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Development/Plasticity/Repair

Visual Stimulus Speed Does Not Influence the Rapid
Emergence of Direction Selectivity in Ferret Visual Cortex

Neil J. Ritter,' ®“Nora M. Anderson,' and “Stephen D. Van Hooser' >
'Department of Biology, 2Volen Center for Complex Systems, and 3Sloan-Swartz Center for Theoretical Neurobiology, Brandeis University, Waltham,
Massachusetts 02454

Sensory experience is necessary for the development of some receptive field properties of neurons in primary sensory cortical areas.
However, it remains unclear whether the parameters of an individual animal’s experience play an instructive role and influence the tuning
parameters of cortical sensory neurons as selectivity emerges, or rather whether experience merely permits the completion of processes
that are fully seeded at the onset of experience. Here we have examined whether the speed of visual stimuli that are presented to visually
naive ferrets can influence the parameters of speed tuning and direction selectivity in cortical neurons. Visual experience is necessary for
the development of direction selectivity in carnivores. If, during development, cortical neurons had the flexibility to choose from among
different inputs with a range of spatial positions and temporal delays, then correlation-based plasticity mechanisms could instruct the
precise spatiotemporal selectivity that underlies speed tuning and direction selectivity, and the parameters of an individual animal’s
experience would influence the tuning that emerges. Alternatively, the tuning parameters of these neurons may already be established at
the onset of visual experience, and experience may merely permit the expression of this tuning. We found that providing different groups
of animals with either slow (12.5 deg/s) or fast (50 deg/s) visual stimuli resulted in emergence of direction selectivity, but that speed tuning
and direction selectivity were similar in the two groups. These results are more consistent with a permissive role for experience in the
development of direction selectivity.
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The proper development of brain circuits and neural response properties depends on both nature (factors independent of expe-
rience) and nurture (factors dependent on experience). In this study, we examined whether the quality of visual experience of an
individual animal influences the development of basic sensory detectors in primary visual cortex. We found that, although visual
experience is required for the development of direction selectivity, tuning for stimulus speed could not be altered by specific
experience with slow or fast stimuli. These results suggest that the tuning parameters for direction selectivity are specified
independently of an animal’s sensory experience, and that a range of experiences can promote the proper mature expression of
direction selectivity in primary visual cortex. /

ignificance Statement

tial wiring is governed by internal processes, independent of sen-
sory experience, that sketch out characteristic feature selectivity,

Introduction
Receptive field properties of neurons early in the visual pathway

undergo substantial changes as the neural circuits responsible for
perception and behavior assemble and mature. Much of the ini-
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such as retinotopic organization, ocular dominance, and orien-
tation selectivity (Chapman et al., 1996; Horton and Hocking,
1996; McLaughlin and O’Leary, 2005; Huberman et al., 2008).
Some of these features are present at the onset of visual experi-
ence (Frégnac and Imbert, 1978; Chapman and Stryker, 1993),
but other features, such as direction selectivity, require visual
experience for their formation (Li et al., 2006). It remains unclear
what role experience plays in the formation and maturation of
neural circuits.

The development of direction selectivity in neurons in pri-
mary visual cortex (V1), the ability to respond differently to two
directions of motion, has been established as a model system for
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exploring how experience influences the development of neural
circuits. Kittens (Zhou et al., 1995) and ferrets (Li et al., 2006)
deprived of visual experience for the first few months of life do
not develop direction selectivity in V1. Neurons in V1 of kittens
reared under 8 Hz stroboscopic illumination also do not develop
direction selectivity (Cynader and Chernenko, 1976). The deficit
is permanent despite subsequent exposure to normal visual ex-
perience (Humphrey and Saul, 1998; Li et al., 2006) and is re-
flected in behavioral deficits in direction discrimination in cats
(Pasternak et al., 1985; Pasternak and Leinen, 1986) and in hu-
mans (Ellemberg et al., 2002). Further, the artificial introduction
of moving stimuli to anesthetized visually naive ferrets is suffi-
cient to cause the rapid emergence of direction selectivity within
3-6 h (Lietal., 2008; Van Hooser et al., 2012).

Although experience is required for the development of direc-
tion selectivity, it remains unclear whether experience has an
instructive influence on the tuning properties that emerge, or
rather, whether experience merely permits the completion of
processes that are fully seeded at the onset of experience. Direc-
tion selectivity requires that neurons respond to visual stimula-
tion at different spatial positions with different temporal delays
(Barlow and Levick, 1965; Adelson and Bergen, 1985), but it is
unclear whether the quality of an animal’s early experience can
influence the set of spatial positions and temporal delays that
provide inputs to cortical neurons.

To address this question, we examined whether experience
that was limited to particular speeds could influence the speed
and direction tuning of developing visual cortical neurons in
naive ferret visual cortex around the age of eye opening (~p32)
when direction selectivity begins to develop. Ferrets have a visual
system similar to that of the cat and other carnivores (Law et al.,
1988) but are born at a comparatively early developmental stage,
making the ferret a physiologically robust preparation for long
recording sessions. In addition, direction selectivity can be rap-
idly induced in the laboratory with 3—6 h of stimulation with
sinusoidal gratings (Li et al., 2008; Van Hooser et al., 2012) or via
direct optogenetic cortical stimulation (Roy et al., 2016), which
allows the influence of experience to be explored parametrically.

Here, we measured speed tuning and direction selectivity be-
fore and after several rounds of artificial visual stimulation. One
set of animals received stimulation with sinusoidal gratings that
moved at 12.5 deg/s; a second group of animals received stimu-
lation with sinusoidal gratings that moved at 50 deg/s; and a third
group of control animals received stimulation with a gray screen.
Both sets of animals that received grating stimulation exhibited
increases in direction selectivity and, further, exhibited similar
speed tuning (peak tuning: 25 deg/s) preferences regardless of the
speed of their experienced visual stimulation. This evidence is
consistent with the idea that the mixture of spatial positions and
temporal delays that underlie direction selectivity are already es-
tablished independent of experience, and that experience has a
permissive influence on the development of direction selectivity.

Materials and Methods

General design. All experimental procedures were approved by the Bran-
deis University Animal Care and Use Committee and performed in com-
pliance with National Institutes of Health guidelines. Ferrets (Mustela
putorius furo; n = 15 females, age postnatal day [P] 31-34) were used in
terminal electrophysiological experiments designed to influence visual
direction selectivity. Female animals were used exclusively because ani-
mals were cohoused with sexually mature females, and cohousing with
males causes stress. Ferrets were split into two primary study groups.
Experimental animals (n = 12) underwent 9 h of visual training with
drifting gratings moving at different speeds. Control animals (n = 3)
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underwent the same procedure as experimental animals but were ex-
posed to a static gray screen for 9 h instead of drifting gratings.

Surgical procedures. Ferrets were sedated with ketamine (20 mg/kg i.m.).
Atropine (0.16- 0.8 mg/kg i.m.) and dexamethasone (0.5 mg/kgi.m.) were
administered to reduce bronchial and salivary secretion and to reduce
inflammation, respectively. The animal was anesthetized with a mixture
of isoflurane, oxygen, and nitrous oxide through a mask while a trache-
ostomy was performed. Animals were ventilated with 1.5%-3% isoflu-
rane in a 2:1 mixture of nitrous oxide and oxygen. A cannula was inserted
into the intraperitoneal cavity for delivery of neuromuscular blockers
and Ringer’s solution (3 ml+-kg ~' +h '), and the animal was inserted in
a custom stereotaxic frame that did not obstruct vision. All wound mar-
gins were infused with bupivacaine. Silicone oil was placed on the eyes to
prevent corneal damage. A craniotomy (4 X 4 mm) was made in the right
hemisphere, and the dura was removed with a 31 gauge needle. Next,
ferrets were paralyzed with the neuromuscular blocker gallamine trie-
thiodide (10-30 mg-kg ~' +h ') through the intraperitoneal cannula to
suppress spontaneous eye movements, and the nitrous oxide-oxygen
mixture was adjusted to 1:1. The animal’s ECG was continuously moni-
tored to ensure adequate anesthesia, and the percentage of isoflurane was
increased if the ECG indicated any distress. Body temperature was main-
tained at 37°C.

Electrophysiology. The 32 channel silicon probes (NeuroNexus,
AlxP32-poly2-10 mm-50-177) were used to record from all layers of
ferret primary visual cortex. The probe was positioned approximately
perpendicularly to the surface of the brain and lowered until all pads were
inserted (900-1100 um), and 3%-—4% agarose was applied to prevent
brain pulsation. Mineral oil was applied to the agarose at regular intervals
to prevent agarose from drying. Recordings were done at the start of the
experiment and after every 3 h of training up to 9 h. Signals were collected
in two ways:

For most of the experiments (n = 11), signals were amplified with a
preamplifier/amplifier system by Multichannel Systems. Data from all 32
channels were acquired with custom software in LabVIEW and a Na-
tional Instruments 6071e data acquisition board. The remaining experi-
ments (n = 4) signals were acquired with a headstage (RHD2132) by
Intan Technologies.

For both data collection methods, individual spike waveforms were
extracted using 5 SDs as a threshold. All spikes on a given channel were
grouped together as multiunit clusters because signals that could be
reliably attributed to single units were rarely encountered with these
electrodes.

Visual stimulation and data analysis. Visual stimuli were created in
MATLAB (The MathWorks) with the Psychophysics Toolbox (Brainard,
1997; Pelli, 1997) on a Macintosh Pro running OSX and displayed on a
Sony monitor (GDM-520) positioned 45 cm in front of the ferret. Stimuli
were full-field, high-contrast sine wave gratings with direction of motion
(0°, 30° 60°, 90°, 120°, 150°, 180°, 210°, 240°, 270°, 300°, 330°) perpen-
dicular to grating orientation. Spatial frequency of grating stimulus was
always 0.08 and temporal frequency varied.

For each site on the electrode, we examined mean response to drifting
grating stimulation (FO0). Sites were only included in analysis if they
passed the following three exclusion criteria: (1) exhibited significant
variation across all stimuli by an ANOVA test; (2) had at least a 1 Hz
response to 25 deg/s grating stimulation; and (3) had a preferred orien-
tation within 30° of the optimal orientation (see below). All recordings in
each experiment had at least 5 sites pass these exclusion criteria.

The fit-less vector measures circular variance (CV) and directional circu-
lar variance (DCV) were calculated as described previously (Ringach et al.,
2002; Mazurek et al.,, 2014) when responses to a full range of directions
sampled in 30° increments were available (see Fig. 2B, Stimulus 1).

Responses across a range of speeds were collected only for motion in
the two directions perpendicular to a single optimal orientation (see Fig.
2B, Stimulus 2). The optimal orientation was chosen at the start of each
experiment based on the responses to an initial assessment of orientation
selectivity at 25 deg/s. Ferret primary visual cortex contains a columnar
map of orientation preference (Chapman et al., 1996), and we were able
to record from many neurons with similar orientation selectivity simul-
taneously by inserting the linear electrode array perpendicular to the
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surface of the brain. Previous work has shown that orientation selectivity
is invariant to speed in ferret V1 (Moore et al., 2005). A direction selec-
tivity index (DSI) was defined to be (R, — R,)/R,, where R, is the re-
sponse in the preferred direction and R, is the response in the direction
that is 180° opposite the preferred direction. Because preferred direction
can change with speed (Basole et al., 2003; Moore et al., 2005), preferred
direction was defined here as the direction that had the greatest summed
response to 12.5, 25, and 50 deg/s grating stimulation.

Illustrative modeling for Figure 1. An example simple feedforward cir-
cuit model was built to illustrate possible schemes for the development of
direction selectivity across a range of speeds in Figure 1. Velocity tuning
curves were computed for a single cortical cell receiving inputs from a
pool of 65 LGN cells representing 13 different positions in space sepa-
rated by 1° and 5 different latencies: 0, 20, 40, 60, and 80 ms. To achieve
realistic speed tuning in V1 neurons, LGN input was modulated by a
factor of 2 using a Gaussian function that peaked at 25 deg/s. LGN inputs
with different spatial positions and response latencies were selected de-
liberately to generate example speed tuning curves (see Fig. 1 F, H). Com-
puter simulations were performed with MATLAB.

Bootstrap analysis. A change index was calculated for orientation and
direction selectivity, tuning width, and firing rate using bootstrapping.
All individual site index values for each animal at each time point were
sampled with replacement, and bootstrapped animal average or median
index values for each time point were generated. These values were fit
with a linear model to find a rate of change in index value as follows:

IND(tc, t, an) = o, + m X t

Where fc is the type of visual training the animal received (12.5 deg/s,
50 deg/s, or control gray screen), t is time (in hours) that the animal has
been trained, an is animal number, «,,, is the bootstrapped initial index
value for a particular animal, and m is the bootstrapped rate of change in
index for the training condition. This equation allowed us to determine
the average influence of each stimulus condition over time while allowing
a parameter that described repeated measures of an individual (a,, ). By
pooling across time, this measure gives us more statistical power than a
repeated-measures ANOVA.

Results

Development of direction selectivity in primary visual cortex
In juvenile ferrets around the age of eye opening (~p30), V1 neu-
rons are selective for the orientation of edges but not their direction
of motion (Li et al., 2006). Direction selectivity develops naturally
over subsequent weeks through a process that requires visual expe-
rience (Li et al., 2006, 2008), but the biological mechanism of di-
rection selectivity and how it develops are unknown.

A direction-selective cell must respond to stimuli at different
spatial positions with different temporal delays (Reichardt, 1961;
Adelson and Bergen, 1985), but it is unclear whether experience
influences the positions and delays that are sampled in mature
neurons. The requirement for visual experience raises the possi-
bility that visual stimuli might play an instructive role in the
development of direction selectivity (Li et al., 2008). That is, ex-
perience might dictate the spatial positions and delays that pro-
vide input to a cortical neuron. An illustration of such a model,
where neurons that respond to different positions in space and
different latencies are imagined to arise within the LGN, is shown
in Figure 1A (Possible Juvenile State I). Moving visual stimuli will
activate the LGN neurons in particular patterns that, through a
learning rule, results in a pattern of connections that is direction-
selective (Fig. 1C, Adult State).

Alternatively, the potential spatial and temporal inputs to cortex
may be fixed at the onset of experience (Fig. 1A, Possible Juvenile
State IT) and direction selectivity may be acquired through changes,
such as an increase in synaptic strength of fixed connections (Fig.
1G,H) or a general increase in cortical inhibition (Garkun and Maf-
fei, 2014; Van Hooser et al., 2014). In these cases, visual experience
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would be permissive rather than instructive. It is difficult to distin-
guish between these possibilities by the activity of V1 neurons, as
juvenile connection schemes I and II posit similar V1 neuron
responses to moving visual stimuli (Fig. 1 B, D).

A prediction of the instructive model is that the parameters of
visual stimuli will influence the resulting mature state. If the ma-
ture state is the same regardless of the experienced visual stimuli,
then one would conclude that V1 is not using visual experience to
instruct the construction of direction selection circuits. For ex-
ample, in the instructive model, if a juvenile ferret were to expe-
rience only visual stimuli moving at either slow or fast speeds, the
V1 neuron would develop direction selectivity at the slow or fast
speeds, respectively (Fig. 1E). Alternatively, in a permissive
model, training with slow or fast speeds will lead to development
of direction selectivity with a common predetermined set of speed
preferences (Fig. 1G). Responses of a V1 neuron to a bar moving
up and down at different speeds before and after experience for
these two possibilities are shown in Figure 1F, H.

To test the hypothesis that the speed of visual stimulation
influences the development of direction selectivity, we took ad-
vantage of the fact that direction selectivity can be acquired rap-
idly in a laboratory setting by providing several hours of visual
stimulation with a motion stimulus (Li et al., 2008; Van Hooser et
al., 2012). In previous experiments, exposure to a stimulus mov-
ing back and forth at 50 deg/s for 3—6 h caused the rapid increase
of direction selectivity in naive, anesthetized ferrets that had re-
cently opened their eyes.

We first sought to examine the influence of different training
speeds on the development of orientation and direction-selective
tuning properties at 25 deg/s. We wanted to establish that (1) mul-
tiunit recording methods used here would recapitulate results of the
previous 2-photon experiments, and (2) to examine whether expe-
rience of different speeds altered tuning curve shapes.

We first examined how the response of V1 neurons to drifting
gratings of different orientations moving at 25 deg/s (Fig. 2B; Test
Stimulus 1) change throughout 9 h of training with drifting grat-
ings moving at 50 deg/s, 12.5 deg/s, or to a static gray screen
control (Fig. 2B; Training Stimuli «, 3, or vy).

DSI develops at 25 deg/s with 12.5 and 50 deg/s training
Direction tuning curves were measured at 25 deg/s (Fig. 2B; Test
Stimulus 1) before training (0 Hours) and then again after 3, 6,
and 9 h of training for each of the three training conditions (Fig.
3). Responses were normalized and rotated such that the maxi-
mum response of a site had a value of 1 in the upward direction.
These curves were used to calculate measures of orientation and
direction selectivity.

Direction selectivity was quantified using 1 — Directional Cir-
cular Variance (1 — DCV). 1 — DCV values were initially similar
across the three training conditions (Fig. 4A; Kruskal-Wallis test,
H(2) = 0.58, p = 0.748) with a mean value of 0.105 * 0.017.
Training with both 12.5 and 50 deg/s drifting gratings had a sig-
nificantly greater rate of increase in animal average 1 — DCV at 25
deg/s compared with control (Fig. 4A; bootstrap test; see Materi-
als and Methods). Individual site values of 1 — DCV for each
condition throughout training are shown in Figure 4B—D. There
was a significant increase in median 1 — DCV with 12.5 deg/s
training (Fig. 4B; Kruskal-Wallis test, H(2) = 33.97, p < 0.001)
and 50 deg/s training (Fig. 4C; Kruskal-Wallis test, H(2) = 33.00,
p < 0.001), but not in control (Fig. 4D; Kruskal-Wallis test,
H(2) = 1.6, p = 0.206).

Orientation selectivity was quantified with 1 — Circular Vari-
ance (1 — CV).The 1 — CV values were initially similar across all
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Figure 1. Hypotheses outline: models of the development of direction selectivity in primary visual cortex. 4, Two possible juvenile connection schemes between a group of LGN neurons that
respond to combinations of 5 adjacent positions in space at 5 different latencies and a single V1 neuron. The single V1 neuron is illustrated only in the figure key above A. LGN neuron color key: red
(strong) represents V/1 connection exists and produces a strong response in the V1 neuron; gray (weak) represents \/1 connection exists but only produces a weak response in the V1 neuron; white
(not possible) represents V1 connection does not exist and cannot produce aresponse in the V1 neuron. B, Firing times of LGN neurons from A to a bar moving up and a bar moving down. LGN neurons
with a strong connection to the V1 neuron cause a deflection in the V1 neuron’s membrane potential that will lead to a spike if a threshold is crossed. €, Adult pattern of connections between LGN
neurons and a single V1 neuron. D, Firing times of LGN neurons from Cto a bar moving up and a bar moving down. The threshold for firing in the V1 neuron has increased from the juvenile state in
B, and activity from multiple LGN neurons with strong connections is required for the V1 neuron to fire. The pattern of connections from LGN shown here results in the V1 neuron being selective for
abarmoving down. E, F, If visual experience plays an instructive role in the development of direction selectivity, (E) we would expect training of Possible Juvenile State 1 with visual stimuli moving
at fast and slow speeds to result in different patterns of connections between LGN and V1. F, Model responses of a V1 neuron to a bar moving up and a bar moving down for Juvenile State 1 before
and after training with fast and slow speed visual stimuli. Before training, the cortical response largely reflects speed tuning of LGN cells. After training, the speed tuning is dominated by the pattern
of connections. G, H, If visual experience plays a permissive role in the development of direction selectivity, (G) we would expect training of Possible Juvenile State 2 with visual stimuli moving at fast
or slow speeds to result in identical patterns of connections between LGN and V1. H, Model responses to a bar moving up and a bar moving down for Juvenile State 2 before and after training with
fast or slow speed visual stimuli. Speed tuning of the V1 neuron is dictated by constraints in the pattern of connections.
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three training conditions (Fig. 4E; Kruskal-Wallis test, H(2) =
2.48, p = 0.290) with a mean value of 0.383 * 0.036. No differ-
ence in rate of increase in animal average 1 — CV was found
between training conditions and control (Fig. 4E; bootstrap test;
see Materials and Methods). Individual site values of 1 — CV for
each condition throughout training are shown in Figure 4F-H.
There was a significant increase in median 1 — CV in all condi-

tions: with 12.5 deg/s training (Fig. 4F; Kruskal-Wallis test,
H(2) = 7.24, p = 0.007), 50 deg/s training (Fig. 4G; Kruskal—
Wallis test, H(2) = 29.22, p < 0.001), and control (Fig. 4H;
Kruskal-Wallis test, H(2) = 10.14, p = 0.001).

To assess tuning width, direction tuning curves were fit (data
not shown) with a double Gaussian function as described previ-
ously (Swindale, 1998; Carandini and Ferster, 2000; Mazurek et
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Experiment design. A, Electrophysiology setup. A 32-channel linear electrode array (NeuroNexus, A1x32-Poly2) is inserted into V1 of an anesthetized juvenile ferret (p31—p34). A

receptive field center is found manually for placement of the visual stimulus monitor. Raw voltage data are recorded, and spike times are extracted for analysis. B, Time course of experiment.
Experiment starts with a test phase to identify an optimal stimulus orientation at 25 deg/s (Stimulus 1) and response across a range of speeds to a bar moving bidirectionally in the two directions
perpendicular to the optimal orientation (Stimulus 2). The test phase alternates for the duration of the experiment with one of three different 3 h visual training conditions: «, sinusoidal grating at
optimal orientation moving bidirectionally at 12.5 deg/s; [3, sinusoidal grating at optimal orientation moving bidirectionally at 50 deg/s; or -y, static gray screen control.
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Cortical cells respond best to visual stimuli moving at 25 deg/s at a particular orientation and direction of motion. Average responses (by animal) of V1 sites to Stimulus 1 (Fig. 2B) before
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Cortical cells respond to optimally oriented visual stimuli moving across a range of speeds. Average responses (by animal) of V/1 sites to Stimulus 2 (Fig. 2B) before and after 3,6, and 9 h of training

with one of the three training stimuli (4) 12.5 deg/s, (B), 50 deg/s, and (€) control. Responses are normalized. Solid black line indicates condition average response in the preferred direction. Solid gray lines
indicate individual animal averages. Dashed black line indicates condition average response in the null direction. Dashed gray lines indicate individual animal averages. Error bars indicate SEM.

al., 2014). Tuning width was initially similar across all three con-
ditions (Fig. 4I; Kruskal-Wallis test, H(2) = 2.84, p = 0.237) with
a mean value of 31.6 = 1.8 degrees. Training with both 12.5 and
50 deg/s drifting gratings had a significantly greater rate of de-
crease in animal average tuning width compared with control
(Fig. 4I; bootstrap test; see Materials and Methods). Individual
site values of tuning width for each condition are shown in Figure
4J-L. Changes in median tuning width were different between all
conditions: with 12.5 deg/s training there was no change (Fig. 4];
Kruskal-Wallis test, H(2) = 1.6, p = 0.207), with 50 deg/s train-
ing there was a decrease (Fig. 4K; Kruskal-Wallis test, H(2) =
16.35, p < 0.001), and in control there was an increase (Fig. 4K;
Kruskal-Wallis test, H(2) = 12.69, p < 0.001).

In summary, training with both 12.5 and 50 deg/s drifting grat-
ings produced a greater rate of increase in direction selectivity and a
greater rate of decrease in tuning width at 25 deg/s compared with

<«

(Figure legend continued.) 1 — CV for all sites for each of the three training conditions. (/)
Animal averages of tuning width for each of the three training conditions. Black line represents
estimate of rate of change of tuning width over time and is reported as m in units of degrees/
hour. (J-L) Cumulative histograms of tuning width for all sites for each of the three training
conditions.

control. This indicates that the two motion training conditions did
not differently influence direction selectivity at the intermediate
speed of 25 deg/s. Orientation selectivity increased in all conditions,
including control. Tuning width increased in control but either did
not change, or decreased, with 12.5 or 50 deg/s training.

DSI across a range of speeds in juvenile ferrets

The direction tuning results told us how responses of V1 neurons
changed with 12.5 and 50 deg/s training at the intermediate speed
of25 deg/s, but we wanted to know how responses changed across
a range of speeds. If the speed that an animal experienced influ-
enced the speed tuning of V1 neurons, then we would predict that
animals exposed to slow speeds would acquire selectivity for slow
speeds, and animals exposed to fast speeds would acquire selec-
tivity for fast speeds. To address this hypothesis, speed tuning
curves were also measured (Fig. 2B; Test Stimulus 2) before train-
ing (0 Hours), and then again after 3, 6, and 9 h of training for
each of the three training conditions (Fig. 5). Responses were
normalized, and a preferred direction was defined as the direc-
tion that had the greatest summed response to 12.5, 25, and 50
deg/s drifting grating stimulation. The opposite direction was
defined as Null. These curves were used to calculate measures of
speed tuning and direction selectivity across a range of speeds.
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A DSI was calculated for responses to
12.5, 25, and 50 deg/s drifting gratings
(Fig. 6). Here, DSI is defined as follows:

DSI = (PR — NR)/PR

where PR is the blank subtracted response
in Hz to the preferred direction, and NR is
the blank subtracted response in Hz to the
null direction. We could not use 1 —
DCV, the circular measure of direction
selectivity used in Figure 4, as only re-
sponses to the preferred and null direc-
tions of motion were collected across a
range of speeds. A rate of increase in DSI
over time was calculated for each training
condition (bootstrap test; see Materials
and Methods).

We found no systemic influence of the
speed of the training stimulus on direc-
tion selectivity. Neurons trained with ei-
ther slow or fast gratings did not exhibit
increases in direction selectivity as as-
sessed at 12.5 deg/s compared with con-
trol (Fig. 6A). Neurons trained with either
slow or fast gratings exhibited equal in-
creases in direction selectivity assessed at
25 deg/s or 50 deg/s compared with con-
trol (Fig. 6 B,C). We did not observe en-
hanced selectivity at 12.5 deg/s in animals
that experienced gratings at 12.5 deg/s,
nor did we observe enhanced selectivity at
50 deg/s in animals that experienced grat-
ings at 50 deg/s.

We also examined whether the speed
of the visual training stimulus altered the
speed preference of neurons. One might
imagine that neurons in animals that re-
ceived experience with slow gratings might
exhibit preferences for slower speeds, and
that neurons in animals that received ex-
perience with fast gratings might prefer
higher speeds. This was not the case. We
found no change in preferred speed with
12.5 deg/s training (Fig. 6D; Kruskal-
Wallis test, H(2) = 0.55, p = 0.459) or 50
deg/s training (Fig. 6D; Kruskal-Wallis
test, H(2) = 0.01, p = 0.935). There was a
small increase in preferred speed in the
preferred direction in the control (Fig.
6D; Kruskal-Wallis test, H(2) = 3.97,p =
0.046). Similarly, we found no change in
preferred speed with 12.5 deg/s training
(Fig. 6E; Kruskal-Wallis test, H(2) = 0.55,
p = 0.459), 50 deg/s training (Fig. 6E;
Kruskal-Wallis test, H(2) = 0.01, p =
0.935), or control (Fig. 6E; Kruskal-Wal-
lis test, H(2) = 3.33, p = 0.068).
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Figure 6.  Cortical cells exhibit rapid changes in direction selectivity across a consistent range of speeds with either 12.5 or 50 deg/s
training. A-C, Condition average DS| values at each time point at three different test speeds: (4) 12.5 deg/s, (B) 25 deg/s, and () 50 deg/s.
Error bars indicate SEM. Color indicates training condition: yellow represents 12.5 deg/s; green represents 50 deg/s; blue represents a static
gray screen (control). Black line indicates estimate of average change in DS| over time and is reported as m in units of ADSI/h. *p << .05
(Bootstrap test). On average, cortical neurons acquired speed tuning preference for 25 and 50 deg/s regardless of the speed of the training
stimulus. D, £, Condition median speed tuning, or speed that elicited the maximum response, in the preferred (D) and null (E) directions.
Error bars indicate median average deviation. Training had no influence on speed tuning in either the preferred or null direction.

In summary, training with either 12.5 or 50 deg/s drifting  Cortex remained responsive throughout training
gratings similarly resulted in increases in direction selectivity as-  Systemic changes in activity levels in cortex could influence di-
sessed at 25 or 50 deg/s, but not at 12.5 deg/s, compared with  rection selectivity or other receptive field properties measured
control. The speed of the training stimulus had no influence on  here. These changes could result from training or be the result of

preferred speed.

failing animal health or prolonged anesthesia. To monitor this
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conditions.

possibility, we looked for changes in maximum firing rate in the
preferred and null directions and spontaneous activity over the
duration of the experiment.

We observed only small changes in responses over the course of
the experiment. Response rates to the preferred and null stimuli
showed a modest but significant drop for animals that received
50 deg/s training (bootstrap test; see Materials and Methods) but did
not change significantly for animals that received 12.5 deg/s training
or for control animals (Fig. 7A, B). Spontaneous firing rates did not
change across any of the conditions.

In summary, we found that cortex remains active for the du-
ration of the experiment with little or no change in maximum
response to the preferred or null direction, or in spontaneous
activity. This suggests that cortex remained healthy for the dura-
tion of the experiment.

Discussion

Here we assessed the responses of neurons in V1 to stimuli pre-
sented at a range of speeds in naive ferrets that were trained with

Maximum stimulus-evoked response in the preferred and null directions, and spontaneous activity for each of the
three training conditions over time. 4, B, Maximum firing rate in the preferred (4) and null (B) directions. C, Spontaneous activity.
Error bars indicate at condition median value, and error bars indicate median absolute deviation. Points are individual animal
median values. Black line indicates estimate of average change in firing rate over time and is reported as m in units of AHz/h.
*p <05 (Bootstrap test). Rate of change in response to the preferred and null direction was similar within training conditions.
Training at 50 deg/s had a significantly different rate of change in firing rate (a decrease) in both the preferred and null directions
compared with 12.5 deg/s training and control. There was no difference in rate of change of spontaneous activity between training

instructive role in the development of di-
rection selectivity.

Many models have explored how visual
experience through correlation-based plas-
ticity mechanisms can drive formation
of a precise arrangement of connections
from nonselective inputs that result in a
direction-selective cell (Buchs and Senn,
2002; Wenisch et al., 2005; Van Hooser et
al., 2014). In these models, the cell that
becomes direction-selective has initial ac-
cess to a pool of inputs representing different positions in space
with different latencies (Fig. 1A; Possible Juvenile State I). The
role of visual experience is to instruct the selection of inputs that
result in direction selectivity.

If experience is instructive, that is, if the developing brain is using
information present in visual stimuli to guide formation of neural
circuits, then we would expect the parameters of visual experience to
influence the final state of the circuit. Alternatively, if experience is
playing a permissive role in the development of direction selectivity,
we would expect the final state of the circuit to be the same and be
formed independent of the parameters of visual experience.

We tested this hypothesis here by looking to see whether the
speed of visual stimulation that an animal experiences influences
the resulting tuning of direction selectivity (Fig. 1). We first
found that training with either 12.5 or 50 deg/s drifting gratings
results in similar changes in orientation and direction tuning
preferences at the intermediate speed of 25 deg/s (Fig. 4). We also
found that training with either 12.5 or 50 deg/s drifting gratings
resulted in similar direction tuning across a range of speeds (Fig.
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6). The speed of the training stimulus did not influence resulting
the resulting speed preferences.

These results clarify and extend the interpretation of a recent
series of experiments that are all consistent with a permissive role
of visual experience in the development of direction selectivity. Li
et al. (2008) showed that, in naive cortex, cells exhibited very
weak direction selectivity but exhibited small but significant spa-
tial clustering according to their (weak) preferred directions.
These small initial biases were predictive of the eventual direction
preference acquired after experience (Li et al., 2008), suggesting
that initial conditions, derived independently of experience, de-
termined direction preference. Further, Roy et al. (2016) found
that unpatterned direct optogenetic stimulation of naive visual
cortex was sufficient to produce an increase in direction selectiv-
ity. These results are also consistent with the idea that sufficient
information is already present in the naive cortex to determine
eventual direction preference. Finally, Van Hooser et al. (2012)
provided naive animals with motion training in a single direction
(unidirectional training), and found that the eventual direction
preference that was acquired depended upon a cell’s position
within the emerging direction map. Cells that were surrounded
by cells that were slightly biased toward the trained direction
exhibited robust increases in selectivity for the trained direction,
and cells that were in regions that were biased toward the oppo-
site direction exhibited no average increase in selectivity. Thus,
cells in regions that were biased toward the opposite direction
were not converted to the stimulated direction, suggesting that
experience cannot overwrite strong initial biases. It should be
noted that cells in intermediate regions were converted to prefer
the trained direction more than would be expected by chance,
indicating that, at the margins, there is some evidence for instruc-
tive processes, but a majority of the parameters of spatiotemporal
selectivity (direction selectivity and speed tuning) appear to be
determined at the onset of experience, only requiring experience
for its expression.

Species differences

Visual deprivation (by dark rearing, binocular lid suture, or bi-
lateral congenital cataracts) has a profound impact on the devel-
opment of direction selectivity in ferrets and cats (Pasternak et al.,
1981; White et al., 2001; Li et al., 2006) and on visual motion
perception in humans (Ellemberg et al., 2002). These results may
not extend to all species. In particular, mice (Sun et al., 2002;
Weng et al., 2005) and rabbits (Barlow et al., 1964; Swadlow and
Weyand, 1985), unlike carnivores (Cleland and Levick, 1974) and
primates (De Monasterio and Gouras, 1975), exhibit relatively
high percentages of direction-selective retinal ganglion cells that
project to the LGN relay cells (Cruz-Martin et al., 2014), and
there is evidence that direction selectivity is present in dark-
reared mice that lack any visual experience (Rochefort et al.,
2011). Therefore, the influence of experience on direction selec-
tivity as speed tuning may differ between rodents and lagamorphs
and carnivores and primates.

Speed tuning of V1 neurons

The origins of speed tuning in the visual cortex remain unclear.
Because direction selectivity and speed tuning are examples of
spatiotemporal selectivity, one could have imagined that speed
tuning would be adjustable by experience over the same timescale
as is direction selectivity. Direction selectivity can be rapidly in-
duced in naive animals by 6 h of visual experience (Li et al., 2008;
Van Hooser et al., 2012), although here we have shown that speed
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tuning remains fixed, regardless of the speed of the stimulus that
was provided to the animal.

These experiments do not allow us to infer what might have
occurred if we had provided experience with slow or fast stimuli
over days or weeks. A few hours of experience (3—6 h) is sufficient
to cause a substantial increase in direction selectivity (Li et al.,
2008; Van Hooser et al., 2012), so the only conclusion we can
draw here is that the mechanisms that are producing enhanced
direction selectivity over this time frame do not also impact speed
tuning.

Fixed speed tuning of V1 neurons: mechanisms

The fact that speed is not influenced by experience suggests that
there is some fixed process (or processes) that produces speed
tuning in cortical neurons. Center-surround retinal ganglion
cells exhibit very broad selectivity to stimulus speed/stimulus
temporal frequency, whereas LGN neurons exhibit slightly fil-
tered tuning (Frishman et al., 1983). Cortical neurons exhibit
substantially filtered speed/temporal frequency preferences
compared with LGN neurons, with cortical neurons exhibiting
weaker responses to high temporal frequencies compared with
LGN neurons (Hawken et al., 1996; Heimel et al., 2005; Van
Hooser et al., 2013). Speed tuning often differs in the two opposite
directions (Moore et al., 2005), so it is possible that the mechanisms
that mediate speed tuning in the preferred and null directions may
differ. The results presented here suggest that whatever process or
processes are causing the temporal filtering that was observed, they
do not depend on the animal’s experience.

These processes could include a predetermined set of posi-
tions and delays that can provide input to the cortex (Fig. 1A), the
filtering of membrane time constant of neurons (Carandini et al.,
2007), synaptic depression at thalamocortical or corticocortical
synapses (Chance et al., 1998; Priebe and Ferster, 2012), or fixed
delays or amplification of propagation within the cortical circuit,
such as the delay between feedforward excitation and feedfor-
ward inhibition or feedforward processing and feedback process-
ing (Shon etal., 2004; Wenisch et al., 2005; Honda et al., 2011). It
is possible that prolonged experience with slow or fast speeds
could alter these mechanisms, but we found no evidence for
changes over the timescale studied here, which, by contrast, pro-
duces strong changes in direction selectivity.

References

Adelson EH, Bergen JR (1985) Spatiotemporal energy models for the per-
ception of motion. ] Opt Soc Am A 2:284-299. CrossRef Medline

Barlow HB, Levick WR (1965) The mechanism of directionally selective
units in rabbit’s retina. ] Physiol 178:477-504. CrossRef Medline

Barlow HB, Hill RM, Levick WR (1964) Retinal ganglion cells responding
selectively to direction and speed of image motion in the rabbit. ] Physiol
173:377-407. CrossRef Medline

Basole A, White LE, Fitzpatrick D (2003) Mapping multiple features in the
population response of visual cortex. Nature 423:986-990. CrossRef
Medline

Brainard DH (1997) The Psychophysics Toolbox. Spat Vis 10:433—436.
CrossRef Medline

BuchsNJ,Senn W (2002) Spike-based synaptic plasticity and the emergence
of direction selective simple cells: simulation results. ] Comput Neurosci
13:167-186. CrossRef Medline

Carandini M, Ferster D (2000) Membrane potential and firing rate in cat
primary visual cortex. ] Neurosci 20:470—484. Medline

Carandini M, Horton JC, Sincich LC (2007) Thalamic filtering of retinal
spike trains by postsynaptic summation. J Vis 7:20.1-11 CrossRef
Medline

Chance FS, Nelson SB, Abbott LF (1998) Synaptic depression and the tem-
poral response characteristics of V1 cells. ] Neurosci 18:4785-4799.
Medline


http://dx.doi.org/10.1364/JOSAA.2.000284
http://www.ncbi.nlm.nih.gov/pubmed/3973762
http://dx.doi.org/10.1113/jphysiol.1965.sp007638
http://www.ncbi.nlm.nih.gov/pubmed/5827909
http://dx.doi.org/10.1113/jphysiol.1964.sp007463
http://www.ncbi.nlm.nih.gov/pubmed/14220259
http://dx.doi.org/10.1038/nature01721
http://www.ncbi.nlm.nih.gov/pubmed/12827202
http://dx.doi.org/10.1163/156856897X00357
http://www.ncbi.nlm.nih.gov/pubmed/9176952
http://dx.doi.org/10.1023/A:1020210230751
http://www.ncbi.nlm.nih.gov/pubmed/12226559
http://www.ncbi.nlm.nih.gov/pubmed/10627623
http://dx.doi.org/10.1167/7.14.20
http://www.ncbi.nlm.nih.gov/pubmed/18217815
http://www.ncbi.nlm.nih.gov/pubmed/9614252

Ritter et al. @ Experience, Speed Tuning, and Direction Selectivity

Chapman B, Stryker MP (1993) Development of orientation selectivity in
ferret visual cortex and effects of deprivation. ] Neurosci 13:5251-5262.
Medline

Chapman B, Stryker MP, Bonhoeffer T (1996) Development of orientation
preference maps in ferret primary visual cortex. ] Neurosci 16:6443—6453.
Medline

Cleland BG, Levick WR (1974) Properties of rarely encountered types of
ganglion cells in the cat’s retina and an overall classification. ] Physiol
240:457—-492. CrossRef Medline

Cruz-Martin A, El-Danaf RN, Osakada F, Sriram B, Dhande OS, Nguyen PL,
Callaway EM, Ghosh A, Huberman AD (2014) A dedicated circuit links
direction-selective retinal ganglion cells to the primary visual cortex. Na-
ture 507:358-361. CrossRef Medline

Cynader M, Chernenko G (1976) Abolition of direction selectivity in the
visual cortex of the cat. Science 193:504-505. CrossRef Medline

De Monasterio FM, Gouras P (1975) Functional properties of ganglion cells
of the rhesus monkey retina. J Physiol 251:167-195. CrossRef Medline

Ellemberg D, Lewis TL, Maurer D, Brar S, Brent HP (2002) Better percep-
tion of global motion after monocular than after binocular deprivation.
Vision Res 42:169-179. CrossRef Medline

Frégnac Y, Imbert M (1978) Early development of visual cortical cells in
normal and dark-reared kittens: relationship between orientation selec-
tivity and ocular dominance. ] Physiol 278:27—44. CrossRef Medline

Frishman LJ, Schweitzer-Tong DE, Goldstein EB (1983) Velocity tuning of
cells in dorsal lateral geniculate nucleus and retina of the cat. ] Neuro-
physiol 50:1393-1414. Medline

Garkun Y, Maffei A (2014) Cannabinoid-dependent potentiation of inhibi-
tion at eye opening in mouse V1. Front Cell Neurosci 8:46. CrossRef
Medline

Hawken M]J, Shapley RM, Grosof DH (1996) Temporal-frequency selectiv-
ity in monkey visual cortex. Vis Neurosci 13:477-492. CrossRef Medline

Heimel JA, Van Hooser SD, Nelson SB (2005) Laminar organization of re-
sponse properties in primary visual cortex of the gray squirrel (Sciurus
carolinensis). ] Neurophysiol 94:3538 —=3554. CrossRef Medline

Honda M, Urakubo H, Tanaka K, Kuroda S (2011) Analysis of development
of direction selectivity in retinotectum by a neural circuit model with
spike timing-dependent plasticity. ] Neurosci 31:1516—1527. CrossRef
Medline

Horton JC, Hocking DR (1996) An adult-like pattern of ocular dominance
columns in striate cortex of newborn monkeys prior to visual experience.
] Neurosci 16:1791-1807. Medline

Huberman AD, Feller MB, Chapman B (2008) Mechanisms underlying de-
velopment of visual maps and receptive fields. Annu Rev Neurosci 31:
479-509. CrossRef Medline

Humphrey AL, Saul AB (1998) Strobe rearing reduces direction selectivity
in area 17 by altering spatiotemporal receptive-field structure. ] Neuro-
physiol 80:2991-3004. Medline

Law MI, Zahs KR, Stryker MP (1988) Organization of primary visual cortex
(area 17) in the ferret. ] Comp Neurol 278:157-180. CrossRef Medline

LiY, Fitzpatrick D, White LE (2006) The development of direction selectiv-
ity in ferret visual cortex requires early visual experience. Nat Neurosci
9:676—681. CrossRef Medline

Li Y, Van Hooser SD, Mazurek M, White LE, Fitzpatrick D (2008) Experi-
ence with moving visual stimuli drives the early development of cortical
direction selectivity. Nature 456:952-956. CrossRef Medline

Mazurek M, Kager M, Van Hooser SD (2014) Robust quantification of ori-
entation selectivity and direction selectivity. Front Neural Circuits 8:92.
CrossRef Medline

McLaughlin T, O’Leary DD (2005) Molecular gradients and development
of retinotopic maps. Annu Rev Neurosci 28:327-355. CrossRef Medline

Moore BD 4th, Alitto HJ, Usrey WM (2005) Orientation tuning, but not

J. Neurosci., February 8, 2017 - 37(6):1557-1567 « 1567

direction selectivity, is invariant to temporal frequency in primary visual
cortex. ] Neurophysiol 94:1336—1345. CrossRef Medline

Pasternak T, Leinen L] (1986) Pattern and motion vision in cats with selec-
tive loss of cortical directional selectivity. ] Neurosci 6:938 -945. Medline

Pasternak T, Merigan WH, Movshon JA (1981) Motion mechanisms in
strobe-reared cats: psychophysical and electrophysical measures. Acta
Psychol (Amst) 48:321-332. CrossRef

Pasternak T, Schumer RA, Gizzi MS, Movshon JA (1985) Abolition of visual
cortical direction selectivity affects visual behavior in cats. Exp Brain Res
61:214-217. Medline

Pelli DG (1997) The VideoToolbox software for visual psychophysics: trans-
forming numbers into movies. Spat Vis 10:437—442. CrossRef Medline

Priebe NJ, Ferster D (2012) Mechanisms of neuronal computation in mam-
malian visual cortex. Neuron 75:194-208. CrossRef Medline

Reichardt W (1961) Autocorrelation, a principle for the evaluation of sen-
sory information by the central nervous system. In: Sensory communica-
tion (Rosenblith WA, ed), pp 303-317. Cambridge, MA: Massachusetts
Institute of Technology.

Ringach DL, Shapley RM, Hawken MJ (2002) Orientation selectivity in ma-
caque V1: diversity and laminar dependence. ] Neurosci 22:5639-5651.
Medline

Rochefort NL, Narushima M, Grienberger C, Marandi N, Hill DN, Konnerth
A (2011) Development of direction selectivity in mouse cortical neu-
rons. Neuron 71:425—-432. CrossRef Medline

Roy A, Osik JJ, Ritter NJ, Wang S, Shaw JT, Fiser J, Van Hooser SD (2016)
Optogenetic spatial and temporal control of cortical circuits on a colum-
nar scale. ] Neurophysiol 115:1043-1062. CrossRef Medline

Shon AP, Rao RP, Sejnowski TJ (2004) Motion detection and prediction
through spike-timing dependent plasticity. Network 15:179—198. CrossRef
Medline

Sun W, Li N, He S (2002) Large-scale morophological survey of rat retinal
ganglion cells. Vis Neurosci 19:483—493. CrossRef Medline

Swadlow HA, Weyand TG (1985) Receptive-field and axonal properties of
neurons in the dorsal lateral geniculate nucleus of awake unparalyzed
rabbits. ] Neurophysiol 54:168-183. Medline

Swindale NV (1998) Orientation tuning curves: empirical description and
estimation of parameters. Biol Cybern 78:45-56. CrossRef Medline

Van Hooser SD, Li Y, Christensson M, Smith GB, White LE, Fitzpatrick D
(2012) Initial neighborhood biases and the quality of motion stimulation
jointly influence the rapid emergence of direction preference in visual
cortex. ] Neurosci 32:7258 —7266. CrossRef Medline

Van Hooser SD, Roy A, Rhodes HJ, Culp JH, Fitzpatrick D (2013) Trans-
formation of receptive field properties from lateral geniculate nucleus to
superficial V1 in the tree shrew. ] Neurosci 33:11494—11505. CrossRef
Medline

Van Hooser SD, Escobar GM, Maffei A, Miller P (2014) Emerging feed-
forward inhibition allows the robust formation of direction selectivity in
the developing ferret visual cortex. ] Neurophysiol 111:2355-2373.
CrossRef Medline

Weng S, Sun W, He S (2005) Identification of ON-OFF direction-selective
ganglion cells in the mouse retina. ] Physiol 562:915-923. CrossRef Medline

Wenisch OG, Noll J, Hemmen JL (2005) Spontaneously emerging direction
selectivity maps in visual cortex through STDP. Biol Cybern 93:239-247.
CrossRef Medline

White LE, Coppola DM, Fitzpatrick D (2001) The contribution of sensory
experience to the maturation of orientation selectivity in ferret visual
cortex. Nature 411:1049-1052. CrossRef Medline

Zhou Y, Leventhal AG, Thompson KG (1995) Visual deprivation does not
affect the orientation and direction sensitivity of relay cells in the lateral
geniculate nucleus of the cat. ] Neurosci 15:689—698. Medline


http://www.ncbi.nlm.nih.gov/pubmed/8254372
http://www.ncbi.nlm.nih.gov/pubmed/8815923
http://dx.doi.org/10.1113/jphysiol.1974.sp010618
http://www.ncbi.nlm.nih.gov/pubmed/4420300
http://dx.doi.org/10.1038/nature12989
http://www.ncbi.nlm.nih.gov/pubmed/24572358
http://dx.doi.org/10.1126/science.941025
http://www.ncbi.nlm.nih.gov/pubmed/941025
http://dx.doi.org/10.1113/jphysiol.1975.sp011086
http://www.ncbi.nlm.nih.gov/pubmed/810576
http://dx.doi.org/10.1016/S0042-6989(01)00278-4
http://www.ncbi.nlm.nih.gov/pubmed/11809471
http://dx.doi.org/10.1113/jphysiol.1978.sp012290
http://www.ncbi.nlm.nih.gov/pubmed/671298
http://www.ncbi.nlm.nih.gov/pubmed/6663334
http://dx.doi.org/10.3389/fncel.2014.00046
http://www.ncbi.nlm.nih.gov/pubmed/24600349
http://dx.doi.org/10.1017/S0952523800008154
http://www.ncbi.nlm.nih.gov/pubmed/8782375
http://dx.doi.org/10.1152/jn.00106.2005
http://www.ncbi.nlm.nih.gov/pubmed/16000528
http://dx.doi.org/10.1523/JNEUROSCI.3811-10.2011
http://www.ncbi.nlm.nih.gov/pubmed/21273436
http://www.ncbi.nlm.nih.gov/pubmed/8774447
http://dx.doi.org/10.1146/annurev.neuro.31.060407.125533
http://www.ncbi.nlm.nih.gov/pubmed/18558864
http://www.ncbi.nlm.nih.gov/pubmed/9862901
http://dx.doi.org/10.1002/cne.902780202
http://www.ncbi.nlm.nih.gov/pubmed/3068264
http://dx.doi.org/10.1038/nn1684
http://www.ncbi.nlm.nih.gov/pubmed/16604068
http://dx.doi.org/10.1038/nature07417
http://www.ncbi.nlm.nih.gov/pubmed/18946471
http://dx.doi.org/10.3389/fncir.2014.00092
http://www.ncbi.nlm.nih.gov/pubmed/25147504
http://dx.doi.org/10.1146/annurev.neuro.28.061604.135714
http://www.ncbi.nlm.nih.gov/pubmed/16022599
http://dx.doi.org/10.1152/jn.01224.2004
http://www.ncbi.nlm.nih.gov/pubmed/15872063
http://www.ncbi.nlm.nih.gov/pubmed/3701416
http://dx.doi.org/10.1016/0001-6918(81)90071-8
http://www.ncbi.nlm.nih.gov/pubmed/4085599
http://dx.doi.org/10.1163/156856897X00366
http://www.ncbi.nlm.nih.gov/pubmed/9176953
http://dx.doi.org/10.1016/j.neuron.2012.06.011
http://www.ncbi.nlm.nih.gov/pubmed/22841306
http://www.ncbi.nlm.nih.gov/pubmed/12097515
http://dx.doi.org/10.1016/j.neuron.2011.06.013
http://www.ncbi.nlm.nih.gov/pubmed/21835340
http://dx.doi.org/10.1152/jn.00960.2015
http://www.ncbi.nlm.nih.gov/pubmed/26631152
http://dx.doi.org/10.1088/0954-898X_15_3_002
http://www.ncbi.nlm.nih.gov/pubmed/15468734
http://dx.doi.org/10.1017/S0952523802194107
http://www.ncbi.nlm.nih.gov/pubmed/12511081
http://www.ncbi.nlm.nih.gov/pubmed/2993538
http://dx.doi.org/10.1007/s004220050411
http://www.ncbi.nlm.nih.gov/pubmed/9518026
http://dx.doi.org/10.1523/JNEUROSCI.0230-12.2012
http://www.ncbi.nlm.nih.gov/pubmed/22623671
http://dx.doi.org/10.1523/JNEUROSCI.1464-13.2013
http://www.ncbi.nlm.nih.gov/pubmed/23843520
http://dx.doi.org/10.1152/jn.00891.2013
http://www.ncbi.nlm.nih.gov/pubmed/24598528
http://dx.doi.org/10.1113/jphysiol.2004.076695
http://www.ncbi.nlm.nih.gov/pubmed/15564281
http://dx.doi.org/10.1007/s00422-005-0006-z
http://www.ncbi.nlm.nih.gov/pubmed/16195915
http://dx.doi.org/10.1038/35082568
http://www.ncbi.nlm.nih.gov/pubmed/11429605
http://www.ncbi.nlm.nih.gov/pubmed/7823172

	Visual Stimulus Speed Does Not Influence the Rapid Emergence of Direction Selectivity in Ferret Visual Cortex
	Introduction
	Materials and Methods
	Results
	Discussion
	References


