Table S1. Calcein AM efflux data.

Imatinib Nilotinib Dasatinib

TKI Dose Inhibition TKI Dose Inhibition TKI Dose Inhibition
(nM) (%) (nM) (%) (nM) (%)
500 0 25 10 1000 5
1000 3 50 40 2000 15
2000 10 100 40 5000 25
5000 30 250 70 10000 40
15000 65 500 75 20000 60
30000 82 1000 80

50000 85
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Figure S1. Theoretical basis for estimation of Kq4
AG;+ AG; = AG;+AGy +AGs

Since: AGs~ -AGs (AG; is the energy difference between Receptor in extracellular and
membrane; instead AGs is the energy difference between ligand-receptor complex in membrane
and extracellular. Since there is no interaction between ligand and the environment outside the
receptor, the equation is reasonable).

Thus: AG] + AGZ ~ AG4

-RTIn(K,) + RTINK¢™™ ~ RTInK ¢

K™ ~ Kq™*K,, also: AG,~ AG4 + RTIn(K,)

Therefore, the affinity and dissociation constant in the membrane can be estimated using docking
predicted affinity and partition constant.

L: ligand; R: receptor; ex: extracellular; mem: membrane



