Tambiciclib (SLS009), a CDK9 inhibitor, promotes apoptosis and -
suppresses MCL-1 levels in AML cell lines ’f}g
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Samples were fixed at the beginning (Hour O0),
throughout (Hour 2, Hour 4), end (Hour 6), and 18-
hours after drug-washout (Hour 24). Intracellular
staining of MCL-1 was performed and analyzed by

20000 20000 20000

20000 20000

8430 8430 8430

8430 8430

3560 38 3560

53 3560

O O 20000
| OH | OH 8430
OH OH
3560
O O

33 | 48 3560 37 3560
flow cytometry.
.o . 1500| 29 6 1500 38 13 61 1500 . 1500( 22 1500 61 1500
p— E @
Tambiciclib (SLS009) T e o T |. AR Lo | 33 | 8 Conclusions
a ‘_>§ 0 20 106 535 3000 0 20 106 535 3000 0 20 106 535 3000 ° s ‘lais: . e s
e Establish opt|ma| Condr“ons} doses’ and qézoooo 0000 gzoooo 20000 AML cell lines with hlgh'nSk mutations at
exposure times of tambiciclib and other > __ - > g3 8430 low nanomolar concentrations of SLSO09.
chemotherapy agents that lead to apoptosis - -~ * CDK9 inhibition results in apoptosis
3560 3560 . . . .
of TP53 mutated AML cell lines, like THP1. associated with changes in the expression of
1500 1500 .
* Examine the synergistic effects of CDK9 e i short half-life molecules.
inhibition with standard chemotherapy 0 0 i Bl B * Preliminary analysis of short-half life
0 20 106 535 3000 0 20 106 535 3000 . .
agents. D Y e di:’:’:"(nM) % Inhibition Azacitidine (nM) proteins and apoptotic molecules suggest
*Examine the mechanistic effects of _ eol sol a0l 3ol 20| 10| o tambiciclib may be used to decrease MCL-1.
tambiciclib  exposure  correlated  with  Figure 3. THP1 (A) and NOMO-1 (B) cells were treated with azacitidine, venetoclax, and SLS009 for 8 hours. Cell Titer-Glo was used to measure cell * CytOtO).(ICIty of Conventlona|. ch.er.nf)thera PY
apoptosis and cell death in AML cell lines. viability and examine synergy after 72-hours. agents is enhanced by CDK9 inhibition.
Contact Acknowledgements References
B . . . . . . . . . 1. Pallis, M. et al. Efficacy of RNA polymerase Il inhibitors in targeting dormant leukaemia cells. BMC Pharmacol. Toxicol. 14, 32 (2013).
Philip C. Amrein, M.D. Elizabeth C. Trull, B.S. This project was financially supported through generous philanthropic donations. 2 Mortn R . Héb;ert,yr ¢, Tanny; . . TherapeuticTargetingof the General RNA Polymerase Il Transcripton Machinery. . . Mol
. r ' : ' - : Sci. 21, 3354 (2020).
amrein.philip@mgh.harvard.edu  etrull@mgh.harvard.edu The authors would like to thank Sellas Lite Sciences for providing SLSO09 and for their general support. 3 Aeksandr anevski, Anil K Giri, Tero Aittokallio, SynergyFinder 3.0 an interactive analysis and consensus interpretation of multi-drug

synergies across multiple samples, Nucleic Acids Research. 50, W1, W739-W743 (2022).



	Slide 1

