LF

Der Wissenschaftsfonds.
O g’led Uni
Ne. Doctoral College

,O Metabolic & Cardiovascular Disease 1(;rla!l

Graz University of Technology

PHOSPHOINOSITIDES SERVE AS MASTER
REGULATORS OF GATING OF ION CHANNELS

GUEST LECTURE by

Prof. Diomedes Logothetis, PhD

Department of Pharmaceutical Sciences, School
of Pharmacy & Pharmaceutical Sciences,
Bouvé College of Health Sciences,
Northeastern University, Boston, USA

Friday, 27.10.2023, 11:00

Seminar room SR35 (MC2.J.01.040, 1st floor),
MED Campus

04
20
5 -0 06
B 0 Gd*
2 PMA 08
80 +DiC-PIP,
AC1903

T 80 [) 50 100 3
Voltage (m\V)

>
o

PMA AC1903 C

o oRNa ST GRKeNa
=z GIRK2-GRy GIRK2-GBy

251 [ GIRK2-GBy-Na' ‘(

T

Normalized Current

w
&
8
Gurrent Density (pAfpF)
o 8 8
2
@ B
g 8
x
*
g 8
j*
H

T.s
N a g

o 8 & 8
% Current Inhibition

o 8 & 8

AG (kcal/mol)

m

100 200 300 400 500 100 200 300 400 500
Simulation time (ns)

0AG 4
+DICsPIP, 37
AC1903 120 ® +Dic, PP,

Current Density (pA/DF)
285808
rent Density (pA/pF)
g8 &8 8 58
o
3 4
Current Density (pA/pF)
o 8 & 8 8
;
° ‘_‘

ki .ﬁ 100 -50 ot goe - 50 100 50 ;xg's 150 200 c‘r@ g@
{ Z r
A ) r PIP, prevents PKC-mediated desensitization and promotes OAG-mediated
e k.\«\/ activation in endogenously expressed TRPC5 channels.
% ™ Ningoo et al. (2021) J Biol Chem 296:100726

R A R X IO

A 7 (SR [}
Y I O, Active
N : PKC enzyme
= > o
100 Lo= ((‘ ’/ Ca2t Translocation
S ° o membrane
fil release
00 ‘;(’ PIP, e ©
I el °
/r”i “GIRKZG Na*
e binding
! S Inactive
€ C  H ¢ H __C_ | _C4 s

Changes in specific residue—PIP, interactions leading to HBC Schematic representation of conventional PKC (cPKC) activation.
gating. Li et al. (2019) J Biol Chem 294(49):18934-48 Gada & Logothetis (2022) J Biol Chem 298(6):102035



