Current Biology, Volume 26

Supplemental Information

Empowering Reentrant Projections from V5 to V1
Boosts Sensitivity to Motion

Vincenzo Romei, Emilio Chiappini, Paul B. Hibbard, and Alessio Avenanti



Supplemental data

100

Accuracy (%)

50 + + 50
5 10 15 20 25 30 35
Coherent Motion (%)

Ctrl,,.

Accuracy (%)

0 5 10 15 20 25 30 35
Coherent Motion (%)

Ctrly,.ys

5 10 15 20 25 30 35
Coherent Motion (%)

Ctrl,, .,

5 10 15 20 25 30 35
Coherent Motion (%)

Figure S1. Related to Figure 3; Curve fitting and groups’ performance. Sigmoid curve fits
and averaged data points for each group and each time. See Figure 3 for detailed information.
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Figure S2. Related to Figure 2; ccPAS-induced changes in visual motion sensitivity for
stimuli occurring in the left and right hemifields of the Expys.y1 group. Error bars denote +1
s.e.m. Similar changes in motion sensitivity threshold were found in the two hemifields. This is
not surprising because our ccPAS protocol included stimulation of lateralized left V5 but central
V1. Indeed a TMS coil positioned 2 cm above the inion is likely to stimulate V1 over both
hemispheres. It should also be noted that neurons in V5 (and in neighboring motion-sensitive
areas like the medial superior temporal area) possess large receptive fields covering the
contralateral visual field and spreading up to 10 degrees across the ipsilateral visual field [S1-S3].
Therefore, it is likely that our ccPAS protocol may have recruited a bilateral cortical network with
aftereffects spread across both hemifields. To test for any possible hemifield specific effect we
presented lateralized rather than central motion stimuli (see Fig. 1). We did not observe any
significant difference in performance as a function of hemifield (no main effect of Hemifield, nor
interaction with this condition in the experimental as well as in the control groups; all p > 0.1; See
also Table S1). Rather, the Expys.y; group showed a similarly enhanced performance in global
motion perception for both left (LHF) and right (RHF) visual hemifields, with only a slight trend
by visual inspection for a better performance over the right hemifield. The idea that Expys.yvi
ccPAS may have activated a bilateral V5-V1 pathway is well in keeping with the known
transmission time of the circuit. Indeed, it is likely that during ccPAS activation of left V5
spreads interhemispherically through the homologue right V5 and reaches the right V1 within a
fast transmission time (as early as 4 ms for interhemispheric transfer [S4,S5] and as early as 5-10
ms for V5-V1 [S6,S7]). This is coherent with the possibility of inducing associative plasticity
between right V5 and V1 (that was centrally stimulated by the second TMS pulse in the Expys.vi
ccPAS protocol). Additionally, instead of the interhemispheric spreading of stimulation during
ccPAS induction, spreading of excitation during the expression phase of plasticity could have
occurred between the two hemispheres.



Table S1. Motion Sensitivity Threshold (%)
BSL TO T30 T60 T90
L Hf 13.05 12.84 10.61 10.51 11.26
Expvsvi g g 13.58 1221 9.36 9.34 11.44
L Hf 10.88 10.49 9.50 11.62 12.17
Ctrvivs — por 9.08 9.36 10.41 11.05 10.32
L Hf 10.37 13.40 10.20 12.33 10.93
Ctrlon, R Hf 10.23 10.60 9.60 9.44 13.33
L Hf 10.38 10.92 10.67 11.76 12.84
Ctrlsnam R Hf 13.84 12.63 14.16 13.13 12.82

Table S1. Related to Figure 2. ccPAS-induced changes in visual motion sensitivity for
stimuli occurring in the left and right hemifields for the Expys.yvi and each control group.

Supplemental Experimental Procedures

Participants

Thirty-two healthy volunteers (11 male, 21 female; mean age + SD: 22.31 + 4.22 years) were
recruited for the study. They were right-handed by self-report and naive as to the purpose of the
study. All participants gave written informed consent before taking part in the study, which had
been approved by the University of Essex Research Ethics Committee.

Motion direction discrimination task

Stimuli were generated and presented using MATLAB and the Psychophysics Toolbox
extensions [S8-S10]. They were presented on an 18-inch CRT monitor (ViewSonic G90fB,
ViewSonic Corporation, Walnut, CA) with a resolution of 1280 x 1024 pixels and a refresh rate
of 85 Hz. A chin rest was used to keep the viewing distance at 57 cm. Every stimulus consisted of
400 white dots (6 pixels each) moving within a square region subtending 12.8 x 12.8 degrees of
visual angle, which could be on the left or on the right side of a white fixation cross (20 x 20
pixels) located in the centre of the screen on a grey background. The inner border of the square
region was 2.2° to the side of the fixation spot. Half of the trials were randomly presented in the
left and half in the right visual hemifield.



In each trial, dots moved with a different level of motion coherence (0, 4, 8, 12, 16, 20, 25, 35, 50
or 80%) leftward or rightward. Motion coherence was expressed as the percentage of dots that
were moving in the signal direction. For example, in the 0% coherence trials all the dots moved
randomly, in the 80% coherence trials, 320 dots (80%) moved coherently towards leftwards or
rightwards, while the remaining 80 dots (20%) were each given a randomly selected direction of
motion. Each dot moved at a speed of 4.5°/sec.

The task was a two-alternative forced choice. After each trial participants were asked to make un-
speeded responses by pressing the left arrow or the right arrow key to indicate the perceived
global direction of motion. Each trial began with a fixation cross appearing in the middle of the
screen for 500 ms, followed by the stimulus, the duration of which was 400 ms (see Fig. 1B). A
task block consisted of 160 trials: 4 trials x 2 directions (left/right-ward coherent direction of
motion) x 2 hemifields (left/right hemifield presentation) x 10 coherence levels. Each session
consisted of 4 blocks, for a total of 640 trials and it lasted approximately 13 minutes.

Experimental design

Participants were randomly assigned to four different groups according to the cortico-cortical
Paired Associative Stimulation (ccPAS) protocol they would undergo. After having familiarized
themselves with the task and achieving a stable performance on the motion task in a training
session, participants performed their baseline session (BSL) before undergoing their assigned
ccPAS protocol. Participants performed the motion direction discrimination task again,
immediately (T0), 30 (T30), 60 (T60) and 90 (T90) minutes after the ccPAS.

ccPAS protocol

ccPAS was delivered by means of a Magstim BiStim® machine (Magstim Company, UK) via two
50 mm figure-of-eight coils. 90 pairs of stimuli were continuously delivered at a rate of 0.1 Hz
for ~15 min [S11-S13], each pair of stimuli consisted of two monophasic transcranial magnetic
pulses. The pulses were triggered remotely using a computer that controlled both stimulators. Left
V5 and central V1 were stimulated using established procedures [S6,S7,S14-S18]. To target left
V5, the coil was centered 3 cm dorsal and 5 cm lateral to the inion, corresponding to the average
functionally localized scalp position where perception of moving phosphenes and disruption of
motion perception can be elicited by TMS. The coil was held tangentially to the scalp with the
handle pointing upwards and laterally at 45° angle to the sagittal plane. To target V1, the coil was
centered 2 cm dorsal to the inion, corresponding to the scalp position where phosphenes in the
center of the visual field are typically elicited. From this position it is expected that V1 of both
hemispheres is recruited during stimulation. The handle was held tangentially to the scalp and
pointed downwards at an angle of 120° clockwise. For both areas intensity of TMS was set at
70% of the maximum stimulator output.

The ccPAS protocol was manipulated in four different groups of participants:

Experimental group (EXPys.yi). The first pulse was given to V5 followed by another pulse,
delivered to V1 with an ISI of 20 ms. This ISI was selected in accordance with the average timing
of V5-V1 interactions reported by Pascual-Leone & Walsh [S6] and Silvanto and colleagues [S7]
and corresponds to the optimal timing at which V5 exerts a physiological effect on V1. Thus, this
ISI was critical to repeatedly activate presynaptic and postsynaptic neurons in reentrant V5-V1
connections in a way that is consistent with spike timing-dependent plasticity (STDP), i.e. a form



of synaptic plasticity meeting the Hebbian principle and predicting that synapses are potentiated
if the presynaptic neuron fires repeatedly before the postsynaptic neuron [S19-S20]. Thus, ccPAS
in the EXPys.y; group was aimed at strengthening re-entrant connections from V5 to V1.

Control group 1 (Ctrly;.ys, control for direction). In this control group we switched the direction
of the associative pulses: the first pulse was given to V1 and the second pulse to V5 at the same
ISI as the experimental condition (20 ms). The Ctrly;.ys group controlled for direction dependent
effects, i.e. we verify that any effect as found in the Expys.y; group is the result of enforced
feedback connections (V5 to V1) and should not be found when feedforward connections (V1 to
V5) are instead stimulated.

Control group 2 (Ctrly,, control for timing). In this group both pulses were delivered
simultaneously (ISI = 0 ms). According to the Hebbian principle [S19-S22], a synapse will
increase its efficiency if it persistently takes part in firing the postsynaptic target neuron.
However, if two neurons fire at the same time, then one cannot have caused, or taken part in
causing the other to fire. Thus, although neural interactions may occur during simultaneous TMS
pairing [S23], no net STDP is expected. This ccPAS condition therefore controlled for timing
dependent effects, i.e. we verify that any effect as found in the Expysy; group is timing
dependent and not provoked merely by a consistent stimulation pairing of the targeted areas.
Control group 3 (Ctrlg,.m, control for unspecific effects): stimulation in this group was identical
to that of the EXPvs.y; group except for the fact that the TMS coils were tilted at 90 degrees so
that no TMS pulses were effectively applied throughout the ccPAS session.

Statistical analysis

By presenting several different levels of coherent motion, we could observe a sigmoid
distribution of correctly perceived coherent motion as a function of the degree of coherence. We
fitted the data with a logistic function y=a/(1+exp(-(x-b)/c)) and defined the motion sensitivity
threshold as the coherence level at which the direction was correctly perceived 75% of the times.
We used motion sensitivity threshold as our dependent variable to assess the impact of ccPAS in
the 4 groups.

To assess the effect of ccPAS on motion sensitivity threshold we performed an overall mixed
ANOVA with STIMULATION (Expvs.v1, Ctrlyi.ys, Ctrlyms, Ctrlsnam) as a between subject factor,
and HEMIFIELD (LEFT, RIGHT) and TIME (BSL, T0, T30, T60, T90) as within subject factors.
In order to readily compare performance across the 4 groups (Expys.vi, Ctrlyi.ys, Ctrloms, Ctrlsnam)
as a function of time (TO, T30, T60 and T90), variations in motion sensitivity threshold were
baseline corrected such that the values obtained in the performance at each time after the
stimulation were subtracted from the value obtained in the performance at baseline. In this way,
any negative value reflects enhancement in performance, while positive values reflect reduction
in performance, compared to baseline values. To validate our comparison approach we evaluated
whether baseline differed across groups. A mixed ANOVA with STIMULATION (Expys.vi,
Ctrlyi.ys, Ctrloms, Ctrlsnam) as a between subject factor and HEMIFIELD (LEFT, RIGHT) as
within subject factor did not reveal any significant difference among the baselines of the 4 groups
(F528=1.05, p=0.39). T-tests (one-tailed, as directionality of the effects was predictable based on
our theoretical assumptions) were Bonferroni corrected for multiple comparisons as a function of
time (4 comparisons) and group (3 comparisons).



In the main parametric analyses we found that the Expys.y; group was the only to show the
expected decrease in motion sensitivity threshold at T30 and T60. Although motion sensitivity
threshold was normally distributed, we additionally performed Bonferroni-corrected non-
parametric analyses in view of the relatively low sample size. These analyses substantially
replicated the effects detected with parametric analyses as reported in the following. When
comparing post-ccPAS performance relative to baseline values, we found that only the Expys.y;
group showed a significant change over time (Friedman ANOVA: y2(4) = 19.5, p = 0.003), with
significant lower motion sensitivity threshold detected at T30 and T60 (Wilcoxon tests: all p <
0.023), but not at TO or T90 (all p > 0.25). No change over time was found in the other groups (all
Friedman ANOVAs with p > 0.11). Baseline-corrected motion sensitivity threshold values in the
4 groups differed at T30 and T60 (Kruskal-Wallis ANOVA: all ¥2(3) > 11.51, all p < 0.023) but
not at TO or T90 (all Kruskal-Wallis ANOVAs with p > 0.24). In particular, these threshold
values were lower for the Expys.y; group relative to the Ctrly,.ys (Mann-Whitney Test: all p <
0.0035) and Ctrlsp,m (all p < 0.0095) at both time points. Moreover, relative to the Ctrly,s group,
the Expys.yi group presented significantly lower threshold values at T30 (p = 0.018) and
marginally significantly lower values at T60 (p = 0.069).

The statistical results reported in the main ANOVA were also substantially replicated using other
fittings (i.e., Hill equation).

Supplemental References

[S1] Gattass, R., Gross, C.G. (1981). Visual topography of striate projection zone (MT) in
posterior superior temporal sulcus of the macaque. J Neurophysiol. 46, 621-638.

[S2] Raiguel, S., Van Hulle, M.M., Xiao, D.K., Marcar, V.L., Lagae, L., Orban, G.A. (1997).
Size and shape of receptive fields in the medial superior temporal area (MST) of the macaque.
Neuroreport. 8, 2803-2808.

[S3] Kolster, H., Peeters, R., Orban, G.A. (2010). The retinotopic organization of the human
middle temporal area MT/V5 and its cortical neighbors. J. Neurosci. 30, 9801-9820.

[S4] Nowicka, A., Tacikowski, P. (2011). Transcallosal transfer of information and functional
asymmetry of the human brain. Laterality. 16, 35-74.

[S5] Marzi, C.A. (2010). Asymmetry of interhemispheric communication. WIREs Cogn Sci, 1,
433-438.

[S6] Pascual-Leone, A., Walsh, V. (2001). Fast backprojections from the motion to the primary
visual area necessary for visual awareness. Science. 292, 510-512.

[S7] Silvanto, J., Cowey, A., Lavie, N., Walsh, V. (2005). Striate cortex (V1) activity gates
awareness of motion. Nat. Neurosci. 8, 143—-144.

[S8] Brainard, D.H. (1997). The Psychophysics Toolbox. Spat. Vis. 10, 433-436.

[S9] Pelli, D.G. (1997). The VideoToolbox software for visual psychophysics: transforming
numbers into movies. Spat. Vis. 10, 437-442.

[S10] Kleiner, M. Brainard, D., Pelli, D. (2007). Perception, 36, ECVP Abstract Supplement.
[S11] Rizzo, V., Siebner, H.S., Morgante, F., Mastroeni, C., Girlanda, P., Quartarone, A. (2009).
Paired associative stimulation of left and right human motor cortex shapes interhemispheric
motor inhibition based on a Hebbian mechanism. Cereb. Cortex. 19, 907-915.



[S12] Veniero, D., Ponzo, V., Koch, G. (2013). Paired associative stimulation enforces the
communication between interconnected areas. J. Neurosci. 33, 13773-13783.

[S13] Buch, E.R., Johnen, V.M., Nelissen, N., O'Shea, J., Rushworth, M.F. (2011). Noninvasive
associative plasticity induction in a corticocortical pathway of the human brain. J. Neurosci. 31,
17669-17679.

[S14] Beckers, G., Homberg, V. (1992). Cerebral visual motion blindness: transitory akinetopsia
induced by transcranial magnetic stimulation of human area V5. Proc. Biol. Sci. 249, 173-178.
[S15] Hotson, M., Braun, D., Herzberg, W. & Boman, D. (1994). Transcranial magnetic
stimulation of extrastriate cortex degrades human motion direction discrimination. Vision Res.
34,2115-2123

[S16] Walsh, V., Ellison, A., Battelli, L., Cowey, A. (1998). Task-specific impairments and
enhancements induced by magnetic stimulation of human visual area V5. Proc. R. Soc. Lond. B
265, 537-543.

[S17] Laycock, R., Crewther, D.P., Fitzgerald, P.B., Crewther, S.G. (2007). Evidence for fast
signals and later processing in human V1/V2 and V5/MT+: A TMS study of motion perception. J.
Neurophysiol. 98, 1253—-1262.

[18] Koivisto, M., Méntyld, T., Silvant Koivisto, M., Méntyld, T., Silvanto, J. (2010). The role of
early visual cortex (V1/V2) in conscious and unconscious visual perception. Neuroimage. 51,
828-834.0, J. (2010). The role of early visual cortex (V1/V2) in conscious and unconscious visual
perception. Neuroimage. 51, 828—834.

[S19] Markram, H., Liibke, J., Frotscher, M., Sakmann, B. (1997). Regulation of synaptic
efficacy by coincidence of postsynaptic APs and EPSPs. Science. 275, 213-215.

[S20] Jackson, A., Mavoori, J., Fetz, E.E. (2006). Long-term motor cortex plasticity induced by
an electronic neural implant. Nature. 444, 56—60.

[S21] Caporale, N., Dan, Y. (2008). Spike timing-dependent plasticity: a Hebbian learning rule.
Annu. Rev. Neurosci. 31, 25-46.

[S22] Koganemaru, S., Mima, T., Nakatsuka, M., Ueki, Y., Fukuyama, H., Domen, K. (2009).
Human motor associative plasticity induced by paired bihemispheric stimulation. J. Physiol. 587,
4629-4644.

[S23] Prabhu, G., Shimazu, H., Cerri, G., Brochier, T., Spinks, R.L., Maier, M.A., Lemon, R.N.
(2009). Modulation of primary motor cortex outputs from ventral premotor cortex during visually
guided grasp in the macaque monkey. J. Physiol. 587, 1057-1069.



