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Cortical afferents onto the nucleus 
Reticularis thalami promote 
plasticity of low-threshold 
excitability through GluN2C-
NMDARs
Laura M. J. Fernandez   1, Chiara Pellegrini1, Gil Vantomme   1, Elidie Béard1, Anita Lüthi1 & 
Simone Astori1,2

Thalamus and cortex represent a highly integrated processing unit that elaborates sensory 
representations. Interposed between cortex and thalamus, the nucleus Reticularis thalami (nRt) 
receives strong cortical glutamatergic input and mediates top-down inhibitory feedback to thalamus. 
Despite growing appreciation that the nRt is integral for thalamocortical functions from sleep 
to attentional wakefulness, we still face considerable gaps in the synaptic bases for cortico-nRt 
communication and plastic regulation. Here, we examined modulation of nRt excitability by cortical 
synaptic drive in Ntsr1-Cre x ChR2tg/+ mice expressing Channelrhodopsin2 in layer 6 corticothalamic 
cells. We found that cortico-nRt synapses express a major portion of NMDA receptors containing the 
GluN2C subunit (GluN2C-NMDARs). Upon repetitive photoactivation (10 Hz trains), GluN2C-NMDARs 
induced a long-term increase in nRt excitability involving a potentiated recruitment of T-type Ca2+ 
channels. In anaesthetized mice, analogous stimulation of cortical afferents onto nRt produced 
long-lasting changes in cortical local field potentials (LFPs), with delta oscillations being augmented 
at the expense of slow oscillations. This shift in LFP spectral composition was sensitive to NMDAR 
blockade in the nRt. Our data reveal a novel mechanism involving plastic modification of synaptically 
recruited T-type Ca2+ channels and nRt bursting and indicate a critical role for GluN2C-NMDARs in 
thalamocortical rhythmogenesis.

Much advancement has recently been achieved in the conceptual understanding of the nucleus Reticularis thal-
ami (nRt). Strategically positioned along the thalamocortical path, the nRt is the major source of inhibition for 
thalamocortical cells of the dorsal thalamus1. Long described as a uniform sleep rhythm pacemaker, the nRt turns 
out to be involved not only in rhythmogenesis related to sleep, but also in wakefulness, memory and attention, 
and in orchestrating both local and brain-wide oscillatory patterns2,3. Moreover, previously described modulatory 
actions of nRt on sensory receptive fields4 turn out to be just one aspect of a broad and decisive role of nRt in 
guiding sensory attention3,5,6.

Afferents from cortical layers 5 and 6 are a source of strong glutamatergic excitation that influences the feed-
forward routing of thalamocortical activity during all arousal states. During wakefulness, corticothalamic layer 6 
neurons augment their discharge to around 5–25 Hz during sensory stimulation7–10, and their activity sharpens 
the spatiotemporal properties of sensory receptive fields11 and promotes attentionally mediated sensory selec-
tion5. During non-REM (NREM) sleep or anaesthesia-induced thalamocortical rhythms, large sets of principal 
cortical cells including deep layers are synchronously activated12 and generate a phase-locking between cortical 
and thalamic rhythmic discharges12–14.
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Sensory sectors of the nRt receive a prominent glutamatergic innervation from a subgroup of layer 6 pyram-
idal cells from the corresponding cortical sensory areas, which outnumbers inputs from thalamocortical (TC) 
neurons15,16. Cortico-nRt (corticoreticular) excitation typically overwhelms the direct corticothalamic excitation 
received by TC neurons, producing a marked feedforward inhibition in thalamus13,17. Short-term plasticity of 
the corticoreticular communication modifies the polarity and effectiveness of cortical control over thalamus, as 
demonstrated in vitro17 and in vivo18, which affects sensory adaptation18. Genetically induced long-term weaken-
ing in corticoreticular transmission leads to epilepsy19, whereas its strengthening affects sensory attention5. The 
basic elements underlying the strength of the corticoreticular feedforward projections comprise rapid rise times 
of excitatory potentials, marked short-term presynaptic facilitation17,20, high densities of postsynaptic AMPA 
receptors16,21, and a strong coupling of postsynaptic potentials to burst discharge22,23 via low-threshold T-type 
Ca2+ channels, which leads to rapid phasic inhibition of TC cells2,24. CaV3.3 and CaV3.2 channels are the T-type 
isoforms expressed in reticular cells: CaV3.3 channels are mainly recruited by somatic depolarizations or single 
corticoreticular postsynaptic potentials, and are the major determinant of sleep spindle power25, whereas the role 
of CaV3.2 in corticoreticular transmission and nRt rhythmogenesis remains to be clarified23.

A less explored element in corticoreticular communication is the NMDAR20,26,27, which appears to contribute 
only marginally to basal excitatory transmission20,22. Yet, synchronous and repetitive activation of cortical inputs 
may induce sufficient NMDAR activation and trigger plastic regulations of the corticoreticular feedback that 
outlast the already described short-term dynamics. Such activity-dependent long-lasting modulation is likely 
to be central for keeping up with behavioral demands of arousal states. Corticoreticular plasticity could also 
modify the operation of corticothalamic communication in the course of sleep, during which the dominance of 
thalamically generated rhythms, such as spindle and delta waves, varies along with the homeostatic and circa-
dian regulation28,29. Moreover, learning during the day modifies sleep locally, such that thalamic rhythms can be 
strengthened30–32, which in turn depends on the efficiency of corticoreticular communication.

Here, we set out to define mechanisms of corticoreticular plasticity using optogenetic stimulation of corti-
cal afferents onto sensory sectors of nRt in Ntsr1-Cre x ChR2tg/+ mice, that express the light-gated ion chan-
nel Channelrhodopsin2 (ChR2) selectively in corticothalamic layer 6 cells33,34. We found that photoactivated 
corticoreticular NMDAR currents are largely mediated by GluN2C-containing receptors (GluN2C-NMDARs), 
a subtype reported to be expressed in nRt cells and associated with pathophysiological thalamic rhythmogene-
sis35–38. In the slice preparation, repetitive photoactivation of corticoreticular synapses with brief 10 Hz trains 
induced an increase in nRt responsiveness to cortical inputs. Interestingly, the increased excitability resulted 
from the augmented recruitment of T-type Ca2+ channels, likely of the CaV3.2 isoform, and was prevented by 
GluN2C-NMDAR blockade. In anaesthetized mice, stimulation of cortical afferents in the nRt with 10 Hz trains 
produced a frequency shift of cortical local field potentials (LFPs), with slow oscillation magnitude (SO, 0.5–
1.25 Hz) being diminished and delta waves (δ, 1.25–4 Hz) becoming more dominant. The modulation of cortical 
rhythms was long-lasting and sensitive to local NMDAR blockade in the nRt.

Our results provide first evidence for a synaptic mechanism underlying nRt-dependent modulation of thalam-
ocortical dynamics and highlight a critical role for GluN2C-NMDARs in setting the recruitment of low-threshold 
Ca2+ channels in thalamic rhythmogenesis.

Results
GluN2C-mediated transmission at corticoreticular synapses.  Neurons in the nucleus Reticularis 
thalami (nRt) express a complex subunit composition of NMDARs. At thalamoreticular synapses, GluN2B-
NMDARs dominate over GluN2A-NMDARs throughout development, with an additional expression of the 
GluN2C subunit35. Here, we examined AMPAR- and NMDAR-mediated transmission at corticoreticular syn-
apses by selectively photoactivating layer 6 afferents in acute slices from Ntsr1-Cre x ChR2tg/+ (Ntsr1-Cretg/+) 
mice (Fig. 1). In nRt cells from 3–4 week-old animals, brief LED flashes (0.1–1 ms) elicited excitatory postsyn-
aptic currents (EPSCs) characterized by a prominent short-term facilitation (paired-pulse ratio, PPR: 2.5 ± 0.2, 
n = 21; 50 ms inter-stimulus interval)(Fig. 1a), typical for corticothalamic inputs22,35. Compared to reported val-
ues for the NMDA/AMPA ratio at thalamoreticular synapses (~0.27)35, NMDA/AMPA ratio at cortical inputs 
was lower (0.13 ± 0.01, n = 21), consistent with the previously described minor contribution of NMDARs 
during basal corticoreticular transmission20. Isolated NMDA-EPSCs recorded at +40 mV were reduced by the 
GluN2A-preferring antagonist NVP-AAM077 (50 nM) and the GluN2B-selective blocker CP-101.606 (10 µM) 
(NMDA-EPSC decrease: 29.2 ± 5.8%, n = 7, p < 0.01; and 39.1 ± 5.3%, n = 7, p < 0.01, respectively, two-sided 
paired t test). The most pronounced blockade was induced by a low concentration of the GluN2C/GluN2D-
preferring antagonist (2S*,3R*)-1-(Phenanthren-2-carbonyl)piperazine-2,3-dicarboxylic acid (PPDA, 500 nM, 
47.0 ± 4.3%, n = 7, p < 0.01, two-sided paired t test; Fig. 1b). The high sensitivity to this compound was pre-
served in 6 week-old animals (51.8 ± 3.1%, n = 5, p < 0.05, two-sided paired t test). As PPDA may also inhibit 
GluN2A/2B-NMDARs39, although to a minor extent at 500 nM40, we further tested the recently developed 
GluN2C/2D inhibitor DQP-1105, which displays improved selectivity for recombinant GluN2C/2D subunits 
over GluN2A/2B subunits41. However, when applied on native NMDARs at corticoreticular synapses, this com-
pound exhibited opposite effects depending on the dose used (Fig. S1): at 10 µM, DQP-1105 slightly inhibited 
NMDA-EPSCs (16.5 ± 10.5% reduction, n = 6, p = 0.06, two-sided paired t test), whereas, at 30 µM, DQP-1105 
surprisingly potentiated NMDA-EPSCs in 4 out of 6 recordings (on average 44.1 ± 18.5% increase, n = 6, p > 0.05, 
two-sided paired t test). We ruled out non-specific effects of NMDAR blockade on glutamate release at cortical 
inputs, which might act as a confounding factor when measuring postsynaptic NMDA-EPSC inhibition. Bath 
application of the NMDAR-antagonist D,L-APV (100 µM) did not affect either the peak amplitude or the PPR 
of AMPAR-mediated EPSCs recorded at −70 mV (89.7 ± 8.7% of baseline amplitude; 101.9 ± 5.0% of baseline 
PPR, n = 6; p > 0.05 in both cases, two-sided paired t test; Fig. 1c), suggesting no involvement of presynaptic 
NMDARs in corticoreticular transmission under our recording conditions. To further demonstrate a specificity 
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Figure 1.  GluN2C-NMDARs at corticoreticular synapses. (a) Scheme of the experimental condition for 
optogenetic stimulation of corticoreticular synapses in acute slices of Ntsr1-Cretg/+ mice. Green fluorescence in 
the image shows ChR2-positive fibers originating from layer 6 cortical cells and invading the thalamus. On the 
right, example EPSCs recorded at −70 mV showing pronounced paired-pulse facilitation (50 ms inter-stimulus 
interval). Blue thick marks indicate LED flashes. (b) Reduction of isolated corticoreticular NMDA-EPSCs 
upon superfusion of the GluN2A-preferring antagonist NVP-AAM077 (NVP, 50 nM, n = 7), the GluN2B-
selective blocker CP-101.606 (CP, 10 µM, n = 7) and the GluN2C/2D blocker PPDA (500 nM, n = 7). On the 
right, example of mean NMDA-EPSCs recorded at +40 mV before (black) and after (green) PPDA superfusion. 
(c) Lack of effect of NMDAR blockade (100 µM D,L-APV) on peak amplitude and paired-pulse ratio (PPR) 
of AMPA-EPSCs recorded at −70 mV (n = 6), with example average traces at the top, before (black) and 
after (violet) D,L-APV perfusion. (d) The potentiating effect of the GluN2C/2D modulator CIQ (20 µM) on 
corticoreticular NMDA-EPSCs (n = 6) was prevented by PPDA (n = 6). Color-coded example traces are shown 
at the top. (e) Time course of the membrane potential of nRt cells recorded in current-clamp mode before (1) 
and after (2) superfusion of PPDA (n = 9). Membrane potential was reset to baseline values (dashed line) by 
direct current (DC) injection (3) for comparison of decay kinetics of EPSPs (in f). Bar graph represents average 
values in the indicated periods. (f) Left, mean EPSPs (normalized to peak) recorded before (black) and after 
(green) superfusion of PPDA. The membrane potential in PPDA was reset to baseline value by DC injection 
(time point 3 in panel e). Right, mean values of weighted τ (τw) of EPSPs from double-exponential fit (n = 7). 
*p < 0.05, **p < 0.01, two-sided paired t test.
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for the effects of PPDA, we tested the effect of the GluN2C/2D allosteric potentiator CIQ42. Corticoreticular 
NMDA-EPSCs were reversibly increased by CIQ application (20 µM, 39.6 ± 5.0%, n = 6, p < 0.01, two-sided 
paired t test). Strikingly, the CIQ-induced potentiation was abolished in PPDA-treated slices (−8.7 ± 9.2%, n = 6, 
p = 0.3, two-sided paired t test; Fig. 1d), indicating that CIQ exerts its action on a PPDA-sensitive population of 
NMDARs that is close-to-maximally blocked at 500 nM. Pharmacological tools to differentiate between native 
GluN2C- and GluN2D-NMDARs are currently not available. However, PPDA application did not change the 
decay kinetics of NMDA-EPSCs (τw: 38.8 ± 6.4 ms vs. 37.0 ± 5.8 ms, n = 7, p = 0.22, two-sided paired t test). This 
excludes the involvement of slowly decaying GluN2D-NMDAR-mediated currents43, and is consistent with pre-
vious indications on the expression of synaptic GluN2C subunits in nRt cells obtained with pharmacological and 
genetic means35,37. The GluN2C-NMDARs dissected pharmacologically here likely underlie the previously found 
NMDAR-mediated component of the corticoreticular excitatory postsynaptic potentials (EPSPs) around resting 
membrane potentials20. Indeed, perfusion of PPDA in current-clamp recordings hyperpolarized nRt cells (from 
−71.0 ± 0.4 mV to −74.1 ± 0.7 mV, n = 9, p < 0.01, two-sided paired t test; Fig. 1e), confirming that the weakly 
Mg2+-sensitive GluN2C-NMDARs, likely extrasynaptic ones, are active at −70 mV38. Moreover, PPDA accel-
erated the decay times of corticoreticular EPSPs (τw: 18.5 ± 2.3 ms vs. 14.2 ± 1.4 ms, n = 7, p < 0.05, two-sided 
paired t test; Fig. 1f), indicating that GluN2C-NMDARs can be recruited at synaptic sites by single stimulation at 
resting membrane potential.

NMDAR-dependent plasticity at corticoreticular synapses.  To explore the impact of more sustained 
corticoreticular activity at higher frequencies within the plausible in vivo range, we next asked whether repetitive 
activation (10 stimuli at 10 Hz) of cortical inputs could trigger proplastic functions of NMDARs at corticoretic-
ular synapses. After recording baseline EPSPs around resting membrane potential (−60 mV/−70 mV) in the 
current-clamp mode, we elicited repetitive EPSPs while the postsynaptic neurons were hyperpolarized below 
−70 mV with somatic DC injections. This condition was chosen to reproduce membrane voltages typical for 
NREM sleep, thus favoring deinactivation of T-type Ca2+ channels and generation of low-threshold bursting 
upon stimulation of cortical afferents, typically appearing as a burst discharge on top of a triangular-shaped 
potential. Of note, the membrane potential measured at the soma might not reflect the actual voltage at dendritic 
sites. However, low-threshold Ca2+ currents are amplified at distal dendrites of nRt neurons, and bursts can be 
generated independently from the soma22. Repetitions of 10 Hz trains (30 times every 30 s) increased postsynaptic 
excitability: whereas single stimulation during baseline induced subthreshold EPSPs that were only occasionally 
crowned by spikes (7.9 ± 5.5%, n = 9) at −60 mV, after train stimulation the same photoactivation provoked firing 
at a higher rate (41.3 ± 16.0%, p < 0.05, two-sided paired t test; Fig. 2a). We quantified changes in EPSP waveform 
in a subgroup of recordings in which the elicited action potentials occurred after EPSP peak and did not contami-
nate the initial slope of the response. EPSP slopes were quantified through measuring the maximal slope (peak of 
the voltage derivative), which increased by 31.9 ± 11.3% in the time window 20–30 min after train stimulation as 
compared to baseline condition (n = 6, p < 0.05, two-sided paired t test; Fig. 2a).

To probe the role of GluN2C-NMDARs in this form of plasticity, the train-induced potentiation was repeated 
in the presence of PPDA. Under these conditions, the potentiation of spike propensity was prevented (5.1 ± 8.8% 
increase in the derivative of the voltage responses and no change in firing rate, n = 8, p > 0.05, two-sided paired 
t test; Fig. 2b), indicating that GluN2C-NMDARs contribute to induce plasticity at corticoreticular synapses.

As a possible mechanism of expression of this form of plasticity, we first considered an increase in the contri-
bution of postsynaptic AMPARs. Surprisingly, postsynaptic currents recorded at −70 mV in voltage-clamp mode, 
mainly reflecting AMPAR-mediated transmission, were not affected by the repetitive 10 Hz stimulation, which 
was provided, as before, in current-clamp mode (5.9 ± 6.1% change in amplitude vs. baseline, n = 6, p > 0.05, 
two-sided paired t test; Fig. 2c). As corticoreticular stimulation often generates low-threshold spiking via CaV3 
Ca2+ channels (Fig. 2a), we then asked whether the train stimulation could augment the recruitment of CaV3 
channels to the postsynaptic potentials. To test this, we reduced the contribution of low-threshold Ca2+ channels, 
while preserving burst discharges of nRt cells during the induction protocol, by using a low concentration of Ni2+ 
(100 µM), which preferentially blocks CaV3.2 channels2,44. In this condition, although CaV3.3-mediating bursting 
during the train stimulation was still generated (Fig. 3a), no potentiation of postsynaptic responses occurred 
(3.7 ± 10.3% increase in the derivative of the voltage responses, n = 6, p > 0.05, two-sided paired t test).

To directly test whether repetitive photoactivation increases CaV3 channel contribution, we elicited 
low-threshold Ca2+ currents by brief somatic hyperpolarizing steps applied to nRt cells voltage-clamped at 
−50 mV (Fig. 3b,c). To prevent non-clampable action currents during Ca2+ current activation, we included the 
Na+ channel blocker QX-314 in the intracellular solution. Train stimulation of cortical inputs in current-clamp 
mode (in cells hyperpolarized below −70 mV) increased the peak amplitude of whole-cell Ca2+ currents (by 
49.7 ± 7.6%, n = 9, p < 0.01, two-sided paired t test; Fig. 3c). This potentiation was sensitive to CaV3.2 channel 
blockade. First, residual CaV3.3-mediated currents elicited in the presence of Ni2+ were not modified by train 
stimulation (14.0 ± 11.7%, n = 7, p > 0.05, two-sided paired t test; Fig. 3b). Second, established levels of potentia-
tion could be reversed by Ni2+ application at the end of the recording, which reset the peak amplitudes to baseline 
values (from 52.5 ± 9.8% to −4.8 ± 8.5%, n = 6, p < 0.01, two-sided paired t test; Fig. 3b). Next, we confirmed the 
involvement of GluN2C-NMDARs (Fig. 3c). The potentiation of low-threshold Ca2+ currents still occurred in 
the presence of the GluN2A-preferring blocker NVP-AAM077 (41.9 ± 14.1%, n = 6, p < 0.05, two-sided paired t 
test), and of the GluN2B-selective blocker CP-101.606 (38.5 ± 9.5%, n = 7, p < 0.05, two-sided paired t test), but 
was prevented by GluN2C receptor blockade with PPDA (14.2 ± 5.5%, n = 6, p > 0.05, two-sided paired t test). 
The extent of Ca2+ current increase in PPDA was comparable to the slight increase observed in Ntsr1-Cre+/+ 
mice lacking ChR2 expression (14.2 ± 5.5%, n = 6, p > 0.05, two-sided paired t test), indicating that Ca2+ currents 
may be affected by the hyperpolarization applied during the induction protocol or by the prolonged whole-cell 
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Figure 2.  Repetitive corticoreticular activation induces a GluN2C-NMDAR-dependent increase in nRt 
excitability. (a) Left, time course of corticoreticular EPSP slope (analysed for % peak amplitude of the 
differential of the voltage signal, dV/dt) and of the membrane potential (Vm) during baseline and after repetitive 
photostimulation (n = 6). Right: top, example response elicited by the train stimulation (10 Hz), which was 
repeated 30 times every 30 s; middle, examples of EPSPs during baseline and after induction, showing the 
increase in low-threshold firing, which is quantified in the bar graph (n = 9); bottom, example of average 
EPSPs and corresponding differential traces during baseline (1) and at the end of the recording (2). (b) Same 
representation as in (a) for experiments conducted in the presence of PPDA (500 nM, n = 8). (c) Left, time 
course of corticoreticular EPSCs recorded at −70 mV and of holding current (Ihold) during baseline and after 
repetitive photostimulation (n = 6), indicating no change in AMPAR-mediated transmission. Right, examples 
of responses elicited during the train stimulation (performed in current-clamp) and average EPSCs recorded 
during baseline (1) and at the end of the recording (2). *p < 0.05, **p < 0.01, two-sided paired t test.
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Figure 3.  GluN2C-NMDAR-dependent increase in low-threshold Ca2+ currents. (a) Left, time course of 
corticoreticular EPSP slope (analysed for % peak amplitude of the differential of the voltage signal, dV/dt) and 
of the membrane potential (Vm) during baseline and after repetitive photostimulation in the presence of Ni2+ 
(100 µM, n = 6). Right, example response elicited by the train stimulation and average EPSPs with corresponding 
differential traces during baseline (1) and at the end of the recording (2). Of note, nRt bursting during the induction 
protocol was not blocked by 100 µM Ni2+. However, Ni2+ prevented EPSP potentiation. (b) Left, time course of 
low-threshold Ca2+ currents elicited at the offset of brief hyperpolarizations (from −50 mV to −100 mV, 125 ms) 
during baseline and after repetitive corticoreticular stimulation. The series ‘ctr’ (black, n = 6) contains a subset of 
recordings from panel (c) (4 cells from the group ‘no drug’, 2 cells from the group ‘NVP’), in which 100 µM Ni2+ 
was superfused at the end of the recording. The series ‘Ni2+’ (red, n = 7) contains recordings performed in the 
constant presence of 100 µM Ni2+. Right, example responses elicited by the train stimulation and average Ca2+ 
currents in the time windows indicated by the numbers. (c) Left, time course of Ca2+ currents during baseline 
and after repetitive corticoreticular stimulation in control experiments (no drug, n = 9), in the presence of NVP-
AAM077 (NVP, 50 nM, n = 6), in the presence of CP-101.606 (CP, 10 µM, n = 7), in the presence of PPDA (500 nM, 
n = 6), and in ChR2-negative mice (Ntsr1-Cre+/+, n = 6). Right, average increase in Ca2+ currents in the different 
recording conditions. *p < 0.05, **p < 0.01, two-sided paired t test; **p < 0.01, Mann-Whitney test for panel (c).
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recording. However, the % changes in these series were significantly different from the level of potentiation 
reached in Ntsr1-Cretg/+ mice with no drug (Mann-Whitney test, p < 0.01; Fig. 3c).

Altogether, these data indicate that repetitive photoactivation of cortical afferents increases postsynaptic 
responses and excitability of nRt cells. This form of plasticity requires GluN2C-NMDARs for its induction and 
results in the augmented contribution of CaV3 channels, most likely of the CaV3.2 subtype, to postsynaptic excit-
ability. Importantly, low-threshold Ca2+ currents isolated in voltage-clamp can be potentiated independently of 
postsynaptic potentials, indicating that the augmented recruitment of CaV3 channels in current-clamp recordings 
is not a consequence of increased glutamatergic drive, but is due to a modification in CaV3 channel expression or 
activation properties.

Repetitive corticoreticular activation modulates cortical oscillations.  We asked whether repetitive 
photoactivation of corticoreticular afferents as performed in vitro could effectively modulate thalamocortical 
excitability in the intact animal. In Ntsr1-Cretg/+ mice anaesthetized with urethane (2-2.5  mg/g i.p.) we monitored 
cortical oscillations by recording local field potentials (LFPs) in the somatosensory cortex S1 (Fig. 4a). Urethane 
anaesthesia was chosen as it allows for prolonged recordings and it generates both periods of highly synchro-
nized brain oscillations and periods of lower synchronization and higher excitability, which has been suggested 
to reproduce the physiological sequence of NREM and REM sleep45,46. During baseline recordings performed 
>1.5 h after urethane injection, cortical LFPs displayed high occurrence of synchronized oscillations in the low 
frequency range (0.5–1.25 Hz; slow oscillations, SOs), which dominated the power spectrum for the majority 
of the recording time (i.e. SO power contributed by at least 50% to the total power calculated in 4-s epochs; 
Fig. 4b–d). We then stimulated ChR2-expressing corticothalamic fibers with brief laser flashes (0.5 ms) delivered 
with an optic fiber positioned above the nRt. The resulting activation of the thalamocortical system was demon-
strated by the phasic responses appearing in S1 (Fig. 4a). Repetitions of 10 Hz train stimulations (30 times, as per-
formed in the experiments in vitro) resulted in a long-lasting modification of the spectral profile of cortical LFPs. 
The pronounced peak in the 0.5–1.25 Hz frequency range in the LFP power spectrum was strongly decreased, 
while an additional component appeared in the delta frequency range (δ, 1.25–4 Hz) (two-way repeated measures 
ANOVA, F17, 108 = 8.59, p < 0.0001 for frequency x stimulation interaction, Fig. 4c). Consistently, the occurrence 
of episodes dominated by SOs substantially diminished (from 46.7 ± 7.9% during baseline to 18.5 ± 10.6% during 
the last 20 min of recording; n = 7, p = 0.08, Wilcoxon test), whereas periods dominated by δ oscillations occurred 
throughout the post-induction phase (13.0 ± 5.5% during baseline vs. 59.9 ± 13.6% during the last 20 min of 
recording; n = 7, p < 0.05, Wilcoxon test; Fig. 4d). Thalamocortical oscillations were not affected by the prolonged 
recording sessions, nor modified by the laser stimulation per se, as the power spectrum and the occurrence of SOs 
and δ oscillations were on average unaltered in Ntsr1-Cre+/+ mice not expressing ChR2 (n = 5, two-way repeated 
measures ANOVA, F17, 72 = 0.822, p > 0.05 for frequency x stimulation interaction; Fig. 4c,d).

To investigate the involvement of NMDARs at corticoreticular synapses, we tested the effect of local blockade 
with the irreversible open channel blocker MK-801, which was injected in the nRt prior to the positioning of the 
optic fiber (2 injection sites, 4 µg of MK-801 each). Correct targeting of the drug was verified by concomitant 
injection of Alexa 594 (Fig. 4d). With MK-801 injection, but not in control experiments with vehicle injection 
(Fig. S2a), the photoactivated modulation of cortical LFP power spectrum was prevented (two-way repeated 
measures ANOVA, F17, 90 = 1.13, p > 0.05 for frequency x stimulation interaction, Fig. 4c) and the relative domi-
nance of SOs and δ oscillations was not affected (from 27.6 ± 9.7% and 21.7 ± 7.4% during baseline to 29.1 ± 7.5% 
and 25.9 ± 8.4% during the last 20 min of recording, for SOs and δ oscillations, respectively, n = 6, p > 0.05, 
Wilcoxon test; Fig. 4d). These results were replicated in experiments with systemic application of MK-801 (2 mg/
kg), in which neither the power spectrum (two-way repeated measures ANOVA, F17, 72 = 0.79, p > 0.05 for fre-
quency x stimulation interaction) nor the contribution of SOs and δ oscillations was changed (dominance: from 
19.1 ± 6.4% and 25.6 ± 5.6% during baseline to 19.4 ± 8.0% and 35.9 ± 10.8% during the last 20 min of recording 
for SOs and δ oscillations, respectively, n = 5, p > 0.05, Wilcoxon test; Fig. S2b). Of note, NMDAR blockade 
appeared to affect thalamocortical oscillations under baseline condition, as the contribution of SOs to the total 
power spectrum with MK-801 was lower as compared to drug-free recordings (Fig. 4d and Fig. S2). However, 
blockade of thalamic NMDARs did not induce a shift in the baseline LFP power spectrum (Fig. 4c,d), suggesting 
that the effects of cortical photoactivation could not be occluded by MK-801.

Altogether, these data indicate that repetitive corticoreticular stimulation in vivo induces a long-term, 
NMDAR-dependent modulation of thalamocortical oscillations, consistent with the NMDAR-dependent altera-
tions in nRt excitability described in vitro.

Discussion
Our work identifies a novel form of synaptic plasticity between cortex and nRt that specifically requires 
GluN2C-NMDARs on nRt cells. This plasticity is expressed through a potentiated recruitment of T-type Ca2+ 
channels via corticoreticular synapses, resulting in enhanced firing of nRt cells in response to cortical glutamate 
release. Through analogous plasticity-promoting stimulation in vivo, we induced a long-term modification of 
thalamocortical synchronization in the corresponding areas of the anaesthetized somatosensory cortex that also 
depends on NMDAR activation in the nRt. Together, this work suggests that GluN2C-NMDARs can augment 
nRt responsiveness to cortical inputs in the long-term, which affects cortical synchronization related to states of 
low arousal, in our case anaesthesia.

The involvement of GluN2C-NMDARs is a unique aspect of this plasticity. The thalamus is one of the forebrain 
structures most strongly expressing this NMDAR subtype47,48. Compared to the GluN2A- and GluN2B-NMDARs 
that predominate at forebrain synapses, GluN2C-NMDARs were so far described most extensively in cerebellar 
granule cells, where they are recruited by mossy fiber inputs both synaptically and extrasynaptically and are 
implicated in cerebellar synaptic plasticity49,50. The role of GluN2C-NMDARs in non-cerebellar brain areas, 

http://S2a
http://S2b
http://S2


www.nature.com/scientificreports/

8Scientific Reports | 7: 12271  | DOI:10.1038/s41598-017-12552-8

Figure 4.  NMDAR-dependent modulation of thalamocortical oscillations in vivo. (a) Left, experimental 
settings for in vivo optogenetic stimulation of corticoreticular fibers. Inset shows the trajectory of the optic 
fiber positioned on top of the nRt, and the electrocoagulation marking the position of the electrode in S1. 
Right, example of cortical LFPs showing low-frequency oscillations typical for urethane anaesthesia, and 
representative responses to laser stimulation elicited in Ntsr1-Cretg/+ mice, whereas Ntsr1-Cre+/+ mice lacked 
evoked responses. (b) Raw cortical LFP traces (top), power spectrum from wavelet analysis (middle) and 
power diagram for total power, for SOs (0.5–1.25 Hz) and δ oscillations (1.25–4 Hz) (bottom) during a 200-s 
long period, before and after train stimulation. Thick lines in the power diagram represent epochs in which 
SOs (blue) or δ oscillations (purple) were dominant, i.e. contribute to ≥ 50% of the total power. (c) Mean power 
spectra during baseline (black) and at 10–30 min after train stimulation (green) in Ntsr1-Cretg/+ (n = 7, left), 
Ntsr1-Cre+/+ (n = 5, middle), and Ntsr1-Cretg/+ mice with local injection of MK-801 (n = 6, right). Red thick 
line indicates the frequency range where a significant difference occurred (**p < 0.01, post hoc Fisher’s LSD 
test after two-way repeated measures ANOVA on 1-Hz-binned values). Representative cortical LFP stretches 
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including nRt, has been based on GluN2C-deficient mice or GluN2C-expressing cultured cells37,51,52, owing to 
the poor selectivity of GluN2-directed pharmacological tools43,53. Recently developed subtype-specific drugs 
provide new impetus in advancing the field54,55. In our case, the allosteric potentiator for GluN2C/2D subunits 
CIQ augmented NMDAR-EPSCs, and its effect was antagonized by PPDA at concentrations that predominantly 
block GluN2C/2D-NMDARs. Considering the slow decay of currents carried by GluN2D-NMDARs, which was 
not seen in our recordings, and the low thalamic expression of the GluN2D subunit after the first postnatal 
days38,56, our data indicate that GluN2C-NMDARs are recruited by corticoreticular synapses, as already sug-
gested by comparison of current-voltage relationships between wild-type and GluN2C-knock out mice37. Even if 
GluN2A-NMDARs were partially blocked by PPDA, the extent of its effect - on isolated NMDAR-EPSCs and on 
Ca2+ current potentiation - compared to the GluN2A-preferring antagonist NVP-AAM07757,58 still argues for an 
unusually large synaptic GluN2C component. In our acute slice recordings, we did not observe consistent effects 
with DQP-1105, a compound that displays high selectivity for recombinant rat and human GluN2C/2D chan-
nels41. It has to be mentioned that NMDAR properties, including pharmacological sensitivity, can be modified by 
the presence of triheteromeric NMDARs43,53, and this is also the case for GluN2C subunits that can coassemble 
into triheteromers with GluN2A49,59. Therefore, the pharmacological profile we present strongly argues for native 
GluN2C-NMDARs at corticoreticular synapses, although it remains open whether GluN2C is integrated into 
tri- or diheteromers.

GluN2C-NMDARs display low sensitivity to Mg2+, which implies that they can open around resting mem-
brane potentials43. We showed previously that PPDA, but not CP-101.606, decelerates the decay kinetics of 
EPSCs recorded at −70 mV at thalamoreticular synapses35, consistent with a GluN2C-mediated component. 
Here, we show that corticoreticular EPSPs also contain a PPDA-sensitive component when elicited from a com-
parable potential. In addition, we observed a hyperpolarizing action of PPDA that is consistent with a tonic 
NMDAR-current active at resting membrane potential, which was proposed to modulate nRt excitability38.

A further atypical aspect of the GluN2C-NMDAR-mediated plasticity is the mechanism of expression, as it 
does not involve a potentiation in postsynaptic glutamate receptors, but an increase in low-threshold Ca2+ cur-
rents. Moreover, the plasticity affects not only local Ca2+ spikes recruited by synaptic stimulation (Fig. 2a), but 
also extends to whole-cell currents elicited by somatic hyperpolarization (Fig. 3b,c), which is likely to globally 
enhance the responsiveness of nRt cells to glutamatergic inputs, including tonic forms, such as those mediated 
by the GluN2C-NMDARs shown here. The intracellular mechanisms leading to the enhanced contribution of 
Ca2+ currents remain to be elucidated. Potentiation of low-threshold Ca2+ currents was prevented by low con-
centrations of Ni2+, which preferentially blocks CaV3.2 channels. Interestingly, the CaV3.2 isoform exhibits fea-
tures that favor use-dependent regulation, such as high sensitivity to redox agents and intracellular kinases60. In 
addition, there are indications for a bidirectional regulation of CaV3.2 channels and NMDARs. On the one hand, 
CaV3.2-mediated local Ca2+ influx can regulate synaptic NMDAR transmission in an activity-dependent man-
ner61. On the other hand, Ca2+ influx initiated by NMDARs can activate intracellular cascades that phosphorylate 
CaV3.2 channels and induce a shift in the activation curve that facilitates their recruitment62.

Altered burst discharge propensity in thalamus as a result of activity-dependent forms of synaptic plasticity 
has been reported for the reciprocal synapses between nRt and TC cells, and involves persistent changes in 
synaptic strength of inhibitory nRt-TC synapses63,64 and excitatory thalamoreticular synapses35. A presynapti-
cally expressed form of plasticity at corticothalamic synapses that strengthens glutamate release has also been 
described65. However, in these reports, the consequences on rhythm generation in the in vivo situation were not 
addressed. In the current study we show that synaptic plasticity at the level of thalamus is highly relevant for the 
state of synchronization in cortex. The exact consequences of this plasticity on thalamus need to be further elab-
orated through direct recordings of nRt and TC cells. We speculate that the corticoreticular plasticity described 
here enhances nRt excitability and induces a net increase in the inhibitory drive onto TC neurons. The resulting 
hyperpolarization of TC cells drives intrinsic thalamic clock-like oscillations in the δ range - which is consistent 
with the shift in the spectral landscape observed in our recordings in anesthetized animals and which is reminis-
cent of the δ wave promotion through direct stimulation of the nRt66. Corticoreticular plasticity may co-occur 
with TC cell intrinsic plasticity triggered by low-frequency TC bursting (<1 Hz, shown by Sieber et al.64), also 
resulting in increased inhibitory drive, to promote the shift from cortical slow oscillations to δ rhythm during 
sleep. On the other hand, the plasticity described by Pigeat et al.63 might represent a subsequent mechanism to 
exit from δ oscillations, as it involves depression of GABAergic currents in TC cells upon synaptic activation in 
the δ range (1.6 Hz).

Previous optogenetic manipulations of nRt activity in vivo relied on direct stimulation of reticular neurons 
in vesicular GABA transporter (VGAT)-ChR2 mice, which could reproduce sleep spindles or rapidly increase 
slow-wave activity in the δ range, depending on the intensity and duration of the stimulus66,67. Here, we show 
that promotion of δ oscillations by the nRt can be effectively induced by a form of plasticity that is triggered 
synaptically rather than through direct somatic excitation. Phasic stimulation (<1 ms) of glutamatergic cortical 
afferents appears to be more effective than direct tonic photoactivation of nRt cells, as the resulting alterations in 
thalamocortical oscillations were not only transient66,67, but lasted for at least 30 min after induction. Thus, our 
results extend recent data showing that corticoreticular communication varies in the short-term and is important 
for thalamic excitability18,22. The effect we present here is likely to be very powerful, given that we found it to over-
come a drug-induced thalamocortical synchrony and to promote a shift towards activity at higher frequencies. 

and photoactivated responses are displayed in the insets. (d) Time course of % dominance of SOs (blue) and δ 
oscillations (purple) in the three experimental series shown in (c). Fluorescence image shows verification of the 
injection site for MK-801 with Alexa 594. *p < 0.05, Wilcoxon test.
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It also argues in favor of a broader role for thalamic plasticity as potential mechanism whereby the spectral com-
position of sleep can be modulated. During sleep and states of anaesthesia, a primary effect of layer 6 input is to 
recruit and synchronize thalamically generated rhythms into the sequence of thalamocortical waves typical for 
these low-arousal states68. For example, sleep spindles occur preferentially during activated states of the slow 
oscillation12,68,69 and can be triggered by burst discharge in nRt45,67, presumably through non-NMDA-mediated 
EPSPs at cortico-nRt synapses20,70. Furthermore, mGluR-dependent activation of nRt cells through cortical affer-
ents can recruit thalamus into slow wave generation (for review, see71). Strengthening of corticoreticular inputs, 
thus, seems to be a key mechanism through which thalamic components of sleep and anaesthesia could be modi-
fied. In our conditions, the urethane-induced attenuation of thalamocortical activity might have favored the mod-
ulation of low-frequency components of the spectrum rather than spindle waves. Therefore, similar experiments 
conducted in sleeping animals are needed to determine whether sleep spindle generation can also be modified as 
a result of corticoreticular plasticity. Another interesting aspect concerns the topology of corticoreticular plas-
ticity and of the resulting δ wave appearance across cortical areas. As corticothalamic cells located in the upper 
and lower layer 6 differentially innervate nRt regions and dorsal thalamic nuclei15, it is possible that localized pho-
tostimulation in specific portions of the layer 6 will have a different impact on both the intensity and the spatial 
extent of cortical wave modulation.

Our parallel in vitro and in vivo approaches indicate that GluN2C-NMDAR-mediated synaptic excitation is inte-
gral for a flexible corticoreticular communication. Therefore, we propose that the plasticity described here could 
be a potential key regulator for various forms of thalamocortical crosstalk during arousal states. We also propose 
that impaired corticoreticular plasticity due to deficient coupling between GluN2C-NMDARs and low-threshold 
Ca2+ channels might be a factor in pathophysiological conditions involving nRt excitability5,72. Notably, GluN2C 
expression is decreased at thalamic sites in schizophrenic patients73,74, who also exhibit specific alterations in nRt 
rhythmogenesis, i.e. a reduction in sleep spindles75. Our results bring further evidence to the link between thalamic 
NMDAR hypofunction and the emergence of aberrant thalamic oscillations related to schizophrenic symptoms38, 
and are also in line with the proposed role of low-threshold CaV3 channel dysfunction in schizophrenia76,77.

Methods
Animal handling.  All animal care procedures and experimental methods were in accordance with the Swiss 
Federal Guidelines for Animal Experimentation and were approved by the Veterinary Office of the Canton de 
Vaud. Animals were kept in the institute’s animal facility with food and water ad libitum. Female homozygous 
B6;129S-Gt(ROSA)26Sortm32(CAG-COP4*H134R/EYFP)Hze/J mice (Ai3234), were crossed with tg/+ males from the Ntsr1-
Cre line (B6.FVB(Cg)-Tg(Ntsr1-cre)GN220Gsat/Mmucd) line33, yielding Cre-positive animals expressing ChR2 
in cortical layer 6 pyramidal cells (Ntsr1-Cre x ChR2tg/+) and Cre-negative control littermates (Ntsr1-neg x 
ChR2tg/+), referred to as Ntsr1-Cretg/+ and Ntsr1-Cre+/+, respectively.

In vitro electrophysiological recordings.  Acute horizontal brain slices (300 μm-thick) were prepared 
from animals of either sex, as previously described25, between postnatal day P18 and P28, unless otherwise 
indicated (P40–48 for PPDA effect in older mice). In the recording chamber, slices were constantly superfused 
with oxygenated artificial CSF (ACSF) at 30–32 °C containing (in mM): 125 NaCl, 25 NaHCO3, 2.5 KCl, 1.25 
NaH2PO4, 1.2 MgCl2, 2 CaCl2, 25 glucose, 1.7 L( + )-ascorbic acid, 0.01 glycine, 0.1 picrotoxin. Visually identi-
fied nRt neurons were whole-cell patched with borosilicate glass pipettes (TW150F-4, WPI). For voltage-clamp 
recordings with NMDAR pharmacology, pipettes (3–4 MΩ) were filled with (in mM): 127 CsGluconate, 10 
HEPES, 2 BAPTA, 6 MgCl2, 2 Mg-ATP, 0.2 Na-GTP, 10 phosphocreatine, 2.5 QX-314 (290–300 mOsm, pH 7.2–
7.3). A liquid junction potential of −8 mV was corrected for. After recording AMPAR-mediated responses at 
−70 mV, the membrane potential was slowly switched to +40 mV, and DNQX (0.01–0.04 mM) was added to the 
perfusate to isolate the NMDAR-mediated current. GluN2-directed blockers - NVP-AAM077 (Novartis Pharma), 
CP-101.606 (Pfizer Pharmaceuticals), PPDA and DQP-1105 (Tocris Bioscience) - were superfused after > 8 min 
of stable baseline, and their action was assessed after > 5 min of a steady blockade. Current-clamp and plasticity 
recordings were performed with pipettes (2–3 MΩ) filled with an intracellular solution containing (in mM): 
140 KMeSO4, 10 KCl, 10 HEPES, 0.1 EGTA, 4 Mg-ATP, 0.2 Na-GTP, 10 phosphocreatine (290–300 mOsm, pH 
7.2–7.3). A liquid junction potential of −10 mV was not taken into account. Decay times of EPSPs were ana-
lysed by double exponential fit from average traces recorded during baseline and in PPDA. Only EPSPs not con-
taminated by low-threshold spikes or spontaneous events were considered. For this comparison, the membrane 
potential in PPDA was reset to baseline values by direct current (DC) injections. For Ca2+ current recordings in 
plasticity experiments, QX-314 was added to the intracellular solution, and CP-101.606 and PPDA were dissolved 
in DMSO that in the final solution had a concentration < 0.01%, to exclude unspecific inhibition of CaV3 chan-
nels78. Ca2+ currents were elicited by 125-ms long hyperpolarizing steps from −50 mV to −100 mV. A baseline of 
stable Ca2+ currents of 5 min was measured in voltage-clamp before the cell was switched to current-clamp mode 
for conditioning, and voltage-clamp was resumed right after the end of the stimulation protocol. Current-clamp 
recordings were conducted with automatic bridge-balance of pipette resistance. Fluctuations in the membrane 
potential were corrected by DC injections. Layer 6 afferents were photostimulated with brief (0.1–1 ms) LED 
flashes (470 nm Optoled Lite, Cairn Research) controlled via a Master8 Pulse stimulator (A.M.P.Instruments). 
The intensity of the whole-field illumination was adjusted to elicit reliable monophasic currents (max 20 mW). 
Paired-pulse facilitation and constant response latency were monitored to exclude disynaptic activation of tha-
lamic inputs onto nRt cells. The stimulation protocol for plasticity induction consisted of 10 stimuli at 10 Hz deliv-
ered every 30 s and repeated 30 times. Series resistance (Rs) and input resistance (Ri) were monitored throughout 
recordings by brief voltage and current pulses, for voltage- and current-clamp recordings, respectively, and data 
were rejected for Rs and Ri changes > 20%. Data were acquired through Digidata1320A/1322 A digitizers. Signals 
were amplified through a Multiclamp700B amplifier (Molecular Devices), sampled at 20 kHz and filtered at 
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10 kHz using Clampex10 (Molecular Devices). Clampfit10 (Molecular Devices) and Igor Pro 6 (WaveMetrics) 
were used for data analysis.

In vivo electrophysiological recordings.  During surgery, male mice of 6–10 weeks of age were anaes-
thetized with isoflurane. Two craniotomies were opened on the left hemisphere under stereotaxic coordinates to 
allow for subsequent acute positioning of the recording electrode in somatosensory cortex S1 and the optic fiber 
above the nRt (interaural coordinates, in mm: S1 +2.1 AP, +3.0 L; nRt +2.1 AP, +2.2 L). A head implant was fixed 
to the skull with cyanoacrylate glue and surrounded by a recording chamber in dental cement. A silver wire was 
fixed to the inner wall of the chamber to serve as a reference electrode during recording. After 1–2 days, mice 
were deeply anaesthetized with urethane (2-2.5 mg/g, i.p.) and fixed to the recording frame via the head implant. 
A tungsten microelectrode (FHC, 10–12 MΩ) was lowered into deep cortical layers of S1 (−0.98 mm, at 45°) 
for local field potential (LFP) recording, and an optic fiber (0.2 mm diameter) was slowly descended above the 
nRt (−2.8 mm) for optogenetic stimulation. The recording chamber was filled with 0.9% NaCl. For local drug 
injection in the thalamus, a 33 G Hamilton needle was lowered to the nRt and 0.5 µl of ACSF containing MK-801 
and 25 mM Alexa 594 were slowly delivered at 3.2 mm and 3 mm from the cortical surface. At each injection 
site, MK-801 was injected at a dose of 4 µg. Subsequently, the needle was slowly retracted and the optic fiber 
was descended. The same procedure was used for control experiments with vehicle injections. Photoactivation 
of ChR2-expressing corticothalamic fibers was performed with 10 stimuli of 0.5 ms at 10 Hz delivered 30 times 
every 30 s with a 473 nm laser (Rapp Optoelectronics, ~10–50 mW at the exit of the optic fiber). At the end of 
each experiment, the recording site in S1 was marked by a brief electrocoagulation (50 µA, 8 s), and the animal 
was perfused intracardially with 4% paraformaldehyde dissolved in phosphate buffer after receiving an overdose 
of pentobarbital. Fluorescence imaging was performed on 100 µm-thick slices to verify the site of recording, 
the drug diffusion after local injection and the trajectory of the optic fiber in the tissue. Electrophysiological 
signals were acquired at 1 kHz with a Plexon MAP2 system (preamplifier board: 0.07–300 Hz; high impedance 
headstage: AC 0.8 Hz–54 kHz) and analysed with Igor 6 (Wavemetrics). Time-frequency decomposition was per-
formed using a Morlet wavelet transform between 0.05 s and 2 s, corresponding to the frequency band 0.5–20 Hz, 
with a scale resolution factor of 0.125. Power spectra were averaged for periods of 20 min prior to and between 
min 10–30 after laser stimulation. Dominance of slow oscillations (SOs, 0.5–1.25 Hz) and delta oscillations (δ, 
1.25–4 Hz) was defined for 4-s epochs in which the power in the respective frequency band was ≥ 50% of the total 
power. Limits of the frequency bands for SOs and δ oscillations were chosen based on the scale factor used for 
wavelet analysis, in order to balance the number of discrete frequency points used to calculate mean power values 
(12 points for SOs and 14 points for δ oscillations).

Statistics.  Statistical analyses were performed using Prism 6 (GraphPad Software) setting an alpha level 
of 0.05. The choice of parametric and non parameteric tests was based on normal distribution of the data 
(Shapiro-Wilk normality test). Comparison within series (drug action on synaptic currents and plasticity) was 
done with two-sided paired t test on absolute values. Comparison of LFP power spectra was performed on 1 
Hz-binned data with two-way repeated measures ANOVA, for the factors frequency and stimulation, followed by 
post hoc Fisher’s LSD test. All data are presented as mean ± s.e.m.

Data Availability.  The datasets generated during and analysed during the current study are available from 
the corresponding authors on reasonable request.

References
	 1.	 Fuentealba, P. & Steriade, M. The reticular nucleus revisited: intrinsic and network properties of a thalamic pacemaker. Prog 

Neurobiol 75, 125–141 (2005).
	 2.	 Astori, S., Wimmer, R. D. & Lüthi, A. Manipulating sleep spindles - expanding views on sleep, memory, and disease. Trends Neurosci 

36, 738–748 (2013).
	 3.	 Halassa, M. M. & Acsády, L. Thalamic inhibition: diverse sources, diverse scales. Trends Neurosci 39, 680–693, https://doi.

org/10.1016/j.tins.2016.08.001 (2016).
	 4.	 Pinault, D. The thalamic reticular nucleus: structure, function and concept. Brain Res Brain Res Rev 46, 1–31, https://doi.

org/10.1016/j.brainresrev.2004.04.008 (2004).
	 5.	 Ahrens, S. et al. ErbB4 regulation of a thalamic reticular nucleus circuit for sensory selection. Nat Neurosci 18, 104–111, https://doi.

org/10.1038/nn.3897 (2015).
	 6.	 Wimmer, R. D. et al. Thalamic control of sensory selection in divided attention. Nature 526, 705–709, https://doi.org/10.1038/

nature15398 (2015).
	 7.	 Swadlow, H. A. & Weyand, T. G. Corticogeniculate neurons, corticotectal neurons, and suspected interneurons in visual cortex of 

awake rabbits: receptive-field properties, axonal properties, and effects of EEG arousal. J Neurophysiol 57, 977–1001 (1987).
	 8.	 Thomson, A. M. Neocortical layer 6, a review. Front Neuroanat 4, 13, https://doi.org/10.3389/fnana.2010.00013 (2010).
	 9.	 Wang, W., Andolina, I. M., Lu, Y., Jones, H. E. & Sillito, A. M. Focal gain control of thalamic visual receptive fields by layer 6 

corticothalamic feedback. Cereb Cortex, doi:10.1093/cercor/bhw376 (2016).
	10.	 Zhou, Y. et al. Preceding inhibition silences layer 6 neurons in auditory cortex. Neuron 65, 706–717, https://doi.org/10.1016/j.

neuron.2010.02.021 (2010).
	11.	 Briggs, F. & Usrey, W. M. Emerging views of corticothalamic function. Curr Opin Neurobiol 18, 403–407, https://doi.org/10.1016/j.

conb.2008.09.002 (2008).
	12.	 Peyrache, A., Battaglia, F. P. & Destexhe, A. Inhibition recruitment in prefrontal cortex during sleep spindles and gating of 

hippocampal inputs. Proc Natl Acad Sci USA 108, 17207–17212, https://doi.org/10.1073/pnas.1103612108 (2011).
	13.	 Contreras, D. & Steriade, M. Spindle oscillation in cats: the role of corticothalamic feedback in a thalamically generated rhythm. J 

Physiol 490, 159–179 (1996).
	14.	 Mease, R. A., Sumser, A., Sakmann, B. & Groh, A. Corticothalamic spike transfer via the L5B-POm pathway in vivo. Cereb Cortex 

26, 3461–3475, https://doi.org/10.1093/cercor/bhw123 (2016).
	15.	 Deschênes, M., Veinante, P. & Zhang, Z. W. The organization of corticothalamic projections: reciprocity versus parity. Brain Res 

Brain Res Rev 28, 286–308 (1998).

http://dx.doi.org/10.1016/j.tins.2016.08.001
http://dx.doi.org/10.1016/j.tins.2016.08.001
http://dx.doi.org/10.1016/j.brainresrev.2004.04.008
http://dx.doi.org/10.1016/j.brainresrev.2004.04.008
http://dx.doi.org/10.1038/nn.3897
http://dx.doi.org/10.1038/nn.3897
http://dx.doi.org/10.1038/nature15398
http://dx.doi.org/10.1038/nature15398
http://dx.doi.org/10.3389/fnana.2010.00013
http://dx.doi.org/10.1016/j.neuron.2010.02.021
http://dx.doi.org/10.1016/j.neuron.2010.02.021
http://dx.doi.org/10.1016/j.conb.2008.09.002
http://dx.doi.org/10.1016/j.conb.2008.09.002
http://dx.doi.org/10.1073/pnas.1103612108
http://dx.doi.org/10.1093/cercor/bhw123


www.nature.com/scientificreports/

1 2Scientific Reports | 7: 12271  | DOI:10.1038/s41598-017-12552-8

	16.	 Liu, X. B. & Jones, E. G. Predominance of corticothalamic synaptic inputs to thalamic reticular nucleus neurons in the rat. J Comp 
Neurol 414, 67–79 (1999).

	17.	 Crandall, S. R., Cruikshank, S. J. & Connors, B. W. A corticothalamic switch: controlling the thalamus with dynamic synapses. 
Neuron 86, 768–782, https://doi.org/10.1016/j.neuron.2015.03.040 (2015).

	18.	 Mease, R. A., Krieger, P. & Groh, A. Cortical control of adaptation and sensory relay mode in the thalamus. Proc Natl Acad Sci USA 
111, 6798–6803, https://doi.org/10.1073/pnas.1318665111 (2014).

	19.	 Paz, J. T. et al. A new mode of corticothalamic transmission revealed in the Gria4-/- model of absence epilepsy. Nat Neurosci 14, 
1167–1173, https://doi.org/10.1038/nn.2896 (2011).

	20.	 Gentet, L. J. & Ulrich, D. Electrophysiological characterization of synaptic connections between layer VI cortical cells and neurons 
of the nucleus reticularis thalami in juvenile rats. Eur J Neurosci 19, 625–633 (2004).

	21.	 Golshani, P., Liu, X. B. & Jones, E. G. Differences in quantal amplitude reflect GluR4-subunit number at corticothalamic synapses on 
two populations of thalamic neurons. Proc Natl Acad Sci USA 98, 4172–4177, https://doi.org/10.1073/pnas.061013698 (2001).

	22.	 Crandall, S. R., Govindaiah, G. & Cox, C. L. Low-threshold Ca2+ current amplifies distal dendritic signaling in thalamic reticular 
neurons. J Neurosci 30, 15419–15429 (2010).

	23.	 Pellegrini, C., Lecci, S., Lüthi, A. & Astori, S. Suppression of sleep spindle rhythmogenesis in mice with deletion of CaV3.2 and 
CaV3.3 T-type Ca2+ channels. Sleep 39, 875–885, https://doi.org/10.5665/sleep.5646 (2016).

	24.	 Rovó, Z. et al. Phasic, nonsynaptic GABA-A receptor-mediated inhibition entrains thalamocortical oscillations. J Neurosci 34, 
7137–7147, https://doi.org/10.1523/JNEUROSCI.4386-13.2014 (2014).

	25.	 Astori, S. et al. The CaV3.3 calcium channel is the major sleep spindle pacemaker in thalamus. Proc Natl Acad Sci USA 108, 
13823–13828 (2011).

	26.	 Deleuze, C. & Huguenard, J. R. Two classes of excitatory synaptic responses in rat thalamic reticular neurons. J Neurophysiol 116, 
995–1011, https://doi.org/10.1152/jn.01121.2015 (2016).

	27.	 Golshani, P. & Jones, E. G. Synchronized paroxysmal activity in the developing thalamocortical network mediated by corticothalamic 
projections and “silent” synapses. J Neurosci 19, 2865–2875 (1999).

	28.	 Aeschbach, D., Dijk, D. J. & Borbély, A. A. Dynamics of EEG spindle frequency activity during extended sleep in humans: 
relationship to slow-wave activity and time of day. Brain Res 748, 131–136 (1997).

	29.	 Watson, B. O., Levenstein, D., Greene, J. P., Gelinas, J. N. & Buzsáki, G. Network homeostasis and state dynamics of neocortical sleep. 
Neuron 90, 839–852, https://doi.org/10.1016/j.neuron.2016.03.036 (2016).

	30.	 Eschenko, O., Mölle, M., Born, J. & Sara, S. J. Elevated sleep spindle density after learning or after retrieval in rats. J Neurosci 26, 
12914–12920, https://doi.org/10.1523/JNEUROSCI.3175-06.2006 (2006).

	31.	 Gais, S., Mölle, M., Helms, K. & Born, J. Learning-dependent increases in sleep spindle density. J Neurosci 22, 6830–6834 (2002). 
doi:20026697.

	32.	 Huber, R., Ghilardi, M. F., Massimini, M. & Tononi, G. Local sleep and learning. Nature 430, 78–81, https://doi.org/10.1038/
nature02663 (2004).

	33.	 Gong, S. et al. Targeting Cre recombinase to specific neuron populations with bacterial artificial chromosome constructs. J Neurosci 
27, 9817–9823, https://doi.org/10.1523/JNEUROSCI.2707-07.2007 (2007).

	34.	 Madisen, L. et al. A toolbox of Cre-dependent optogenetic transgenic mice for light-induced activation and silencing. Nat Neurosci 
15, 793–802, https://doi.org/10.1038/nn.3078 (2012).

	35.	 Astori, S. & Lüthi, A. Synaptic plasticity at intrathalamic connections via CaV3.3 T-type Ca2+ cannels and GluN2B-containing 
NMDA receptors. J Neurosci 33, 430–434 (2013).

	36.	 Richard, E. A., Khlestova, E., Nanu, R. & Lisman, J. E. Potential synergistic action of 19 schizophrenia risk genes in the thalamus. 
Schizophr Res. https://doi.org/10.1016/j.schres.2016.09.008 (2016).

	37.	 Zhang, Y., Buonanno, A., Vertes, R. P., Hoover, W. B. & Lisman, J. E. NR2C in the thalamic reticular nucleus; effects of the NR2C 
knockout. PLoS One 7, e41908, https://doi.org/10.1371/journal.pone.0041908 (2012).

	38.	 Zhang, Y., Llinás, R. R. & Lisman, J. E. Inhibition of NMDARs in the nucleus reticularis of the thalamus produces delta frequency 
bursting. Front Neural Circuits 3, 20, https://doi.org/10.3389/neuro.04.020.2009 (2009).

	39.	 Feng, B. et al. Structure-activity analysis of a novel NR2C/NR2D-preferring NMDA receptor antagonist: 1-(phenanthrene-2-
carbonyl) piperazine-2,3-dicarboxylic acid. Br J Pharmacol 141, 508–516, https://doi.org/10.1038/sj.bjp.0705644 (2004).

	40.	 Harney, S. C., Jane, D. E. & Anwyl, R. Extrasynaptic NR2D-containing NMDARs are recruited to the synapse during LTP of 
NMDAR-EPSCs. J Neurosci 28, 11685–11694, https://doi.org/10.1523/JNEUROSCI.3035-08.2008 (2008).

	41.	 Acker, T. M. et al. Mechanism for noncompetitive inhibition by novel GluN2C/D N-methyl-D-aspartate receptor subunit-selective 
modulators. Mol Pharmacol 80, 782–795, https://doi.org/10.1124/mol.111.073239 (2011).

	42.	 Ogden, K. K. & Traynelis, S. F. New advances in NMDA receptor pharmacology. Trends Pharmacol Sci 32, 726–733, https://doi.
org/10.1016/j.tips.2011.08.003 (2011).

	43.	 Paoletti, P., Bellone, C. & Zhou, Q. NMDA receptor subunit diversity: impact on receptor properties, synaptic plasticity and disease. 
Nat Rev Neurosci 14, 383–400, https://doi.org/10.1038/nrn3504 (2013).

	44.	 Lee, J. H., Gomora, J. C., Cribbs, L. L. & Perez-Reyes, E. Nickel block of three cloned T-type calcium channels: low concentrations 
selectively block α1H. Biophys J 77, 3034–3042 (1999).

	45.	 Barthó, P. et al. Ongoing network state controls the length of sleep spindles via inhibitory activity. Neuron 82, 1367–1379, https://doi.
org/10.1016/j.neuron.2014.04.046 (2014).

	46.	 Pagliardini, S., Greer, J. J., Funk, G. D. & Dickson, C. T. State-dependent modulation of breathing in urethane-anesthetized rats. J 
Neurosci 32, 11259–11270, https://doi.org/10.1523/JNEUROSCI.0948-12.2012 (2012).

	47.	 Karavanova, I., Vasudevan, K., Cheng, J. & Buonanno, A. Novel regional and developmental NMDA receptor expression patterns 
uncovered in NR2C subunit-beta-galactosidase knock-in mice. Mol Cell Neurosci 34, 468–480, https://doi.org/10.1016/j.
mcn.2006.12.001 (2007).

	48.	 Wenzel, A., Fritschy, J. M., Mohler, H. & Benke, D. NMDA receptor heterogeneity during postnatal development of the rat brain: 
differential expression of the NR2A, NR2B, and NR2C subunit proteins. J Neurochem 68, 469–478 (1997).

	49.	 Cathala, L., Misra, C. & Cull-Candy, S. Developmental profile of the changing properties of NMDA receptors at cerebellar mossy 
fiber-granule cell synapses. J Neurosci 20, 5899–5905 (2000).

	50.	 Rossi, P. et al. NMDA receptor 2 (NR2) C-terminal control of NR open probability regulates synaptic transmission and plasticity at 
a cerebellar synapse. J Neurosci 22, 9687–9697 (2002).

	51.	 Chung, C. et al. Neuroprotection mediated through GluN2C-containing N-methyl-D-aspartate (NMDA) receptors following 
ischemia. Sci Rep 6, 37033, https://doi.org/10.1038/srep37033 (2016).

	52.	 Hillman, B. G., Gupta, S. C., Stairs, D. J., Buonanno, A. & Dravid, S. M. Behavioral analysis of NR2C knockout mouse reveals deficit 
in acquisition of conditioned fear and working memory. Neurobiol Learn Mem 95, 404–414, https://doi.org/10.1016/j.
nlm.2011.01.008 (2011).

	53.	 Neyton, J. & Paoletti, P. Relating NMDA receptor function to receptor subunit composition: limitations of the pharmacological 
approach. J Neurosci 26, 1331–1333, https://doi.org/10.1523/JNEUROSCI.5242-05.2006 (2006).

	54.	 Brancaccio, M., Patton, A. P., Chesham, J. E., Maywood, E. S. & Hastings, M. H. Astrocytes control circadian timekeeping in the 
suprachiasmatic nucleus via glutamatergic signaling. Neuron 93, 1420–1435 e1425, https://doi.org/10.1016/j.neuron.2017.02.030 (2017).

http://dx.doi.org/10.1016/j.neuron.2015.03.040
http://dx.doi.org/10.1073/pnas.1318665111
http://dx.doi.org/10.1038/nn.2896
http://dx.doi.org/10.1073/pnas.061013698
http://dx.doi.org/10.5665/sleep.5646
http://dx.doi.org/10.1523/JNEUROSCI.4386-13.2014
http://dx.doi.org/10.1152/jn.01121.2015
http://dx.doi.org/10.1016/j.neuron.2016.03.036
http://dx.doi.org/10.1523/JNEUROSCI.3175-06.2006
http://dx.doi.org/10.1038/nature02663
http://dx.doi.org/10.1038/nature02663
http://dx.doi.org/10.1523/JNEUROSCI.2707-07.2007
http://dx.doi.org/10.1038/nn.3078
http://dx.doi.org/10.1016/j.schres.2016.09.008
http://dx.doi.org/10.1371/journal.pone.0041908
http://dx.doi.org/10.3389/neuro.04.020.2009
http://dx.doi.org/10.1038/sj.bjp.0705644
http://dx.doi.org/10.1523/JNEUROSCI.3035-08.2008
http://dx.doi.org/10.1124/mol.111.073239
http://dx.doi.org/10.1016/j.tips.2011.08.003
http://dx.doi.org/10.1016/j.tips.2011.08.003
http://dx.doi.org/10.1038/nrn3504
http://dx.doi.org/10.1016/j.neuron.2014.04.046
http://dx.doi.org/10.1016/j.neuron.2014.04.046
http://dx.doi.org/10.1523/JNEUROSCI.0948-12.2012
http://dx.doi.org/10.1016/j.mcn.2006.12.001
http://dx.doi.org/10.1016/j.mcn.2006.12.001
http://dx.doi.org/10.1038/srep37033
http://dx.doi.org/10.1016/j.nlm.2011.01.008
http://dx.doi.org/10.1016/j.nlm.2011.01.008
http://dx.doi.org/10.1523/JNEUROSCI.5242-05.2006
http://dx.doi.org/10.1016/j.neuron.2017.02.030


www.nature.com/scientificreports/

13Scientific Reports | 7: 12271  | DOI:10.1038/s41598-017-12552-8

	55.	 Lozovaya, N. et al. Selective suppression of excessive GluN2C expression rescues early epilepsy in a tuberous sclerosis murine model. 
Nat Commun 5, 4563, https://doi.org/10.1038/ncomms5563 (2014).

	56.	 Monyer, H., Burnashev, N., Laurie, D. J., Sakmann, B. & Seeburg, P. H. Developmental and regional expression in the rat brain and 
functional properties of four NMDA receptors. Neuron 12, 529–540 (1994).

	57.	 Auberson, Y. P. et al. 5-Phosphonomethylquinoxalinediones as competitive NMDA receptor antagonists with a preference for the 
human 1A/2A, rather than 1A/2B receptor composition. Bioorg Med Chem Lett 12, 1099–1102 (2002).

	58.	 Berberich, S. et al. Lack of NMDA receptor subtype selectivity for hippocampal long-term potentiation. J Neurosci 25, 6907–6910, 
https://doi.org/10.1523/JNEUROSCI.1905-05.2005 (2005).

	59.	 Chazot, P. L., Coleman, S. K., Cik, M. & Stephenson, F. A. Molecular characterization of N-methyl-D-aspartate receptors expressed 
in mammalian cells yields evidence for the coexistence of three subunit types within a discrete receptor molecule. J Biol Chem 269, 
24403–24409 (1994).

	60.	 Iftinca, M. C. & Zamponi, G. W. Regulation of neuronal T-type calcium channels. Trends Pharmacol Sci 30, 32–40 (2009).
	61.	 Wang, G. et al. CaV3.2 calcium channels control NMDA receptor-mediated transmission: a new mechanism for absence epilepsy. 

Genes Dev 29, 1535–1551, https://doi.org/10.1101/gad.260869.115 (2015).
	62.	 Welsby, P. J. et al. A mechanism for the direct regulation of T-type calcium channels by Ca2+/calmodulin-dependent kinase II. J 

Neurosci 23, 10116–10121 (2003).
	63.	 Pigeat, R., Chausson, P., Dreyfus, F. M., Leresche, N. & Lambert, R. C. Sleep slow wave-related homo and heterosynaptic LTD of 

intrathalamic GABAAergic synapses: involvement of T-type Ca2+ channels and metabotropic glutamate receptors. J Neurosci 35, 
64–73, https://doi.org/10.1523/JNEUROSCI.2748-14.2015 (2015).

	64.	 Sieber, A. R., Min, R. & Nevian, T. Non-Hebbian long-term potentiation of inhibitory synapses in the thalamus. J Neurosci 33, 
15675–15685, https://doi.org/10.1523/JNEUROSCI.0247-13.2013 (2013).

	65.	 Castro-Alamancos, M. A. & Calcagnotto, M. E. Presynaptic long-term potentiation in corticothalamic synapses. J Neurosci 19, 
9090–9097 (1999).

	66.	 Lewis, L. D. et al. Thalamic reticular nucleus induces fast and local modulation of arousal state. Elife 4, e08760, https://doi.
org/10.7554/eLife.08760 (2015).

	67.	 Halassa, M. M. et al. Selective optical drive of thalamic reticular nucleus generates thalamic bursts and cortical spindles. Nat 
Neurosci 14, 1118–1120, https://doi.org/10.1038/nn.2880 (2011).

	68.	 Contreras, D. & Steriade, M. Cellular basis of EEG slow rhythms: a study of dynamic corticothalamic relationships. J Neurosci 15, 
604–622 (1995).

	69.	 Mölle, M., Bergmann, T. O., Marshall, L. & Born, J. Fast and slow spindles during the sleep slow oscillation: disparate coalescence 
and engagement in memory processing. Sleep 34, 1411–1421, https://doi.org/10.5665/SLEEP.1290 (2011).

	70.	 Bal, T., von Krosigk, M. & McCormick, D. A. Role of the ferret perigeniculate nucleus in the generation of synchronized oscillations 
in vitro. J Physiol 483(Pt 3), 665–685 (1995).

	71.	 Crunelli, V. & Hughes, S. W. The slow (<1 Hz) rhythm of non-REM sleep: a dialogue between three cardinal oscillators. Nat Neurosci 
13, 9–17 (2010).

	72.	 Wells, M. F., Wimmer, R. D., Schmitt, L. I., Feng, G. & Halassa, M. M. Thalamic reticular impairment underlies attention deficit in 
Ptchd1(Y/−) mice. Nature 532, 58–63, https://doi.org/10.1038/nature17427 (2016).

	73.	 Ibrahim, H. M. et al. Ionotropic glutamate receptor binding and subunit mRNA expression in thalamic nuclei in schizophrenia. Am 
J Psychiatry 157, 1811–1823, https://doi.org/10.1176/appi.ajp.157.11.1811 (2000).

	74.	 Meador-Woodruff, J. H., Clinton, S. M., Beneyto, M. & McCullumsmith, R. E. Molecular abnormalities of the glutamate synapse in 
the thalamus in schizophrenia. Ann N Y Acad Sci 1003, 75–93 (2003).

	75.	 Manoach, D. S., Pan, J. Q., Purcell, S. M. & Stickgold, R. Reduced sleep spindles in schizophrenia: a treatable endophenotype that 
links risk genes to impaired cognition? Biol Psychiatry 80, 599–608, https://doi.org/10.1016/j.biopsych.2015.10.003 (2016).

	76.	 Lisman, J. Low-frequency brain oscillations in schizophrenia. JAMA Psychiatry 73, 298–299, https://doi.org/10.1001/
jamapsychiatry.2015.2320 (2016).

	77.	 Richard, E. A., Khlestova, E., Nanu, R. & Lisman, J. E. Potential synergistic action of 19 schizophrenia risk genes in the thalamus. 
Schizophr Res 180, 64–69, https://doi.org/10.1016/j.schres.2016.09.008 (2017).

	78.	 Todorovic, S. M., Perez-Reyes, E. & Lingle, C. J. Anticonvulsants but not general anesthetics have differential blocking effects on 
different T-type current variants. Mol Pharmacol 58, 98–108 (2000).

Acknowledgements
This work was supported by the Swiss National Science Foundation (Ambizione grant PZ00P3_136761 to S.A. 
and grants 31003A_146244/1 and 31003A_166318/1 to A.L.) and Etat de Vaud. We thank Thi Dung Hau Iuliano-
Dao for mouse genotyping and Alain Gnecchi and his team for animal caretaking.

Author Contributions
L.M.J.F., C.P. and S.A. conducted in vivo experiments and analyses. C.P., G.V., A.L. and S.A. performed and 
analysed experiments in vitro. E.B. conducted anatomical analyses. A.L. and S.A. designed research and wrote 
the manuscript.

Additional Information
Supplementary information accompanies this paper at https://doi.org/10.1038/s41598-017-12552-8.
Competing Interests: The authors declare that they have no competing interests.
Publisher's note: Springer Nature remains neutral with regard to jurisdictional claims in published maps and 
institutional affiliations.

Open Access This article is licensed under a Creative Commons Attribution 4.0 International 
License, which permits use, sharing, adaptation, distribution and reproduction in any medium or 

format, as long as you give appropriate credit to the original author(s) and the source, provide a link to the Cre-
ative Commons license, and indicate if changes were made. The images or other third party material in this 
article are included in the article’s Creative Commons license, unless indicated otherwise in a credit line to the 
material. If material is not included in the article’s Creative Commons license and your intended use is not per-
mitted by statutory regulation or exceeds the permitted use, you will need to obtain permission directly from the 
copyright holder. To view a copy of this license, visit http://creativecommons.org/licenses/by/4.0/.
 
© The Author(s) 2017

http://dx.doi.org/10.1038/ncomms5563
http://dx.doi.org/10.1523/JNEUROSCI.1905-05.2005
http://dx.doi.org/10.1101/gad.260869.115
http://dx.doi.org/10.1523/JNEUROSCI.2748-14.2015
http://dx.doi.org/10.1523/JNEUROSCI.0247-13.2013
http://dx.doi.org/10.7554/eLife.08760
http://dx.doi.org/10.7554/eLife.08760
http://dx.doi.org/10.1038/nn.2880
http://dx.doi.org/10.5665/SLEEP.1290
http://dx.doi.org/10.1038/nature17427
http://dx.doi.org/10.1176/appi.ajp.157.11.1811
http://dx.doi.org/10.1016/j.biopsych.2015.10.003
http://dx.doi.org/10.1001/jamapsychiatry.2015.2320
http://dx.doi.org/10.1001/jamapsychiatry.2015.2320
http://dx.doi.org/10.1016/j.schres.2016.09.008
http://dx.doi.org/10.1038/s41598-017-12552-8
http://creativecommons.org/licenses/by/4.0/

	Cortical afferents onto the nucleus Reticularis thalami promote plasticity of low-threshold excitability through GluN2C-NMD ...
	Results

	GluN2C-mediated transmission at corticoreticular synapses. 
	NMDAR-dependent plasticity at corticoreticular synapses. 
	Repetitive corticoreticular activation modulates cortical oscillations. 

	Discussion

	Methods

	Animal handling. 
	In vitro electrophysiological recordings. 
	In vivo electrophysiological recordings. 
	Statistics. 
	Data Availability. 

	Acknowledgements

	Figure 1 GluN2C-NMDARs at corticoreticular synapses.
	Figure 2 Repetitive corticoreticular activation induces a GluN2C-NMDAR-dependent increase in nRt excitability.
	Figure 3 GluN2C-NMDAR-dependent increase in low-threshold Ca2+ currents.
	Figure 4 NMDAR-dependent modulation of thalamocortical oscillations in vivo.




