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Fig. S1: Sequence alignment of kinase domain of all classes of PI3K showing important regions.
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Fig.S2: RMSD profiles of top 5 poses of (a) PI-701 in complex with PI3KC2a (b) PI-702 in
complex with PI3KC2a (c) PI-701 in complex with PI3KC2y and (d) PI-702 in complex with
PI3KC2y.
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Fig.S3: RMSD of Ca and selected pose of (a) PI3KC2a-PI-701 complex (b) PI3KC2a-PI-702
complex (¢) PI3KC2y-PI-701 complex (d) PI3KC2y-PI-702 complex (e) PI3Ky-PI-701 complex
and (f) PI3Ky-PI-702 complex.



(a) A llee79 (b) 8 -
Pro810 =l Asp964
h 2 \ 6
le831 r— -
MetB0d | =
S g
=1
\ E 2
lle881 Valg8g2
Trp812\!,,_,,_\ ﬁ Met953 E 0 -
v ® -
|\ Thres7 /| ZE
Lys800 | Ala885 1
o r-rmotNN-f - - o0 T
Qo Q™ o < - [r v <] e o= W =]
hrg86 L PR E R R R R R
MEMML MO TS r AL MMAS TS
Lys890
(c) \? haposr (d) 4 -
3 .
116879 T2 -
g
1 -
y 3
il g 0 -
Metsoa\s‘\, oo
11e831 1 -
& W Valgg2 =
/’\;/ ) -2 1
& lle881 - U Metos3 3 J
Alagss b R R Rl B AR B R B B R =R R B
TI’pB12 y OO =Moo TN 000000600000 O WD WD
LEXXRLEXLLENARLLLRLLELRITD
T £ MEMER T M ARAR TR r AL MMET AR
\ y/\,'grsss

Lys890

Fig.S4: (a) Binding mode of PI-701 in PI3Ky (b) residue wise decomposition of binding free energy of
PI3Ky-PI-701 complex (¢) binding mode of PI-702 in PI3Ky and (d) residue wise decomposition of
binding free energy of PI3Ky-PI-702 complex. In case of PI3Ky-PI-702 complex, interaction analysis was
carried out on frame obtained at 8.5ns and residue wise free energy decomposition was carried out on
frame obtained between 8 and 8.5ns of MD simulation.
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Fig.S5: RMSD of Ca and selected pose of (a) PI3KC2a-Freitag26 complex (b) PI3KC2-
Freitag26 complex (c) PI3KC2a-Freitag30 complex and (d) PI3KC2y-Freitag30 complex.
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Fig.S6: (a) Binding mode of Freitag26 in PI3KC2a (b) residue wise decomposition of binding free energy
of PI3KC2a-Freitag26 complex (c) binding mode of Freitag30 in PI3KC2a and (d) residue wise
decomposition of binding free energy of PI3KC2a-Freitag30 complex (e) binding mode of Freitag30 in
PI3KC2y and (f) residue wise free energy decomposition of PI3KC2y-Freitag30 complex.



