Tyrosin Ct(r)ar\]t(i:sr?_ Concen- DMSO Safety
Kinase Trade On-targets Indication ranae tration DSMO stock Total TPC TTC margin
Inhibitor name 9 (FDA) 9 range, fold | Solubility* | concen- (TTC
(TKI) studied | " p tration ITPC)
on EHTs
Advanced,
o ® metastatic 0.1 pM - N
Erlotinib | Tarceva™ | ErbBl (EGFR) NSCLC, ' 0.04 —40x| 41 mM 10 mM 2.5uM n/a n/a
pancreatic 100 uM
cancer
ABL1/2, c-Kit
.- ® o | PH+ CML, PH+ | 0.01 UM - 0.25 - 2
Dasatinib | Sprycel PDGSIIZZRK alB ALL 10 uM 250 400 mM 10 mM 0.04 uM n/a n/a
Advanced, _ _
Gefitinib | Iressa® | EbBL(EGFR) | metastatic | OO MM=-1 0.086- 1 500 oM | 10mM | 0116 uM® | 555 54
NSCLC 10 uMm 86X
. ® | ErbB1 (EGFR), | breastcancer |0.15uM-| 0.136 - 4
Lapatinib | Tykerb™ | £ 5, (HER?) (HER2") 150 M 136x 344 mM 15 mM 1.1 uM 36.1 29
VEGFR 1-3, c-
Sunitinib | Sutent® | MLPOSTR | rec,qisT | 002 EI\'\/’l' "1005-50x| 75mM | 10mM | 02uM°® | 231 95
CSF1R, FLT3
PH+ CML, PH+
ALL, ASM,
. Advanced
- - o 0.1 M - 6
Imatinib | Gleevec® | ABE Y2 CKIt | etastatic 0.05-50x | 170mM | 100 mM | 2.02 pM 20.6 0.9
PDGFRGB | praf®firs | 100 uM H
CEL, advanced,
metastatic GIST
C-Raf, B-Raf, 0.1 uM 0.015
; ®| FLT3, VEGFR A pM - . - 7
Sorafenib | Nexavar 1.3, c.Kit RCC, HCC 100 pM 15x 431 mM 100 mM 6.5 UM 16.9 2.0
PDGFR-a/B
. . ErbB1 (EGFR), 0.1 uM -
Vandetanib | Zactima® | {ioen s ren | MTC 100““,\/' 0.05-50x | 63mM | 10mM | 21pM® | 222 1
- JAK2, FLT3, 0.1pM- | 0.012- 9
Lestaurtinib - RET Phase Il 100 uM 12% 227 mM 10 mM 7.7 uM 0.297 0.04

S1 Table

Summary TKI pharmacology and EHT effects on contractility. Therapeutic plasma concentrations (TPC), toxic threshold
concentration (TTC), ABL1/2 (abelson murine leukemia viral oncogene homolog 1/2), AMPK (5' AMP-activated protein kinase),
B-Raf (B-rapidly growing fibrosarcoma), c-Kit (stem cell factor receptor), C-Raf (C-rapidly growing fibrosarcoma), CEL (chronic



eosinophilic leukaemia) CML (chronic myeloid leukaemia), CSF1R (colony-stimulating factor 1 receptor), EGFR (epidermal
growth factor receptor), ErbB2 (human epidermal growth factor receptor 2, HER2), ErbB4 (human epidermal growth factor
receptor 4), FLT3 (FMS-related tyrosine kinase 3), GIST (gastrointestinal stromal tumour), HCC (hepatocellular carcinoma),
HES (hypereosinophilic syndrome), JAK2 (Januskinase 2), MTC (medullary thyroid cancer), mTOR (mammalian target of
rapamycin), NSCLC (non-small-cell lung cancer), PDGFR (platelet-derived growth factor receptor), PH+ (Philadelphia
chromosome positive), RCC (renal cell carcinoma), VEGFR (vascular endothelial growth factor receptor); Aggressiv systemic
mastocytosis (ASM), dematofibrosarcoma protuberans (DFSP), gastrotintestinal stromal tumor (GIST) (Adopted from™)

n/a: non applicable

*DMSO solubility is listed as specified in the vendors’ data sheet.
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