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SUPPLEMENTARY FILE 2: Allopregnanolone and epi-allopregnanolone docking poses within three 
neurosteroid binding pockets in the �.1�E3 GABAAR TMD. (A) Representative poses for allopregnanolone (3α5αP) 
(pink) and epi-allopregnanolone (3�E5αP) (light green) docked within the �E3(+)–α1(-) intersubunit site (Vina score: -
7.2 for 3α5αP; -5.9 for 3�E5αP). The receptor snapshot is shown along with the α1Q242 side chain (yellow). (B) Same 
as (A) for the α1 intrasubunit site (Vina score: -5.6 for 3α5αP; -5.8 for 3�E5αP). The receptor snapshot is shown along 
with the α1V227, α1Y415 and α1N408 side chains. (C) Same as (A) for the �E3 intrasubunit site (Vina score: -4.0 for 
3α5αP; -3.6 for 3�E5αP). The receptor snapshot is shown along with the �E3Y284 and �E3Y442 side chains.  
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 Potentiation response ratio Reduction of potentiation in the 

presence of competitor (%) 
# 

Cells 0.1 μM 3α5αP 
alone 

+ 1 μM 
competitor 

3α5αP vs. KK148 5.1 ± 2.0 4.0 ± 1.2 24 ± 16 6 
3α5αP vs. KK150 6.4 ± 2.1 5.8 ± 1.9 12 ± 3 5 

 
SUPPLEMENTARY FILE 3: KK148 and KK150 decrease allopregnanolone-induced potentiation. Neurosteroid 
potentiation of α1β3 GABAARs in Xenopus laevis oocytes is expressed as potentiation response ratio, calculated as the 
ratio of the peak responses in the presence of GABA and 0.1 μM allopregnanolone (3α5αP) to the peak response in 
the presence of GABA alone. The GABA concentrations were selected to generate a response of 3–9% of the response 
to saturating GABA (30 μM). Co-application of KK148 or KK150 reduces the potentiating effect of 3α5αP on GABA-
elicited currents. Data are shown as mean ± SD. 
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