100 -
o 4 Rotenone
80 -
70 -
60 -
50 -
40 -
30 -

% Cell Death
»*

10
0 -
Rot (uM) - 0.1 0.5 = 0.1 0.5
Pim (pMm) - - - 5 5 5

C100-
80
%
060~
[a]

T 40 -
O

3
20 -+

100 %
90 - Metformin

70 - = MV4-11

60 - m MOLM-13
50 - = OCI-AML3
40 -
30 -
20 -
10 -

% Cell Death

Met (31\/]) - 1 10 - 1 10
Pim (uM) - = - 5 5 5

DPI

* K

ko |hidd

Figure S1. Comparison of pimozide combinations with the ROS modulators, rotenone,

metformin, and DPI. Cells were treated for 48 hours with rotenone (Rot), metformin (Met), or

diphenyleneiodonium (DPI) and the percentage of cell death was determined by trypan blue

exclusion assay. N=3 for all three drugs tested on MV4-11, MOLM-13, and OCI-AML3 cells. P

values were calculated relative to OCI-AML3 at the highest concentration of Rot (Panel A), Met

(Panel B), or DPI (Panel C). *P<0.05; *P<0.01; **P<0.001.
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Figure S2. ABT-263 and ABT-199 have equivalent synergistic cytotoxicity with mTOR
inhibition in AML cells. Three cell lines were examined for sensitivity to treatment with ABT-
263 and AZD 8055 for 48 hours at the indicated drug concentrations. These cell lines included:
MV4-11 (panel A, high responder; homozygous Flt3-ITD; N=3) and MOLM-13 cells (panel B,
intermediate responder; heterozygous FIt3-ITD; N=4) and Kasumi control cells (panel C, non-
responder; Flt3 wild-type; N=3). P values were calculated relative to ABT 50 (nM) group.

*P<0.05; **P<0.01; ***P<0.001.



