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The antitumor activity of PRIMA-1Met

Adapted from Menichini et al, Cells, 2021 and Liu et al., Nature Com, 2017



PRIMA-1Met and Sulfasalazine: rationale



1. The combined treatment PRIMA-1Met + SAS induces cell death in CLL cell lines
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2. PRIMA-1Met + SAS synergistically decrease CLL cells survival
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3. PRIMA-1Met + SAS treatment depletes intracellular GSH and enhances ROS levels
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4. PRIMA-1Met + SAS treatment alters the redox balance in OSU and MEC-1 cells
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Can PRIMA-1Met + SAS induce ferroptosis?

Adapted from Velkova et al., J. Pers. Med., 2023
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5. PRIMA-1Met + SAS treatment induces ferroptosis as well as apoptosis in CLL cell lines
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Primary CLL cells as ex vivo model of CLL

Biological and molecular features of CLL patient's samples

Patient TP53 TP53 TP53 Variant IgHV

ID status mutation mutation (%) effect 17p- 11q- 12 13q- status

#1 MUT p.G245S 84 missense yes (86%) no no no mut

p.R213L 1.7 missense

p.R248W 1.5 missense

p.V197E 8.7 missense

#2 MUT p.143E 93.2 missense yes (64%) no no yes (86%) unmut

#3 MUT p.I195T 43.87 missense no no yes (12%?) yes (93%) mut

#4 MUT p.I195T 100 missense yes (80%) no no no unmut

#5 MUT p.P89fs 78 frame shift deletion yes (73%) no no yes (89%) mut

p.T211I 4 missense

p.K164E 6 missense

p.S215G 7.5 missense

#6 MUT p.F134V Sanger missense yes (98%) no no no unmut

#7 MUT p.V272M 100 missense yes (98%) no no no mut

#8 MUT p.Y234C Sanger missense yes (60%) yes (62%) no yes (50%) mut

#9 MUT p.I195T missense yes (25%) no no no unmut

#10 WT no no no yes (92%) unmut

#11 WT no no no yes (71%) mut

#12 WT no no no yes (90%) mut

#13 WT no no no yes (22%) unmut

#14 WT no no yes (68%) no unmut

#15 WT no yes (57%) no no unmut

#16 WT no no yes (72%) no

#17 WT no no no no mut

FISH
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6. Primary CLL cell survival is affected by PRIMA-1Met + SAS treatment regardless of the p53 status
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7. PRIMA-1Met + SAS treatment modulates the redox status also in CLL primary cells
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Conclusions

❑ The combination of PRIMA-1Met and SAS synergistically causes a redox imbalance and 

increases oxidative stress in CLL cells.

❑ Mutant p53 CLL cells are more severely compromised in their ability to handle oxidative 

stress.

❑ The PRIMA-1Met and SAS combined strategy seems to be a promising alternative for the 

treatment of CLL patients resistant to common therapies.
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