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Fig. S1

NVP-HDMZ201 independent of sequence of drug application.

Cell viability measurements in AML cells pretretead for 6 hours and treated for 24 hrs with

midostaurin (PKC412) and NVP-HDM201 in all combinations. NVP-HDMZ201 pretreatment

followed

pretreatment followed by NVP-HDM201 treatment. Moreover both sequential treatments had

nearly the same effect on cell viability as 30hrs of direct combination treatment in OCI-AML2

50nM 50nM

Synergistic effect on cell viability in AML cells treated with midsotaurin and

by midostaurin treatment had the same effect on cell viability as midostaurin

cells (A) and MOLM-13 cells (B).
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Fig. S2 Dose-dependent induction of apoptosis in FLT3-ITD AML cells.

Cytometric assays were performed using single compounds and combination treatments with
midsoaturin and NVP-HDM201 in FLT3-ITD AML cells to measure induction of apoptosis
using AnnexinV/PI staining. MV4-11 cells were treated for 24hrs with DMSO (A), 50nM
NVP-HDM201 and 20nM midostaurin (B), 200nM NVP-HDM?201 and 100nM midostaurin
(C). MOLM-13 cells were treated for 48hrs with DMSO (D), 50nM NVP-HDM201 and 20nM
midostaurin (E), 100nM NVP-HDM201 and 50nM midostaurin (F). Samples were analyzed

on the NC-3000 imager.



Supplemental Table I: AML cell lines and patient samples characteristics.

subgroup D status bloast cyto? molecular genetics 2
(%) | genetic |FLT3®| TP53 | NPML mutation
FLT3wt | OCI-AML2 AML cell line 100 0 wt wt DNMT3A
TP53wt 1 primary AML PB* 85| normal| O wt wt
NPM1wt 2 primary AML BM* 80| normal 0 wt wt
3 primary AML BM 90| inv(Y) 0 wt wt
4 primary AML BM 70| normal 0 wt wt
5 primary AML BM 80| normal 0 wt wt
6 primary AML PB 85| del(7) 0 wt wt
7 primary AML BM 30| t(6;9) |<0.05 wt wt KRAS, NRAS
FLT3wt |OCI-AML3 AML cell line 100 0 wt mut | DNMT3A, NRAS
TP53wt 8 primary AML PB 85| normal 0 wt mut
NPM1mut 9 primary AML BM 90| inv(9) 0 wt mut
10 primary AML PB 70| normal 0 wt mut
11 primary AML BM 90| normal 0 wt mut
FLT3ITD [ MOLM-13 AML cell line 100 | t(9;11) | 1,77 wt wt mTOR
TP53wt MV4-11 AML cell line 100 | t(4;11) | >99 wt wt
NPM1wt 12 primary AML PB 90 | normal | 0,78 wt wt
13 primary AML PB 84| normal | 2,12 wt wt
14 relapsed AML PB 99| inv(4) | 0,77 wt wt
15 primary AML PB 80| normal | 0,49 wt wt
16 primary AML BM 85| normal | 0,71 wt wt DNMT3A, WT1
FLT3ITD 17 primary AML PB 74 | normal | 0,92 wt mut
TP53wt 18 primary AML PB 80| normal | 0,84 wt mut
NPM1mut 19 primary AML PB 38| normal | 0,55 wt mut
20 primary AML PB 91| del(18) | 0,83 wt mut
21 primary AML PB 95| normal | 0,74 wt mut
22 primary AML PB 90| normal | 0,86 wt mut
TP53mut | MOLM-16| AML cell line 100 0 mut wt
PL-21 AML cell line 100 0 |wt/P36fs wt KRAS
23 primary AML PB 95| normal | 19,1 mut wt
24 primary AML BM 25| normal | 0,75 mut wt RUNX1
25 primary AML PB 70| normal | 0,64 mut wt
26 primary AML PB 72| normal | 0,44 mut mut
TP53del HL-60 AML cell line 100 0 del wt | NRAS
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)
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1) inversion, translocation and deletion are abbreviated inv, t and del
wild type, mutated and deleted are abbreviated wt, mut and del
FLT3 allelic ratio (ITD/wt)

4) peripheral blood (PB); bone marrow (BM)




