their termination in the
cerebellar anterior lobe. Exp. Brain
Res. 28, 469–486.

Oscarsson, O., and Sjolund, B. (1977c).
The ventral spino-olivocerebellar sys-
tem in the cat. III. Functional charac-
teristics of the five paths. Exp. Brain
Res. 28, 505–520.

Ramnani, N. (2006). The primate
cortico-cerebellar system: anatomy
and function. Nat. Rev. Neurosci. 7,
511–522.

Reis, D. J., Doba, N., and Nathan, M. A.
(1973). Predatory attack, grooming,
and consummatory behaviors evoked
by electrical stimulation of cat cere-
bellar nuclei. Science 182, 845–847.

Rutherford, J. G., Anderson, W. A., and
Gwyn, D. G. (1984). A reevaluation
of midbrain and diencephalic projec-
tions to the inferior olive in rat with
particular reference to the rubro-
olivary pathway. J. Comp. Neurol. 229,
285–300.

Sacchetti, B., Sacco, T., and Strata,
P. (2007). Reversible inactivation of
amygdala and cerebellum but not
perirhinal cortex impairs reactivated
fear memories. Eur. J. Neurosci. 25,
2875–2884.

Sacchetti, B., Scelfo, B., Tempia, F., and
Strata, P. (2004). Long-term synaptic
changes induced in the cerebellar cor-
tex by fear conditioning. Neuron 42,
973–982.

Schmahmann, J. D. (2004). Disorders
of the cerebellum: ataxia, dysme-
tria of thought, and the cerebel-
lar cognitive affective syndrome. J.
Neuropsychiatry Clin. Neurosci. 16,
367–378.

Schutter, D. J., Enter, D., and
Hoppenbrouwers, S. S. (2009a).
High-frequency repetitive transcra-
nial magnetic stimulation to the cere-
bellum and implicit processing of
happy facial expressions. J. Psychiatry
Neurosci. 34, 60–65.

Schutter, D. J., Laman, D. M., Van Honk,
J., Vergouwen, A. C., and Koerselman,
G. F. (2009b). Partial clinical response
to 2 weeks of 2 Hz repetitive tran-
scranial magnetic stimulation to the
right parietal cortex in depression.
Int. J. Neuropsychopharmacol. 12,
643–650.

Schutter, D. J., and van Honk, J.
(2005). The cerebellum on the rise
in human emotion. Cerebellum 4,
290–294.

Schutter, D. J., and van Honk, J. (2009).
The cerebellum in emotion regula-
tion: a repetitive transcranial mag-
netic stimulation study. Cerebellum 8,
28–34.

Schutter, D. J., Van Honk, J., D’Alfonso,
A. A., Peper, J. S., and Panksepp,
J. (2003). High frequency repeti-
tive transcranial magnetic over the
medial cerebellum induces a shift in
the prefrontal electroencephalogra-
phy gamma spectrum: a pilot study
in humans. Neurosci. Lett. 336,
73–76.

Snider, R. S., and Maiti, A. (1976).
Cerebellar contributions to the
Papez circuit. J. Neurosci. Res. 2,
133–146.

Sokolowski, K., and Corbin, J. G. (2012).
Wired for behaviors: from develop-
ment to function of innate limbic
system circuitry. Front. Mol. Neurosci.
5:55. doi: 10.3389/fnmol.2012.00055

Strata, P., Scelfo, B., and Sacchetti, B.
(2011). Involvement of cerebellum
in emotional behavior. Physiol. Res.
60(Suppl. 1), S39–S48.

Strick, P. L., Dum, R. P., and Fiez, J.
A. (2009). Cerebellum and nonmo-
tor function. Annu. Rev. Neurosci. 32,
413–434.

Teune, T. M., Van Der Burg, J., Van
Der Moer, J., Voogd, J., and Ruigrok,
T. J. (2000). Topography of cerebel-
lar nuclear projections to the brain
stem in the rat. Prog. Brain Res. 124,
141–172.

Voogd, J., and Barmack, N. H. (2006).
Oculomotor cerebellum. Prog. Brain
Res. 151, 231–268.

Walker, P., and Carrive, P. (2003).
Role of ventrolateral periaqueduc-
tal gray neurons in the behavioral
and cardiovascular responses to con-
textual conditioned fear and post-
stress recovery. Neuroscience 116,
897–912.

Waters, A. J., and Lumb, B. M. (1997).
Inhibitory effects evoked from both
the lateral and ventrolateral peri-
aqueductal grey are selective for the
nociceptive responses of rat dor-
sal horn neurones. Brain Res. 752,
239–249.

Watson, T. C., Jones, M. W., and Apps,
R. (2009). Electrophysiological map-
ping of novel prefrontal - cerebel-
lar pathways. Front. Integr. Neurosci.
3:18. doi: 10.3389/neuro.07.018.2009

Whiteside, J. A., and Snider, R. S.
(1953). Relation of cerebellum to

upper brain stem. J. Neurophysiol. 16,
397–413.

Yeo, C. H., and Hesslow, G. (1998).
Cerebellum and conditioned reflexes.
Trends Cogn. Sci. 2, 322–330.

Zanchetti, A., and Zoccolini, A. (1954).
Autonomic hypothalamic outbursts
elicited by cerebellar stimulation. J.
Neurophysiol. 17, 475–483.

Zhang, S. P., Bandler, R., and Carrive, P.
(1990). Flight and immobility evoked
by excitatory amino acid microin-
jection within distinct parts of the
subtentorial midbrain periaqueduc-
tal gray of the cat. Brain Res. 520,
73–82.

Conflict of Interest Statement: The
authors declare that the research was
conducted in the absence of any com-
mercial or financial relationships that
could be construed as a potential con-
flict of interest.

Received: 04 January 2013; accepted: 03
April 2013; published online: 23 April
2013.
Citation: Watson TC, Koutsikou S, Cer-
minara NL, Flavell CR, Crook JJ, Lumb
BM and Apps R (2013) The olivo-
cerebellar system and its relationship to
survival circuits. Front. Neural Circuits
7:72. doi: 10.3389/fncir.2013.00072
Copyright © 2013 Watson, Koutsikou,
Cerminara, Flavell, Crook, Lumb and
Apps. This is an open-access article dis-
tributed under the terms of the Creative
Commons Attribution License, which
permits use, distribution and reproduc-
tion in other forums, provided the origi-
nal authors and source are credited and
subject to any copyright notices concern-
ing any third-party graphics etc.

Frontiers in Neural Circuits www.frontiersin.org April 2013 | Volume 7 | Article 72 | 7

http://dx.doi.org/10.3389/fncir.2013.00072
http://creativecommons.org/licenses/by/3.0/
http://creativecommons.org/licenses/by/3.0/
http://www.frontiersin.org/Neural_Circuits/
http://www.frontiersin.org/
http://www.frontiersin.org/Neural_Circuits/archive

	The olivo-cerebellar system and its relationship to survival circuits
	Introduction
	Pag and survival
	The cerebellum and modular organization
	Evidence of a pag – cerebellar link
	Cerebellar output to survival circuits
	Concluding comments
	Acknowledgments
	References


