
Figure S1   DSI is not observed in CB1R
-/- mice

(A) Left, schematic of recording configuration. Middle, example traces of postsynaptic IPSC re-
sponses to presynaptic stimulation in the interneuron to CA1 pyramidal neuron pair in a CB1R

-/- 

mouse under control conditions (control), following depolarization of the postsynaptic pyramidal 
neuron (depolarization) and during recovery from this depolarization (recovery). Traces show aver-
age response of 50 subsequent responses for each condition. Right, IPSC amplitude under control 
conditions, following depolarization and during recovery of the same experiment as shown left. Each 
dot represents a single IPSC amplitude. Lines show average of 50 control responses, 50 responses 
following depolarization and 50 responses during recovery.
(B) Average normalized IPSC amplitudes of all experiments in CB1R

-/- mice (n=6). For each experi-
ment IPSC amplitudes were normalized to average IPSC amplitude in control. Open circles show 
average amplitude for each timepoint. Closed circles show average amplitude of the 10 preceding 
timepoints. Lines show averaged IPSC amplitude during control, following depolarization and during 
recovery. The amount of IPSC reduction in CB1R

-/- mice was 19.6±4.6% (p=0.15)
(C) Failure rate during control, following depolarization and during recovery in CB1R

-/- mice. Open 
circles and dotted lines represent individual experiments; closed circles and solid lines show averaged 
failure rate for each condition. Failure rate was not affected by depolarization (control: 23.7±4.5%; 
depolarization: 30.3±3.9%; p=0.12)
(D) Amount of DSI observed in wildtype versus CB1R

-/- mice.



Figure S2   Extracellular THL application does not interfere with CB1R signaling

(A) Left, example traces of postsynaptic IPSC responses to presynaptic stimulation in an interneuron 
to CA1 pyramidal neuron pair under control conditions (control), and following washin of the CB1R 
agonist WIN55,212-2 (2 µM). Traces show average response of 50 subsequent responses for each 
condition. Right, IPSC amplitude under control conditions and during washin of WIN55,212-2 of the 
same experiment as shown left. Each dot represents a single IPSC amplitude. Lines show average of 
50 control responses and of 50 responses at the end of WIN55,212-2 washin.
(B) Left, average normalized IPSC amplitudes of all control experiments with WIN55,212-2 washin 
(n=5). For each experiment IPSC amplitudes were normalized to average IPSC amplitude in control. 
Open circles show average amplitude for each timepoint. Closed circles show average amplitude of 
the 10 preceding timepoints. Lines show averaged IPSC amplitude during control and at the end of 
WIN55,212-2 washin. WIN55,212-2 reduced IPSC amplitude with 82.9±11.3% (p=0.002). Right, 
failure rate during control and at the end of WIN55,212-2 washin. Open circles and dotted lines 
represent individual experiments; closed circles and solid lines show averaged failure rate for each 
condition. Failure rate increased from 26.4±4.3% under control to 83.6±9.6% in the presence of 
WIN55,212-2 (p=0.004).
(C) Same as in A, but for an experiment in which the slice was incubated and recorded in THL (10 
µM). 
(D) Same as in B, but for experiments on slices incubated and recorded in THL (10 µM; n=4). Under 
these conditions WIN55,212-2 reduced IPSC amplitude with 79.3±7.0% (p=0.001). Failure rate in-
creased from 27.5±13.4 under control to 74.5±7.5 in the presence of WIN55,212-2 (p=0.024).
 



Figure S3   SSI is not observed in CB1R
-/- mice

(A) LTS interneurons in CB1R
-/- mice were identified based on their bipolar soma under the infrared 

DIC microscope, and the presence of a rebound spike following a hyperpolarizing current injection. 
The trace shows an example of such a rebound spike in an LTS interneuron recorded in a slice from 
a CB1R

-/- mouse. 
(B) Slow self-inhibition (SSI) in CB1R

-/- mice (n=7). Averaged change in membrane potential is shown 
for a baseline period, during stimulation of the interneurons with 10 trains of 60 APs at 50 Hz each 
(Stim.), and following the stimulation. There was no hyperpolarization observed in CB1R

-/- mice after 
stimulation (ΔVm: -0.03±0.66 mV; n=7; p=0.97).



Figure S4   DSI is not affected by NO-synthase inhibition

(A) Example traces of postsynaptic IPSC responses to presynaptic stimulation in an interneuron to 
CA1 pyramidal neuron pair in a brain slice incubated in the nitric oxide (NO)-synthase inhibitor 
Nω-Nitro-L-arginine methyl ester (L-NAME; 100 µM) under control conditions (control), following 
depolarization of the postsynaptic pyramidal neuron (depolarization) and during recovery from 
this depolarization (recovery). Traces show average response of 50 subsequent responses for each 
condition. Right, IPSC amplitude under control conditions, following depolarization and during 
recovery of the same experiment as shown left. Each dot represents a single IPSC amplitude. Lines 
show average of 50 control responses, 50 responses following depolarization and 50 responses during 
recovery.
(B) Average normalized IPSC amplitudes of all experiments on slices incubated in L-NAME (n=7). 
For each experiment IPSC amplitudes were normalized to average IPSC amplitude in control. Open 
circles show average amplitude for each timepoint. Closed circles show average amplitude of the 10 
preceding timepoints. Lines show averaged IPSC amplitude during control, following depolarization 
and during recovery. Under these conditions, the amount of DSI was 75.0±4.4% (p=0.0007).
(C) Failure rate during control, following depolarization and during recovery in slices incubated in 
L-NAME. Open circles and dotted lines represent individual experiments; closed circles and sol-
id lines show averaged failure rate for each condition. Failure rate significantly increased (control: 
13.7±2.0%; depolarization: 59.7±3.7%; p=0.004).
(D) Amount of DSI observed under control conditions versus in experiments on slices incubated in 
L-NAME.


