










Figure 2. 
iLTD at layer 2/3 inhibitory synapses is independent of mGluR signaling. A, Group time 

course of the effect of 7× TBS on peak eIPSC amplitude in the presence of the group I/II 

mGluR antagonist E4CPG (500 µM; n = 6). Inset, Averaged sample sweeps during baseline 

(1) and 35 min after TBS (2) from a representative experiment. B, Data from individual 

experiments showing eIPSC amplitude baseline (black circles, BL) and 35 min after TBS in 

the presence of E4CPG (orange squares). *p < 0.05 compared to baseline. C, Compiled 

group data for normalized eIPSC amplitude 35 min after 7× TBS in vehicle (blue bar), 
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E4CPG (orange bar), or CB1R antagonists (CB1R antag., green bar). Numbers on bars 

indicate number of cells in each group (this and all following figures).
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Figure 3. 
eCB-mediated iLTD requires endogenous BDNF signaling as well as DGL. A, Group time 

course showing the lack of effect of seven trains of TBS (7× TBS) on peak eIPSC amplitude 

in the presence of the tyrosine kinase inhibitor K252a (200 nM, n = 6). B, Group time course 

showing the lack of iLTD in response to 7× TBS in the presence of the trkB receptor 

antagonist ANA12 (10 µM, n = 6). Inset, Averaged sample sweeps during baseline (1) and 

35 min after TBS (2) from a representative experiment. C, Group time course showing the 

lack of iLTD in response to 7× TBS in the presence of DGL inhibitor THL (5 µM, n =6). D, 

Compiled group data for normalized eIPSC amplitude at 35 min postinduction in the 

presence of K252a (light pink bar), ANA-12 (light purple bar), or THL (coral bar). The 

effect of 7× TBS in vehicle (blue bar) was taken from Figure 2C for comparison. *p < 0.05 

compared to baseline.
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Figure 4. 
Low concentration of BDNF synergizes with subthreshold TBS to induce iLTD. A, Group 

time course of the effect of three trains of TBS (3× TBS) on normalized peak eIPSC 

amplitude. Inset, Averaged sample sweeps during baseline (1) and 35 min after TBS (2) 

from a representative experiment (n = 7). B, Data from individual experiments showing 

eIPSC amplitude baseline (black circles, BL) and 35 min after 3× TBS (light blue squares). 

C, Dose response of the acute effect of BDNF (5 min) on eIPSC amplitude. Left bar, 5 

ng/ml (0.2 nM) BDNF; middle bar, 2.5 ng/ml (0.1 nM) BDNF; right bar, 1.25 ng/ml (0.05 

nM) BDNF. D, Group time course of peak eIPSC amplitude under the combination of 3× 

TBS and 5 min-0.05 nM BDNF. Horizontal bar above trace indicates BDNF application. E, 

Data from individual experiments showing eIPSC amplitude during baseline (black circles, 

BL) and 35 min after 3× TBS and 5 min-0.05 nM BDNF (purple squares). Time window is 

relative to TBS (for this and Fig. 5). *p < 0.05 compared to baseline.
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Figure 5. 
Synergized iLTD requires CB1R signaling. A, Group time course illustrating the lack of 

effect of 3× TBS-5 min BDNF combination on eIPSC amplitude in the presence of CB1R 

antagonist SR 141716A (SR, 10 µM, n = 6.) Inset, Averaged sample sweeps during baseline 

(1) and 35 min after TBS (2) from a representative experiment. B, Compiled group data for 

normalized eIPSC amplitude at 35 min post various induction conditions. Hatched light blue 

bar, 3× TBS. Hatched pink bar, 0.05 nM BDNF for 5 min. Purple bar, Combination of 5 

min-0.05 nM BDNF and 3× TBS. Green bar, Combination of 5 min-0.05 nM BDNF and 3× 

TBS, in the presence of SR. Blue bar, 7tr-TBS (taken from Fig. 2C for comparison).
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