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Supplementary Figure 1. Lack of effect for IEM on NMDAR-mediated currents. a, IEM-1460 (30
M) was applied to slices while recording synaptic currents (inset) in the presence of picrotoxin (50 yM)
and NBQX (10 xuM) at a holding potential of -40 mV (mean + SEM, n = 7 neurons from 6 animals for
IEM and 8 neurons from 6 animals for vehicle control). Subsequent application of D-AP5 (50_uM)
confirmed that the EPSCs were mediated by NMDARs. b, No significant difference was found after 20
min of vehicle control vs. IEM-1460 application (t13 =0.9158, p = 0.3764, two-sided unpaired Student’s #-
test). c-d, Representative traces for currents evoked by single-pulse and TBS (i.e. 25 stimuli) for vehicle
(¢) and IEM-1460 (d) treated slices. Thin lines, original traces; thick lines, low-pass filtered at 200 Hz. e-
g, Quantification for total charge transfer during single-pulse evoked currents (t2s = 0.2191, p = 0.8283,
two-sided unpaired Student’s r-test) (e), TBS-evoked currents (t2s = 0.7341, p = 0.4694, two-sided
unpaired Student’s #-test) (f), and the ratio of these two measurements (tx¢ = 0.5637, p = 0.5778, two-sided
unpaired Student’s #-test) (g) for vehicle (n = 14 neurons from 8 animals) and IEM-1460 (n = 14 neurons
from 8 animals) treated groups. Data are presented as mean + SEM. Source data are provided as a Source

Data file.



Supplementary Table 1. Summary of EPSC properties for the various experimental protocols and conditions.

Protocol Y (pS) EPSC (%) Trise (MS) Tdecay (IS) N
Compressed TBS 509+032 534+037 212117 123+ 006 120007  7.17+019 7.07+023  22/15
Spaced TBS 691+044  8404044" 17769 116£006 LIS£005 7095019  675£020" 2317
WIBS withrolipram 4864043  802+058" 234+14™ 1225006 116£005 7194020  6.68+015"" 2115
WIBSwith PKACa S15+051  779+080" 276+19™ 102£006 102£004 675022  641+023% 1713

wTBS with PKA Ca +IEM  4.29+0.51  4.32+0.54 202+ 16** 1.00£0.07 099+0.07 673+025  6.70+0.26 16/13

HI-CaMKII 457+.053 457+0.52 1127 1.01£0.06 1.01+0.07 699+034  6.96+0.25 14/11
CaMKII 471+057  432+.046 169+15™" 095+005 093+004 682+030 675+029  15/12
CaMKII + PKA Ca. 464+039 648042 178+£10™" 1.05+0.07 1.03+£008 7.06+026 6.69+0.19% 18/15

CaMKII + PKA Co + IEM 426 +0.33 4.13 +£0.40 128+9 1.01 +£0.04 1.00 £ 0.04 6.91+£0.20 6.87 £0.22 20/15

HI-CaMKII + PKA Ca 4.24+0.35 4.22 +0.40 112+9 1.01+0.03 0.97 +£0.03 7.07£0.27 7.05+0.26 16/14

CaMKII + IEM 4.07+0.39  4.04+0.66 165+17™  0.97+0.03 0.98 +0.03 6.75+0.22 6.78 £0.34 8/8

*p <0.05, **p <0.01, ***p < 0.001 for baseline vs. LTP in two-sided paired Student’s z-test.



