
B   GedatolisibA   IPI-549
activation loop

activation loop

V882

W812

M953

M804

K802

Y867

P810

I963

I879

I881

T887

V803

E880

L811

I831
K890

D964
D836

V882

D841

D837
G966

M1039

I879

I963

M804

I831

L838

Y867

E880

I881

C   NVS-PI3-4

V882

I881
Y867

Lys833

W812

I879

T827

G829

I831

D880

I963

E814

K883

D884

A885

activation loop

M804
M804 M804

K883K883

K883

E   GedatolisibD   IPI-549 F   NVS-PI3-4

IPI-549 
selectivity pocket

NVS-PI-4 
selectivity pocket

K709

W760

T750
M752

W812

kα1-kα2 loop

kα1-kα2 loop

M804

L PI3Kδ IPI-549 model

K PI3Kγ IPI-549 xtal

K802

G 

K883

R852

T955 T957

D884

Q853
K924

D926

PI3Kγ NVS- PI3-4 xtal

H PI3Kγ Gedatolisib xtal

I PI3Kδ NVS- PI3-4 model

J

Opening of K883
selectivity pocket
allowed in PI3Kγ due to T955

PI3Kα/δ cannot open 
selectivity pocket due
to clash of L829/R852 
with R902/K924

K883

T955 T957

D884

L829 R830

R902

S904

PI3Kα NVS- PI3-4 model

Clash with
kα1-kα2 
loop in PI3Kδ


