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Background Methods Results .

* Acute myeloid leukemia (AML) is the most  We used AML MOLM-13 cell line for all « After 3 days of treatment the WT, KO, : o ) O i WT-On S
common acute leukemia in adults with experiments. The wild-type (WT) cells and and R248Q cells cultured alone had g | — S i
heterogenous genetic background. mutants were transfected with GFP and BFP worse survival (p < 0.005) than those = ad [2 s WT-Only with WT-248 Sup

* Around 5-10% of AML patients have respectively. in the co-cultures (Fig. 3,4) - ]
abnormal p53 mutant expression which  First, we treated WT-GFP, KO-BFP, and 248- | « By day 6 the difference in survival we g i T
results in arrest of normal myeloid BFP cells alone and then mixed in an 8:2 had observed on day 3 was less 2 &
differentiation and proliferation. (WT: Mutant) ratio with 100 nM of VEN over significant (p > 0.05) poq O

« TP53 mutations account for 5-10% of newly 12 days (Fig. 2) - The WT-cells cultured with WT-KO e B o KO-Only with KO-Only Sup
diagnosed AML, with the worst survival « Concurrently we used the supernatant of and WT-248 supernatant showed g oo @ KO-Only with WT-KO Sup
outcome. Interestingly, the survival outcome these and cultured fresh cells with them to lower levels of Annexin-V, a marker of < ] & KO-Only with WT-248 Sup
did not change by the extent of variant allele record levels of cells death (Fig. 3) cell death, than those cultured in the E 7 :
frequencies (Fig. 1), suggesting that small « We used Annexin V/ PI staining to analyze WT-Only supernatant. 5 27
proportional mutant p53 clones influence the the growth/death of cells using flow « Similarly, KO and 248 cells cultured ¢ a s
survival outcome.(!) cytometry methods in intervals of 3 days with the co-culture supernatant 289

« TP33 mutations consist of two different showed lower levels of cell death % il = © 248-Only with 248-Only Sup
forms of alterations; missense and truncation ) i when compared to being cultured in S | I8 A R Ay Wil YET-KO:Sup
mutations. One of the most common @ " / e KO-only and 248-only supernatant, £ 4] & 248-Only with WT-248 Sup
missense mutations is R248Q mutation.(") e - @ }m% N respectively. (Fig. 5) E

* Venetoclax (VEN), a potent and selective e 3
Bcl-2 inhibitor that triggers apoptotic o . 0 Day 3
pathway of AML has been approved by the = E, = o © 248 Only VEN BFP Fig 5. The cells treated with the supernatant of co-
FDA in combination with hypomethylating “~ 80% Wild Type-GFP Cells E = . . g:;ﬁi’;‘i’; culture cells show lower levels of cell death than those
agent (HM A), however, mutant p53 AML C t . 20% Mutant-BFP Cells § o —i— M g——— cultured with their respective non-co culture cells.
cells are more resistant to VEN and p53 T é o o3 ]
mutation is one of the major cause of &\ 1 s . . | Conclusions
resistance to VEN/HMA. 2) \J /”) }wwidmemp Cells Day3 Dy 5 » QOur observations of thg cocultures

oo P Gl o o — 10 ”‘;_ . R supports our hypothe§|s that mutants
- 3 - WTKO VENBFP confer some drug resistance to WT
™ - Fig. 2 llustraton of the experimental setup for the orgina g = % veramreve cells and that there are communication
% i ":“:“T geel?sf.r.n'l?rg;?mlri ngsa?O%aM o?r\]/enetocla))( ae?nd c?)ntrl)l wgzean % _EE i mOIG_CUIeS in the Supern_ata_nt thbat a
% identical treatment of DMSO. f | |y role in cell-cell communication between
- Day 3 Day 3 the mutant and WT cells.
- Sl iference by Day 3in the uberof e oals unger | | o O ol PETSPECtive, [t RIoates
R B~ 100 nM of Venetoclax in the co-cultures versus the the consequences of admmIStermg
g - . . O B T T 100% Mutant-3FP Cetls 100% Wild TypeFe Cella single cell type cultures non-lethal doses of the drug on
;’fi ] ;‘?.f-;*} treatment success and relapse.
> v — b « Future studies could look toward using
g Ef;zm 7 p N p— = 5%10%1 . S TalVITRER RNA sequencing of the cells treated to
P . o £ paoe- G o TollKOBFP det.ermlne if there are changes to
§ om ; \ ll ! % — o Total WT-KO BFP+GFP major apoptotic pathways.
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