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The Race to Learn: Spike Timing and STDP Can Coordinate
Learning and Recall in CA3
Christopher R. Nolan,1,2* Gordon Wyeth,1 Michael Milford,1,2 and Janet Wiles1,2

ABSTRACT:
The CA3 region of the hippocampus has long been
proposed as an autoassociative network performing pattern completion on known inputs. The dentate gyrus (DG) region is often proposed as a network performing the complementary function of pattern separation. Neural models of pattern completion and separation
generally designate explicit learning phases to encode new information and assume an ideal ﬁxed threshold at which to stop learning
new patterns and begin recalling known patterns. Memory systems
are signiﬁcantly more complex in practice, with the degree of memory recall depending on context-speciﬁc goals. Here, we present our
spike-timing separation and completion (STSC) model of the entorhinal cortex (EC), DG, and CA3 network, ascribing to each region a
role similar to that in existing models but adding a temporal dimension by using a spiking neural network. Simulation results demonstrate that (a) spike-timing dependent plasticity in the EC-CA3 synapses provides a pattern completion ability without recurrent CA3 connections, (b) the race between activation of CA3 cells via EC-CA3
synapses and activation of the same cells via DG-CA3 synapses distinguishes novel from known inputs, and (c) modulation of the ECCA3 synapses adjusts the learned versus test input similarity
required to evoke a direct CA3 response prior to any DG activity,
thereby adjusting the pattern completion threshold. These mechanisms suggest that spike timing can arbitrate between learning
and recall based on the novelty of each individual input, ensuring
control of the learn-recall decision resides in the same subsystem
as the learned memories themselves. The proposed modulatory
signal does not override this decision but biases the system toward either learning or recall. The model provides an explanation
for empirical observations that a reduction in novelty produces a
corresponding reduction in the latency of responses in CA3 and
CA1. V 2010 Wiley-Liss, Inc.
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INTRODUCTION
The ability to switch between learning new information and using known information is of fundamental importance to memory systems. Such systems must
learn new information when possible to aid in making
future decisions and also use previously acquired
knowledge to make ongoing decisions in real time.
When an animal explores an environment for the ﬁrst
time, it learns the layout of the space by integrating
landmark features and determines the site of any useful goals, such as a food source. On returning to a familiar location, the animal should be able to navigate
using the previously learned cues and more efﬁciently
attain its goals. In the real world, however, the appearance of landmarks and other features is often in a
state of ﬂux, and the animal may approach the landmarks from different perspectives or at different times
of the day. Some features may be changed permanently, whereas others may appear transiently different
to the way they were originally perceived. The animal’s memory system must be capable of determining
which details of the location are new, requiring that a
distinct memory be formed (pattern separation), and
which details should be recalled from incomplete or
noisy information (pattern completion).’
Pattern separation and completion in neural systems
has been the subject of many theoretical and computational modeling studies (Marr, 1971; Hopﬁeld,
1982; Treves and Rolls, 1992; O’Reilly and McClelland, 1994; McClelland et al., 1995; Rolls, 1996;
Fuhs and Touretzky, 2000), however, not all studies
deﬁne separation and completion the same way. In the
current study, consistent with O’Reilly and McClelland (1994) and Fuhs and Touretzky (2000) among
others, we deﬁne pattern separation to be the process
by which an input with a particular similarity to a reference input generates an output of a lower similarity
to the corresponding reference output, and pattern
completion to be an increase in output similarity with
respect to input similarity (Fig. 1). An alternative deﬁnition for pattern completion is that it is the ability
for a noisy or partially cued input to produce an
output arbitrarily close to 100% similarity to a reference output, such as in the classic Hopﬁeld (1982)
model. In this latter sense, pattern completion is most
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FIGURE 1.
Pattern separation and completion. The graph
shows the transfer function from input (x-axis) to output (y-axis).
Each axis measures the similarity of a pattern to a reference pattern. The y 5 x line (dotted) shows when the output similarity
would be the same as the input similarity. When the transfer function (solid line) is below the y 5 x line, then output patterns will
be less similar than their input patterns (separation). When the
transfer function is above the y 5 x line, then output patterns will
be more similar than their input patterns (completion). For example, for the transfer function shown, an input similarity of 0.7 generates an output similarity greater than 0.9 (see dot-dash line).

commonly achieved using recurrent autoassociative networks;
however, heteroassociative networks with feedback from the
output back to the input are similarly capable. Neither autoassociative nor heteroassociative feedback is a computational
requirement for pattern completion, in the sense in which we
use it in this study.
Many of these theoretical models are similar in network
structure to that of the hippocampus, some by design (Marr,
1971; Treves and Rolls, 1992; Rolls, 1996) and others seemingly by chance (Hopﬁeld, 1982). This similarity, along with
the observations that the hippocampus appears to be required
for episodic memory formation in humans (Scoville and Milner, 1957) and for complex spatial memory tasks (locale navigation) in animals (Morris, 2007), supports the hypothesis that
the region may be performing separation and completion. One
mechanism allowing separation and completion in a single neural region—initially proposed by Treves and Rolls (1992) and
based on known hippocampal anatomy—suggests that the disynaptic (indirect) pathway from Layer II of the entorhinal cortex
(EC2) to CA3 via dentate gyrus (DG) and the monosynaptic
(direct) pathway from EC2 to CA3 fulﬁll pattern separation
and completion roles respectively. Substantial experimental data
now support this proposal: activity in DG suggests a role of
pattern separation for the region (Leutgeb et al., 2007) and activity in CA3 suggests that inputs sufﬁciently similar to a previously learned input evoke the same learned response (completion), but that below some input similarity threshold, the
response rapidly decorrelates from the learned response (separation) (Vazdarjanova and Guzowski, 2004; Leutgeb et al.,
2007). Furthermore, disruption of the indirect pathway interferes with the encoding of new memories but not the retrieval
of existing memories, and disruption of the direct pathway
Hippocampus

interferes with retrieval but not encoding (Lee and Kesner,
2004). Downstream CA1 activity is similar to that in CA3 but
with less environmental speciﬁcity (more completion) (Leutgeb
et al., 2004; Vazdarjanova and Guzowski, 2004). Although this
evidence is largely from rodent studies, new imaging studies
suggest that a similar functional distinction between regions
may be present in humans (Bakker et al., 2008). Together,
these data begin to explain what processes are facilitating memory storage and where these processes occur, but it remains
unclear when each process is occurring, that is, when new
details should be learned and when they should be recalled.
Determining when to learn and when to recall requires a mechanism to detect when an input is novel. Intuitively, it seems as
though such a decision should depend on the patterns stored
within the hippocampus itself, thereby requiring that the structure
mediate its own novelty signal. Treves and Rolls (1992) identiﬁed
the mechanistic consequences of novelty on learning and recall
that were required for their aforementioned dual pathway hypothesis. During learning, the indirect input should be strong in comparison with other CA3 inputs (for example, the direct input and
recurrent connections) to allow new associations to be learned.
During retrieval, the indirect input should be rendered effectively
inactive to avoid spurious separation noise—input noise ampliﬁed
by the separation properties of the DG—interfering with retrieval
and potentially disrupting learned memories. Although these
requirements are recognized, their underlying biological mechanisms remain unclear. Experimental data from Hasselmo et al.
(1995) implicate the septo-hippocampal cholinergic system in
downregulation of the CA3-CA3 recurrent synapses during learning; however, this modulation operates at a multisecond timescale
(Hasselmo and Fehlau, 2001). This multisecond time scale may
be too slow for the purposes of online learning and recall, leading
Hasselmo et al. (2002) to propose that pattern-by-pattern learning
may be accounted for by explicitly modulating between completion and separation in separate phases of the hippocampal theta
rhythm. However, with an explicit learning phase, separation noise
interferes even with well-known patterns. None of these models
internally generate a pattern-by-pattern novelty signal and use that
signal as a basis for switching between learning and recall. The
question arises, what mechanism supports such a signal, and could
it be generated within the hippocampus itself?
We sought to establish a mechanism capable of deciding
when to learn a novel input pattern and when to recall by
completing to a previously learned pattern, using a decision criterion based on patterns currently stored in the system. Here,
we demonstrate a new computational model of the dual-pathway circuit formed by EC2, DG, and CA3 that implicitly performs pattern-by-pattern novelty detection. We call this model
the spike-timing separation and completion (STSC) model.
This model incorporates spike time as an integral aspect of
neurons, which enables it to distinguish between patterns that
have been previously seen, and patterns that are new and
should be learned. Spike timing not only provides the ability to
discriminate between known and unknown patterns through
spike-timing-dependent-plasticity (STDP) (Levy and Steward,
1983; Markram et al., 1997; Song et al., 2000) but also inher-
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ently drives the mechanism to effect or suppress learning. This
pattern-by-pattern suppression ensures that even in unfamiliar
situations, already known patterns are not relearned; whereas in
familiar situations, unknown patterns can be learned. We begin
by outlining a three-neuron network to illustrate the principle
of using spike-timing as a correlate of learning in a dual-pathway network. We then present the complete STSC model,
showing that (i) a larger network based on EC2-DG-CA3 anatomical details correlates learning and timing, (ii) the network
learns patterns that are both reliable and distinct, and (iii)
modulation can tune the network to achieve an appropriate
balance between pattern separation and pattern completion.
Finally, we examine the predictions this model generates regarding both the timing of activity in the hippocampus and the
required neuromodulatory effects.

SPIKE TIMING AND THE DUAL-PATHWAY
HYPOTHESIS: AN ILLUSTRATIVE MODEL
STDP is a biological manifestation of Hebb’s theoretical
learning rule (Song et al., 2000). In its most commonly
observed form, synapses connected to a cell are strengthened
when they ﬁre in a time window prior to the cell ﬁring, and
are weakened when they ﬁre in a time window after the cell
ﬁres. This temporal dependence means that afferent synapses
that predict a cell’s ﬁring will have a greater postsynaptic effect
on their next activation. If a cell is activated after (but independently of ) the activation of a particular set of synapses, the
cell will gradually spike earlier with respect to the activation of
the synapses (Guyonneau et al., 2005). Furthermore, assuming
this synaptic set is sufﬁciently large; the cell will eventually ﬁre
in response to the predictive synapses alone. This behavior was
elegantly demonstrated by Izhikevich (2007) using a conditioning paradigm, in which the cells originally activated by an
unconditioned stimulus were eventually activated by synapses
receiving input because of a conditioned stimulus. In Izhikevich’s model, spike timing encodes whether a response has been
learned with a shorter latency between input and response,
indicating a well-known input.
STDP requires that the postsynaptic cell be active to learn
active inputs. In the conditioning scenario of Izhikevich
(2007), the unconditioned stimulus activated the cells that the
conditioned stimulus predicted. In the context of generalized
memory, the same sensory stimuli can be considered as both
the target to be learned (conditioned stimulus) and the cue
that is triggering learning (unconditioned stimulus). A mechanism is thus required whereby a novel input can evoke a pattern of activity in a target cell population that can then be associated with the input. The dual-pathway architecture (already
discussed) provides such a mechanism: the indirect pathway
does not undergo associative plasticity and enables novel input
to evoke baseline activity; the direct pathway is subject to associative long-term potentiation (LTP), thus pairing presynaptic
and postsynaptic activity. We investigated the effect of the temporal dynamics of STDP in a simpliﬁed dual-pathway model.
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Consistent with previous dual-pathway models, synapses from
the two pathways differ in strength and plasticity; however, in
the current model, they also differ in the latency of their initial
activation following a given input stimulus. Using this model,
we demonstrate that the distinction between a ﬁxed and
learned response is retained in the response of the target cell if
the temporal dynamics are considered.
The network consists of three neurons, each one is a representative of one region (Fig. 2a). Individual neurons are modeled as point devices, following the model presented by Izhikevich (2003, 2004). Two-state variables are required for each
neuron, the membrane potential v and the recovery current u.
The rates of change of v and u are given by
v_ ¼ 0:04v2 þ 5v þ 140  u þ I
u_ ¼ aðbv  uÞ
with a reset condition for both variables given by
(
v
c
if v  30 mV ; then
u
uþd

ð1Þ
ð2Þ

ð3Þ

where I is the sum of synaptic input currents, parameters a and b
determine whether the neuron is an integrator or a resonator, and
parameters c and d model the postspike transient behavior because
of high-threshold voltage-gated channel dynamics (parameter values set as suggested by Izhikevich (2003) for achieving these
behaviors; see the parameter table in the Supporting Information).
Each STDP synapse is modeled as a single-state variable Is,
representing the current injection to its postsynaptic neuron
I_s ¼ Is =ss þ dðt  ts Þws
ð4Þ
where ss is the decay time constant of synapse s, d is the Dirac
delta function, ts is the vector of presynaptic spike times, t is
time, and ws is the current synaptic weight. Synapses subject to
STDP follow the model of Song et al. (2000). For each pair of
presynaptic and postsynaptic spikes, the change in synaptic
weight w is given by
Dw ¼ maxðminðF ðDtÞ; wmax  wÞ; wÞ
ð5Þ
where F ðDtÞ is a nonlinear function of the post–pre interspike
interval Dt given by
(
Aþ expðDt=sþ Þ if Dt  sgap
F ðDtÞ ¼
ð6Þ
 A expðDt=s Þ if Dt < sgap
where A1 and A2 determine the maximum modiﬁcation for a
positive and negative change, respectively, s1 and s2 are time
constants that determine the time range under which synaptic
strengthening and weakening occur, and sgap is the minimum
time difference required for any weight change. Only neighboring presynaptic and postsynaptic pairs are considered, and Eq.
(5) ensures that the weight of each synapse is non-negative,
with an upper bound wmax.
The synaptic current for static synapses Is is given by
X
gr ðv  Er Þ
ð7Þ
Is ¼
reR

where R is a set of receptor types, in this case containing only
AMPA (a-amino-3-hydroxyl-5-methyl-4-isoxazole-propionate),
v is the membrane potential of the postsynaptic neuron, Er is
Hippocampus
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FIGURE 2.
How timing can signify the distinction between novel
and familiar inputs. (a) Schematic illustration of a three-ﬁeld network
with two paths from A to C, an indirect path A-B-C and a direct path
A-C. (b) The latency of the response of cell B relative to cell A is ﬁxed
(see horizontal dotted line), the response of cell C relative to cell A has
a latency that is a function of the strength of the A-C synapse (see solid
line). With a novel input (A-C weight < 2.03 3 1029), the signal travels via the indirect path A-B-C and the latency of C is longer than that
of B (the solid line above the dotted line indicates that A is novel).
With a known input (A-C weight > 2.03 3 1029), the signal travels
via the direct path A-C and C’s latency is shorter than that of B (the
solid line below the dotted line indicates that A has previously been
learned). Between these two conditions (A-C weight 5 2.03 3 1029),

the two pathways contribute equally to the timing of cell C’s action
potential. The latency, therefore, indicates which path, A-B-C or A-C,
is dominant. (c) Three panels show snapshots of the behavior for novel,
near-threshold and known weights during a learning trial: for low A-C
weights, the response of C depends entirely on the input from B (c,
left). As the A-C weight approaches a threshold (2.03 3 1029), less
input from B is required as the membrane potential of C is still elevated due to the direct input from A, and thus the time of C’s response
is closer to that of B (c, middle). Beyond this threshold, cell C is
responding before cell B, showing that the direct A-C synapse is solely
responsible for C’s response and signifying that the input is known (c,
right). [Color ﬁgure can be viewed in the online issue, which is available at www.interscience.wiley.com.]

the reversal potential of the receptor, and gr is the current conductance of the receptor given by
g_ ¼ g=sr þ dðt  ts Þws
ð8Þ
in which sr is the decay time constant of the receptor (Dayan
and Abbott, 2001). See the parameter Tables in the Supporting
Information for parameter values.

In the example ABC-AC network, synaptic weights are set
such that a single spike from neuron A is capable of causing a
spike in neuron B, and in turn a single spike from cell B is capable of causing a spike in neuron C. The weights from A to
B and from B to C are static, that is, unaffected by activity.
The direct synapse from A to C has a small initial weight, but
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is modiﬁed according to the above STDP rule, such that a fully
potentiated synapse can evoke an action potential in C.
The simulation protocol involved stimulating input neuron
A 28 times at 7 Hz and recording membrane voltages of neurons B and C (Figs. 2b,c). The 7-Hz stimulation frequency was
chosen as a typical theta rhythm frequency in the hippocampus
and the EC. Initially, the direct input had little impact on the
membrane potential of cell C, which spiked only after it
received input from neuron B. Over repeated presentations, the
direct synapse was potentiated, and eventually became strong
enough to directly evoke an action potential in cell C. At this
stage, when the corresponding input from neuron B arrived the
cell was still partially hyperpolarized, as a result of which the
indirect input was no longer sufﬁcient to cause a postsynaptic
potential.
The timing of the spikes of cell C relative to those of cell A
indicates whether the postsynaptic action potential is caused by
the direct stimulation through the A-C synapse or the indirect
stimulation through the B-C synapse. If cell C ﬁres after the
input from cell B arrives, the stimulus can be considered
unknown, and thus requires the input from B to enable learning. If cell C ﬁres before cell B, the stimulus is known, and
any input via the indirect pathway can be ignored. Furthermore, when cell C ﬁres before cell B it does not also ﬁre after
cell B (due to hyperpolarization), demonstrating that the circuit
intrinsically selects between learning and recall for each individual input. The relative timing of ﬁring between cell A and cell
C inherently coordinates two functions: (1) it encodes the novelty of the association between cells A and C and (2) it controls
whether the A-C synapse is modiﬁed by the B-C input. These
results indicate that the dual-pathway architecture, when implemented with a spiking neural input and STDP, provides a conceptually simple, integrated mechanism to distinguish novel
from known input. However, to similarly signal when to learn
based on a network of inputs, this mechanism must be
expanded to detect novelty of not just a single cell input, but a
pattern of active cells. In the next section, we scale up the
three-cell network to model the EC-DG-CA3 circuit, demonstrating how spike timing can control when subsets of CA3
neurons learn new patterns, and when they recall known
patterns.

THE STSC MODEL
Like the hypothesized dual-pathway architecture of Treves
and Rolls (1992), anatomical data suggest that cells in CA3
receive external excitatory input from EC2 both directly via the
perforant path and indirectly through DG and its mossy ﬁber
system (Amaral, 1993). The projections from DG to CA3 are
sparse: each dentate granule cell forms synapses on 14 CA3
neurons (Claiborne et al., 1986). Dynamic facilitation in the
mossy synapses on CA3 cells allows a burst from even a single
dentate granule cell to evoke a postsynaptic action potential
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(Henze et al., 2002). The direct synapses from EC2 to CA3
number in the thousands per CA3 cell, but each individual
synapse has a much smaller effect on the postsynaptic potential
than the DG inputs. Plasticity characteristics also differ
between the two synaptic paths. Although LTP is evident in
the DG to CA3 synapses, they show little evidence of associative modiﬁcation (Chattarji et al., 1989), whereas associative
LTP is evident in perforant path inputs to both DG (Bliss and
Lømo, 1973) and to CA3 (Do et al., 2002). The CA3 cells are
also self-connected through the recurrent collateral pathway.
Like the perforant path, recurrent collateral synapses exhibit
associative LTP (Chattarji et al., 1989; Martinez et al., 2002),
and although numerous, are individually weak.
Pattern separation requires the prewired, sparse connections
in the DG-CA3 pathway to provide an index into the CA3
population. Activation in EC2 evokes a response in DG, which
in turn causes strong activation of a small number of CA3
cells. Hebbian-like direct synapses connecting active EC2 cells
to the most active neurons are potentiated, as are recurrent
links between active CA3 neurons. The EC2-CA3 connections
learn to associate EC2 stimuli with patterns in CA3, while the
recurrent CA3-CA3 connections learn to self-associate patterns
in CA3. The recurrent connections provide pattern completion
for partial or noisy stimuli from EC2. Fuhs and Touretzky
(2000) demonstrated in a computational model that a similar
effect can be achieved with competitive inhibition in CA3
instead of excitatory recurrence.
In the previously described models, the prewired DG-CA3
connections bias CA3 activity, both when learning new patterns
and when recalling familiar patterns. The activity of the CA3
population contains no information about the contribution of
the direct EC2-CA3 path relative to that of these prewired
DG-CA3 connections. Hasselmo et al. (2002) hypothesized
that theta half cycles might alternately facilitate learning and
recall in CA1. This idea has since been explored in more
detailed modeling scenarios in both CA3 (Kunec et al., 2005)
and in CA1 (Cutsuridis et al., in press).
The ABC-AC network of the previous section suggests an alternative solution to the problem of mediating between learning and recall in the hippocampal circuit. If the three regions
A, B, and C are considered analogous to EC2, DG, and CA3,
respectively, the two pathways (indirect EC2-DG-CA3 and
direct EC2-CA3) could act to simultaneously learn and cue
memories by virtue of their relative timing. If the direct pathway evokes a sufﬁcient response, the indirect response can be
safely ignored. If instead the direct pathway fails to evoke a
direct response, the indirect pathway can activate a novel set of
CA3 neurons, which can be associated with the input. The
dual pathway guarantees not only that a set of neurons will be
activated in CA3 but also that the relative timing of the
response determines whether the active set corresponds to a familiar pattern that is being reactivated or a novel memory that
needs to be learned. The network thus acts simultaneously as a
memory system and as a novelty detector.
In the following sections, we illustrate our STSC model of
the hippocampus that incorporates many of the known anaHippocampus
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FIGURE 3.
Network architecture showing main regions, cell
types, and the fan in-fan out connectivity (* indicates full connectivity). Open semicircles indicate plastic excitatory synapses, ﬁlled
semicircles indicate ﬁxed excitatory synapses and ﬁlled diamonds
indicate ﬁxed inhibitory synapses. The CA3 region is the primary
component of associative memory storage in the system. It receives
input from EC2 via two pathways: one is a direct excitatory path,
the other is indirect via DG. [Color ﬁgure can be viewed in the
online issue, which is available at www.interscience.wiley.com.]

tomical and functional details of the EC-DG-CA3 circuit to
investigate the role of spike timing in learning new patterns
and recalling known patterns. We address three key questions:


Does a larger network based on EC2-DG-CA3 anatomical
details show the same clear correlation between learning and
timing that was seen in the three-cell network?
 Can the network learn patterns that are both reliable and distinct? Reliability ensures that pattern completion is stable, and
distinctiveness provides a measure of the network’s discriminative power.
 Can the network be modulated to implement an appropriate
balance between pattern separation (ﬁnding distinct new patterns to learn) and pattern completion (recalling the learned
pattern from an incomplete or noisy input)?

Model Description
The architecture of our STSC model is similar to that of the
existing models in terms of the functional roles of each region
(Treves and Rolls, 1992; Fuhs and Touretzky, 2000; Kali and
Dayan, 2000) (Fig. 3). Regional cell numbers are proportional
to estimated numbers of cells in the adult rat brain (Amaral
et al., 1990), reduced by a factor of 1,000 (110 EC2, 1,200
DG, 250 CA3). Network input was provided via direct stimulation of the EC2 neurons. Each stimulus activated a speciﬁc
subset of the EC2 neurons (11/110) at a random time within a
5-ms window. Stimuli were presented at theta frequency (7.0
Hz). In addition to the activity generated by this stimulation,
the EC2 input neurons were activated probabilistically at each
time step (probability calculated for an average baseline activity
of 0.5 Hz).
Connectivity between the regions was assigned so as to
achieve sparse activation of the CA3 cell population via the
Hippocampus

DG-CA3 mossy ﬁber system. For modeling convenience, all
synapses on the indirect pathway (EC2-DG and DG-CA3)
were nonplastic. Each CA3 cell was connected to 10 DG cells,
randomly distributed but ensuring that each DG cell was connected to two or three CA3 cells. The DG-CA3 synapses had
static weights, set such that two synapses active in a 5-ls window provided sufﬁcient input to evoke a postsynaptic action
potential.
Excitatory connectivity for the indirect pathway was calculated to ensure that for greater than 99% of possible stimuli as described above, in the absence of noise, at least one
CA3 neuron would respond (calculated via the combinatorics of neural population numbers and average input activity). The corresponding minimum active DG cell numbers
per stimulus was calculated to achieve this CA3 response.
To ensure that this required minimum number of DG cells
responded, each dentate granule cell received weighted input
from 50%
 (55)
 of the EC2 cells, such that a minimum
of active synapses caused any particular DG
number nDG
req
cell to ﬁre (in this simulation, the minimum number of active
synapses was nine).
Each EC neuron was connected to all the CA3 neurons. Initially, the efﬁcacies of the direct EC2 synapses were sufﬁciently
low that none of the presented patterns in EC2 caused activity
in CA3. Perforant path inputs were subject to STDP, such that
if any one EC2 neuron consistently ﬁred before a particular
CA3 cell, then the synapse directly connecting them was potentiated. As the CA3 network is small, any particular novel stimulus may activate only a few CA3 cells. In this situation, all
active cells must be capable of learning the input. The 100%
connectivity for EC2-CA3 is necessary because of these scaling
issues.
Two different types of inhibitory neurons were included. Six
inhibitory cells in DG received excitatory input from all EC2
cells. Each of these cells was calibrated

 to ﬁre when greater
than a given number of inputs nDGi
were active within a 5req
ms window, where each cell required a different minimum
number of active inputs ranging from 11 to 16. The effect of
this graded inhibition was to restrict the activity of DG despite
the varying levels of EC activity in the presence of noise. An
inhibitory cell in CA3 received input from the local pyramidal
cells, and acted to suppress further CA3 network activity after
approximately
three action potentials in a 5-ms window


nCA3i
.
The
purpose
of the CA3 inhibitory cell was twofold.
req
First, it ensured that small variations in DG activity (variations
not normalized by inhibition in DG) did not cause large variation in the CA3 activation levels (which would then contribute
to synaptic plasticity). Second, it acted as a threshold. If sufﬁcient CA3 cells responded to a pattern directly, the CA3 inhibitory cell would signal the pattern as known. The CA3 inhibitory cell was designed to act as a regional equivalent to the hyperpolarization of cell C in the ABC-AC network: if it ﬁred
before the indirect pathway caused a response, then it attenuated any such response. The effect of this inhibition enabled
the circuit to again intrinsically select between learning and
recall for each individual input.
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DG and CA3 cells were modeled as spiking neurons with
parameters chosen to match the cell properties characterized in
a recent review by Spruston and McBain (2007), who describe
that a somatic current injection into CA3 pyramidal cells elicits
a bursting response, whereas a similar stimulus in a dentate
granule cell causes spike trains exhibiting spike frequency adaptation. For the current model, we implemented regular spiking
dynamics for the dentate granule cells, intrinsically bursting dynamics for CA3 pyramidal cells and fast-spiking dynamics for
all inhibitory cells (neuronal models were as described for the
three-neuron model, neuronal parameters were chosen according to the suggestions of Izhikevich (2003); see Supporting Information for parameter values).
As in the three-neuron model (ABC-AC), both static and plastic excitatory synapses were modeled with a single time constant
in the range of AMPA channel dynamics [Eq. (7)], and plastic
excitatory synapses were modiﬁed according to STDP Eq. (4). Inhibitory synapses were modeled according to Eq. (7) but with
time constants and reversal potentials in the range of GABAA (gAminobutyric acid) channel dynamics, and the CA3 inhibitory
feedback interneuron had an additional channel with a longer
effect akin to the time course of GABAB. This second time course
was intended to ensure that, like the C cell in the three-neuron
model, all CA3 neurons were hyperpolarized upon arrival of the
indirect input if a known pattern was presented.

Timing as a Signal of Learning
The timing between the stimulus and response provides a
clear marker of learning for a single neuron. To investigate the
relationship between learning and timing in a network structure, we trained the STSC system to respond to varied and
noisy stimuli. Each unique EC2 stimulus (as described previously) was presented 28 times sequentially at theta frequency
(7.0 Hz). Action potentials from the CA3 network were
recorded for 10 sets of 10 different stimuli. As the number of
learned stimuli increases, the potential for crosstalk between the
weights for these different stimuli increases, and ultimately
affects classiﬁcation performance. Our study was not intended
to evaluate network capacity, thus each of 10 networks learned
only 10 stimuli each. The difference between the time of each
CA3 spike and the mean time of the most recent input stimulus was recorded and grouped for each per-stimulus trial number, that is, for the ﬁrst instance of each stimulus, the second
instance of each stimulus and so on.
Qualitative results of the network being trained to the ﬁrst
three stimuli over 10 s demonstrate the typical behavior of the
network (see the raster plot of Fig. 4a). During the ﬁrst second,
no stimuli are presented, and without coordinated input activity, the DG and CA3 networks are silent. In subsequent seconds, the stimulus is applied to EC2. The DG response clearly
precedes the CA3 response at the ﬁrst presentation of each
stimulus (Fig. 4b), showing that DG input is initially required
to cause CA3 activity. By the ﬁnal presentation of the same
stimulus (Fig. 4c), the temporal order has reversed and the
response of the CA3 region precedes the DG response.
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The progressive change in spike timing during repeated presentation of a stimulus follows a characteristic pattern (Fig.
4d). Across the range of trials, the variance of the responses initially increases. Between trials 10 and 14 there is a median shift
showing the transition between post-DG and pre-DG response.
The variance of the response timing—increasing as the response
is ﬁrst learned then gradually decreasing—suggests a consolidation of neural responses. Noise causes variation in the activity
of the dentate granule cells, which initially causes corresponding variation in the instantaneous CA3 response. Over several
presentations, synapses between the most consistently responsive EC2 and CA3 neurons are strengthened enough to directly
effect a postsynaptic
When few CA3 neurons
 action potential.

CA3i
respond directly nCA3
<
n
,
the
variance
in response times
resp
req
is high. As more CA3 neurons respond directly and reliably to
the EC2 stimulation, the variance in response times falls.

Distinctiveness and Reliability of Learned
Responses
Although the preceding results show that learning reduces
the time of the CA3 response to EC2 stimulation, they do not
show whether the patterns that are learned are in fact distinct
and reliably reactivated: ideally, the network should demonstrate a capability to learn distinct responses for different input,
and furthermore activate these responses reliably when presented with sufﬁciently similar input.
To investigate the distinctiveness and reliability of the
learned responses, the network was trained with a set of three
distinct stimuli, each of which activated 10% of EC2 (i.e., 11
out of 110 EC2 neurons). During training, each stimulus was
presented 28 times. After training, synaptic plasticity was disabled. Distinct test input patterns were generated for each of
the trained patterns, such that none of the neurons active in
the trained pattern were also active in the test patterns. A set of
200 distinct test input patterns were chosen in this fashion for
each of the three stimuli. To vary the similarity of the input
pattern to the trained patterns, testing consisted of stimulating
the network with a combination of the trained pattern and the
current test pattern. Initially, the whole trained pattern was presented, giving 100% similarity to the trained EC2 stimulus.
On each subsequent trial, one neuron from the trained pattern
was removed from the active stimulus and replaced by a neuron from the current test pattern, reducing the similarity to the
trained input until all neurons corresponded to the test pattern
giving 0% similarity. This process was repeated for each of the
600 test patterns (three stimuli 3 200 test patterns each). All
input patterns were also subject to noise (as described previously), creating further variation in similarity of the input pattern with the trained pattern.
The separation of responses was determined by comparisons
between the sets of responsive cells in CA3 for different input
stimuli in EC2. The EC2 stimulus and the CA3 responses can
be represented as vectors, where each element in the vector corresponds to a neuron in the respective regions. Elements in the
vector were set to one if the associated neuron ﬁred between
Hippocampus
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FIGURE 4.
CA3 response timing distinguishes learned from novel
inputs: At the start of a presentation, the input is novel, and CA3 cells
are slow to activate, not responding until activated by the indirect link
through DG. After repeated presentations, CA3 cells start responding
faster, activated directly by the EC2 input and eventually respond
before the arrival of the indirect signal. (a) Operation of the network
over 9 seconds. During the ﬁrst second, noise was injected. Three distinct input patterns were chosen and stimulated 28 times sequentially
(7 Hz for 4 s) in the EC cells with 5 ms jitter in spike timing. (b, c)
Boxed areas from a, showing the ﬁrst and last presentation of the third

pattern. While the CA3 cells initially respond only to the indirect DG
pathway, after multiple presentations the CA3 cells respond directly to
the EC2 input prior to the DG response. The left-most vertical line
shows the mean time of the jittered input stimulus, the two right-most
vertical lines show the median of the CA3 and DG responses within
the theta cycle. (d) Over the course of 28 presentations, the median
response reduces from 39 ms to 19 ms, indicating that CA3 cells initially activated by the EC2-DG-CA3 pathway so as to respond to the
direct EC2 input. [Color ﬁgure can be viewed in the online issue,
which is available at www.interscience.wiley.com.]
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one stimulus and the next, and set to zero otherwise. The similarity between learned and test responses was determined by
correlating the respective response vectors (calculated as the
normalized dot product).
For each level of EC2 similarity, the similarity of the CA3
responses was averaged (Fig. 5). The response curve shows that
the EC2-DG-CA3 network is acting as a strong pattern separator, and only performs limited pattern completion. For input
patterns with less than 50% input similarity to the trained patterns, the CA3 response had a low similarity to the learned
response (<5%). However, once the input pattern was sufﬁciently similar to a training pattern the CA3 response matched
the learned response. The improvement of separation and completion when ﬁltering the results according to CA3 spike latency
shows that ignoring inputs after learned responses prevents the
highly separated input (which also ampliﬁes noise) from interfering with already known memories. Such improvement also shows
that the self-inhibition of CA3 is not fulﬁlling this role perfectly.
This result demonstrates a core property of a memory system: the CA3 region accurately reactivates its previous response
when a familiar pattern is presented, and activates a new and
distinct pattern in response to a novel input. However, in
many instances, a memory system must perform pattern completion with only partially complete input information. In the
following section, we show how the network can be tuned to
suit the situation by varying its similarity response curve
between pattern separation and pattern completion.

Modulating the Threshold
The STSC model thus far has required the test input to exceed
a certain degree of similarity to the learned input to complete the
learned output representation. In existing models, this similarity
threshold was ﬁxed and as low as 30% (Marr, 1971; Treves and
Rolls, 1992). To investigate the effect of varying the threshold
between completion and separation, we introduced a modulatory
input to the perforant path synapses. This input directly modiﬁes
the efﬁcacy of the synapse, such that Is is calculated as in Eq. (4)
but with the postsynaptic effect of a presynaptic spike also multiplied by the current modulatory value:
I_s ¼ Is =ss þ dðt  ts Þwl
ð9Þ
where ss is the decay time constant of the synapse, d is the Dirac
delta function, ts is the vector of presynaptic spike times, t is the
current time, and l is the current modulation value.
At baseline efﬁcacy (l 5 1.0), the synapses act as in the previous simulations [as Eqs. (4) and (9) are equal]. Increasing l
increases the postsynaptic potential evoked by presynaptic
spikes, thereby decreasing the total number of active synapses
required to evoke an action potential in CA3. Consequently
the speciﬁcity required to activate any particular neuron also
decreases. By varying l, we sought to test whether the network
could correctly complete test input patterns with lower similarity to learned input patterns.
The stimulation and recording procedure closely followed
that of the previous experiment. The network was trained with
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a set of three stimuli presented 28 times and tested with 200
distinct sets of input patterns and related variations for each of
the stimuli. The testing phase was executed ﬁve times, starting
at baseline modulation but increasing l on each repetition such
that one fewer fully potentiated synapse would be required to
cause a postsynaptic action potential. The speciﬁc values of l
were determined by ﬁnding the threshold of single neurons
with input similar to the EC2 input in the STSC model (for
the exact l values see Supporting Information). Using the normalized dot product to compare network responses, input/output overlap relations were generated for each test stimulus
against the network response to the appropriate trained stimulus. Results were grouped by modulatory input level.
The network response at baseline modulation was no different
from that in the previous tests of distinctiveness, that is, the network
was highly selective (Fig. 6). As the modulatory value was increased,
the level at which the output correlation exceeded the input correlation decreased, that is, the network completed more patterns.

DISCUSSION
Our goal in this research was to explore a mechanism to
determine when to learn and when to recall in the hippocampus. We have shown that spike timing can act as an indicator
of novelty to distinguish the two functions in the CA3 network
(exempliﬁed in the three-neuron model and demonstrated in
the STSC model) and that modulation of synapses can alter
the boundary between pattern separation (needed for learning)
and pattern completion (needed for recall) (STSC model). In
the following sections, we consider the signiﬁcance of these
timing and modulation results in the context of functional
memory architectures, and describe the predictions the model
makes regarding the biological systems on which it is based.

Novelty is Encoded by Spike Timing to
Distinguish Learning and Recall
Our STSC model shows that the elapsed time from the
stimulation of EC2 to a response in CA3 can act as an indicator of the novelty of the stimulation pattern. The system has
functionally different behaviors for familiar and novel stimuli:
EC2 patterns that are highly similar to a familiar pattern will
directly evoke patterns in CA3 that reﬂect the high input similarity; EC2 patterns that have low or moderate similarity are
insufﬁcient to evoke a direct response in CA3, and instead activate CA3 through the indirect EC2-DG-CA3 pathway. The
DG input to CA3 itself is active for both novel and familiar
patterns; however, a sufﬁciently familiar EC2 pattern activates
CA3 via the direct path before the corresponding DG input
arrives, separating learned and novel responses temporally and
allowing CA3 to suppress the DG input (in the STSC
model, this is through GABAB inhibition of CA3). Unlike previous models that modulate between learning and recall over
numerous pattern presentations with a multisecond timescale
Hippocampus
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FIGURE 5.
Learning and recall of patterns with and without
consideration of timing. The dotted line (y 5 x) indicates the
boundary between separation and completion: the farther below
the line, the greater the separation; the farther above the line, the
greater the completion. EC2 input vs. CA3 similarity comparison
in the simulated hippocampal network shows that for low EC2
similarity, CA3 similarity approaches zero; only for the highest levels of EC2 similarity does CA3 similarity signiﬁcantly rise above
zero. The cross markers show the CA3 response overlap which
includes all CA3 cell responses within a single theta cycle, with
CA3 response to the indirect input only attenuated by the action
of the inhibitory interneuron. Both separation and completion are
improved if the timing of the response is taken into account: the
plus markers show the average CA3 similarity responses which
were active earlier than the median DG response within each theta
cycle. Short latency responses provide reliable completion for
known inputs before indirect stimulation, such that subsequent
attenuation of the indirect input can prevent spurious separation
noise. [Color ﬁgure can be viewed in the online issue, which is
available at www.interscience.wiley.com.]

(Hasselmo et al., 1995; Kali and Dayan, 2000), each presentation of a pattern in the STSC model is learned or recalled
depending on its individual novelty, a process taking a fraction
of each theta cycle.
Once a pattern is known, the network reliably and directly
generates a response in CA3 before indirect activation via DG.
The transition from a novel to a known input is facilitated
through STDP at the CA3 synapses; if a CA3 neuron ﬁres shortly
after a presynaptic EC2 neuron, the synapse connecting them is
potentiated. At the tested rate of one presentation per 7-Hz theta
cycle, patterns are learnt by the network after 10–20 presentations of a stimulus (Fig. 4), corresponding to 1.5–3 s of real
time. This time frame (1–3 s) is critical for many psychological
phenomena including learning, memory, and attention.
The 7-Hz stimulation frequency ensures that there is no signiﬁcant learning due to the response of the CA3 cells to one
input and any subsequent stimulations of EC2 cells (due to the
STDP time window and the maximum relative time of CA3
responses to EC2 stimuli, as shown in the ABC-AC case in
Fig. 2b). As the STSC model does not incorporate the recurrent connections of CA3 and hence requires no particular minimum stimulation frequency to facilitate CA3 to CA3 synaptic
plasticity, lower stimulation frequencies would be unlikely to
modify the model’s behavior. Although we did not explore simulations with greater stimulation frequencies, rates beyond
12 Hz would cause signiﬁcant interference in CA3 responses
by subsequent inputs.
The STSC model does not incorporate plasticity in the synapses of the indirect path—neither the associative LTP from
EC2 to DG nor the nonassociative LTP from DG to CA3.

FIGURE 6.
Modulation of the EC2-CA3 synapses affects the balance between pattern separation and completion. At baseline modulation (l 5 1.0), separation dominates over completion, resulting in a
network that is highly selective. As the modulatory input is increased (l
5 1.09), the balance shifts from separation towards completion. At in-

termediate values (l 5 1.23, 1.38), the functions are approximately
equally balanced, with areas equal above and below the separation–completion boundary. At the highest level of modulation (l 5 1.84), the
network is strongly biased toward recall. [Color ﬁgure can be viewed in
the online issue, which is available at www.interscience.wiley.com.]
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Although the former in particular may result in a latency
reduction along the indirect route, similar to the operation of
STDP on the direct route, the delay introduced by the extra
cell (the DG cell) in the indirect path makes it unlikely that a
known input will reach a CA3 cell via the indirect path before
the direct input causes a CA3 response. Importantly, the prerequisite for the correct isolation of novel and known responses
is the relative timing of the ﬁrst responses of CA3 cells and the
synaptic input from DG; so long as the ﬁrst CA3 responses
precede the DG input, the CA3 cells have some capability to
‘‘ignore" the DG input. In the simple ABC-AC network, once
cell C learns the input from A, hyperpolarization of the cell after the direct response ensures that the input from B is ignored,
resulting in a response only to the learned pathway—recall. In
the STSC model, a response is known if a small subset of CA3
neurons respond directly and cause an inhibitory feedback neuron to attenuate further incoming signals for a short time, also
resulting in recall by using only the learned pathway. Although
the dynamics of the fast acting global inhibition do achieve this
suppression in the current model, it seems likely that attenuation of the indirect pathway would occur at the mossy ﬁber
synapses rather than solely via GABAB inhibition of the CA3
cells (as modeled here), so as to allow other inputs to CA3 to
drive the network’s behavior (e.g., the CA3 recurrent connections) until the following EC2 input.
On the basis of the timing produced by the STSC model,
we would predict that in vivo recordings from DG and CA3 in
response to stimulation of EC2 would show a population of
spikes in CA3 preceding DG activity (representing recall of
cues) and a population of spikes in CA3 following DG activity
(representing cues yet to be learnt). A study by Yeckel and
Berger (1990) recorded the responses of DG, CA3, and CA1
to the stimulation of axons of EC in an anesthetized rabbit.
Responses in CA3 were shown to occur at times both before
and after responses in DG, with the majority of responses in
CA3 occurring with low latency before a response in DG.
Yeckel and Berger commented that the responses in CA3 with
longer latency than the latency in DG ‘‘did not follow more
than the ﬁrst few trains of continuous stimulation’’ of the perforant path, although this effect was not quantiﬁed in the paper. The results and the observation are consistent with predictions made by our model, although the exact latencies to the
two CA3 responses differ. Based on the assumption that artiﬁcial stimulation of EC is an unfamiliar pattern for the system,
the STSC model predicts that the initial stimulation will produce a long latency CA3 response through DG. After a few
trains of stimulation, the learned connections from EC2 would
result in a lower latency response in CA3. As the magnitude of
the earlier direct response increases, the magnitude of the later
indirect response should decrease—an effect seen clearly in the
STSC model (Fig. 4d).
Our method of combining learning and recall is also consistent with recent data demonstrating that the phase in theta of
pyramidal activity in CA1 increases with environmental novelty
(Lever et al., 2010). Lever et al. interpret their data as support
for the hypothesis that half phases of theta are alternately used
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for encoding and retrieval. However, the data is equally consistent with an interpretation that the initial longer latency
responses correspond to the untrained stimuli through the trisynaptic pathway (EC2-DG-CA3-CA1), and the shorter latencies
result from the learned stimuli through the monosynaptic pathway (EC3-CA1). The 338 theta phase shift observed by Lever
et al. would correspond to approximately half a gamma cycle,
which could be due to the different delays in the pathways.
Assuming a theta rhythm of 6 Hz, the Lever et al. data is
consistent with that of Yeckel and Berger (1990). In contrast to
the theta phase account of separation and completion given by
Hasselmo et al. (2002), our STSC model makes a strong prediction about how learning would affect the phase shift in CA
regions relative to EC: namely the STSC model predicts that,
relative to the phase shift between the EC inputs, the magnitude of the phase shift due to learning would be lower in CA3
than in CA1.

Modulating Uncertainty: Roles for Acetylcholine
and Dopamine
Our DG model acts as a delayed pathway for the purpose of
novelty detection, but it also performs an orthogonalization role
similar to previous models (Treves and Rolls, 1992). Differences
between EC2 stimulation patterns are enhanced by the indirect
pathway. Small differences between EC2 stimuli lead to larger differences between baseline CA3 responses before learning. As a
consequence, the CA3 patterns that are evoked by the indirect
pathway are inherently distinct (as shown in Fig. 5).
Because small differences in the EC2 layer are further separated in DG, input noise is also ampliﬁed. Computational
models to date have worked around this issue via different
means, for example, by using explicit learning and recall modes
(Kali and Dayan, 2000), by designating separate subphases of
the theta rhythm for learning and recall (Hasselmo et al.,
2002), or by permitting remapping of known inputs in partially known environments (Hasselmo et al., 1995). Our STSC
model selectively suppresses the effect of highly separated input
from DG for known EC2 patterns on a pattern-by-pattern basis, intrinsically ensuring that any patterns that are sufﬁciently
well known will not be relearned. This intrinsic novelty detection operates without regard to the level of input pattern to
learned pattern correlation, or to the corresponding correlation
of evoked responses in DG, thus modifying the correlation
level required to elicit a learned response will not negate the
separation–suppression effect of the novelty detection process.
We illustrated a mechanism for tuning the rate of perceived
novelty of a pattern, and hence the ratio of learning over recall
by modulating the synaptic strength between EC2 and CA3.
The results show that increased synaptic efﬁcacy in CA3 will
cause CA3 cells to ﬁre more frequently before DG input
reaches the region, increasing the rate of pattern completion,
which in turn will prevent the encoding of a new pattern (Fig.
6). An equivalent modulatory effect is visible even at a single
CA3 synapse, where modulation affects the weight at which
that synapse will become strong enough to evoke a postsynaptic
Hippocampus
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FIGURE 7.
Modulation in the response latency of a single
neuron. For low EC2-CA3 weights the delay is high. Initially the
modulation has little effect; at a synaptic weight of 5.0 3 10210
the CA3 response time is at its ceiling (35 ms), a value determined by latency of the indirect path. For weights between 1.0
3 1029 and 2.1 3 1029, the CA3 response time depends strongly
on the modulation level of the synapses, which determines the
EC2-CA3 weight at which the CA3 cell responds to the direct
stimulation before the indirect stimulation arrives. For weights
beyond 2.1 3 1029, the modulatory value has little functional
difference as the direct path evokes responses irrespective of modulation level, and the response latency decreases monotonically with
the weight, ensuring that so long as l is equal across all cells, the
cells latencies are ordered according to their strength (and hence
how close the input is to that cell’s learned input). [Color ﬁgure
can be viewed in the online issue, which is available at
www.interscience.wiley.com.]

spike (Fig. 7). As modulation is increased over baseline (l >
1), the mean EC2-CA3 synaptic weight required for a CA3
cell to respond to the EC2 input decreases. Completion occurs
when a CA3 cell responds with a lower latency than the
response of DG. Thus, the greater the modulation value, the
lower the required similarity between the current input and the
learned pattern. However, as the strongest learned weights still
respond most quickly (dDt/dw is always negative), and the
CA3 response is attenuated once a certain number of CA3 cells
respond, then irrespective of the level of modulation, only the
memory that best matches the input will be activated.
ACh has previously been proposed as a modulator of the novelty
detection threshold—the threshold at which an input is similar
enough to a previously learned input to be considered known (Hasselmo and Schnell, 1994; Hasselmo and Wyble, 1997). In support
of this theory, Rogers and Kesner (2003) have shown that an infusion of scopolamine (a cholinergic antagonist) in CA3 prevents
encoding of new patterns but does not impair retrieval during a rat
navigation task. Evidence suggests that associational/commissural
(A/C) connections in the stratum oriens of CA3 are attenuated in
the presence of ACh (Vogt and Regehr, 2001), potentially ensuring
that the pattern separation mechanism through the indirect EC2DG-CA3 path is free from interference during encoding (Hasselmo
et al., 1995). Furthermore, in high-ACh environments, LTP is elevated in the stratum oriens of CA1 (Huerta and Lisman, 1995;
Ovsepian et al., 2004; Shinoe et al., 2005), although there appear
to be no experiments to date testing for a similar effect in CA3.
Hippocampus

Dopamine is similarly implicated in hippocampal function,
leading to a proposal that it may likewise modulate the novelty
detection threshold in the region (Lisman and Otmakhova,
2001). Like ACh in the stratum oriens, elevated concentrations
of dopamine appear to selectively attenuate the effect of perforant
path inputs in the stratum lacunosum-moleculare (LM) of CA1
(Otmakhova and Lisman, 1999). Dopaminergic neurons, including those in the region afferent to the hippocampus, are highly
active for unpredicted reward (Schultz, 2002) and LTP is elevated
at perforant path synapses to CA1 pyramidal cells with dopamine
receptor activation (Otmakhova and Lisman, 1996). Although
dopamine is generally implicated in reward learning, evidence
suggests it is also involved in the attentional or motivational scenarios required of a signal for novelty detection (Lisman and
Otmakhova, 2001). It thus appears that ACh and dopamine
selectively attenuate and up-modulate learning in internal and
external inputs, respectively.
We agree here with Hasselmo et al. (1995) that ACh release
in CA3 may not directly signal learning, but rather that neuromodulation of CA3 via both ACh and dopamine may encode
uncertainty by affecting the probability that any afferent stimulation will be perceived as novel and hence will be learned.
Increased neuromodulatory release would imply greater uncertainty: decreasing the strength of the direct EC2-CA3 ‘‘recall"
path, thereby increasing the similarity threshold required to
reactivate previously learned representations and resulting in
more patterns being classed as novel and therefore being
learned. Decreased modulatory release would imply less uncertainty and have the inverse effect, resulting in fewer novel experiences and less learning.
A prediction from the STSC model is that neuromodulation of
CA3 under novelty should, in addition to its effect on the A/C
ﬁbers, also have some effect on the perforant path inputs to CA3.
Presynaptic stimulation of the perforant path should have a postsynaptic somatic effect that varies with the concentration of some
neuromodulator. Given the evidence of dopaminergic attenuation
of perforant path synapses in CA1, we suggest dopamine as the
most likely candidate for this modulation in CA3. In our model,
the efﬁcacy of perforant path synapses increased with the modulatory parameter l. We would then expect l to vary inversely with
dopamine concentration, such that as the concentration of dopamine rose, the efﬁcacy of the perforant path would fall, and potentially the rate of STDP would rise [an effect omitted in the present
work but one that could operate as described by Izhikevich
(2007)]. Modulation could alternatively be achieved by direct cholinergic effect or by indirect means similar to the GABAergic innervation suggested by Vogt and Regehr (2001) at mossy ﬁber synapses. For example, the stratum oriens-LM (O-LM) interneurons are
enhanced by activation of M1 and M3 muscarinic ACh receptors
(Lawrence et al., 2006) and their axons terminate among the CA3
dendrites receiving perforant path stimulation (Gulyas et al., 1993).

Future Directions
Pattern separation and completion together provide a functional memory for individual input patterns. The resemblance of
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the recurrent collateral network in CA3 to classic associative networks in artiﬁcial neural network literature has led many to propose that the CA3 network functions as an autoassociative attractor network that enables the completion of patterns (Treves and
Rolls, 1992; Kali and Dayan, 2000). The characteristic recurrent
collaterals of the CA3 network have been omitted in the current
model; we have demonstrated that a heteroassociative form of
separation and completion is possible in a network without recurrence. For example, our results show that with modulation
level l 5 1.84, an input pattern with 40% similarity to a previously learned input pattern leads to 80% similarity in the corresponding CA3 responses (Fig. 6). In part, this replicates existing
studies (O’Reilly and McClelland, 1994; Fuhs and Touretzky,
2000); however, we have added a key capability: spurious separation noise, corrected in many recurrent autoassociative networks
by their attractor dynamics, can be suppressed by a short latency
response when the input is known.
One question left unanswered in this work is that of the network’s capacity. To avoid pattern crosstalk during the experiments, a maximum of 10 patterns were learned by the network
at any time. Capacity in autoassociative networks has been well
characterized (Abu-Mostafa and St. Jacques, 1985). Interestingly, modeling results suggest that adding biological detail to
heteroassociative networks, and in particular considering spike
timing, increases network capacity (Lytton, 1998). We are currently investigating this topic further.
In addition to pattern completion and separation, the hippocampus has been implicated in episodic memory (Tulving and
Markowitsch, 1998). An alternative hypothesis of the role of the
CA3 recurrent collaterals is that they encode temporal relations
between memories, forming a cognitive graph (Muller et al.,
1996; Lisman and Otmakhova, 2001). Sensory snapshots or even
cortical replay of hippocampal inputs could thus evoke temporally distant but linked patterns, and similarities could be
extracted based not only on sensory input but also on temporal
links. Although our STSC model uses two gamma cycles to learn
or recall memories, the data provided by Yeckel and Berger
(1990) shows that more realistic timing may in fact be a single
gamma cycle. If there are 7–10 gamma cycles per theta cycle
(Bragin et al., 1995), the remaining gamma cycles could be used
(after learning) for traversal of temporally linked patterns via the
recurrent network. In this manner, we envisage the CA3 network
facilitating learning and retrieval of patterns unbiased by sensory
similarity and interconnected solely by temporal proximity.
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