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AGONISTS AGAINST ACUTE MYELOID LEUKEMIA ENHANCES
VENETOCLAX EFFICACY IN VIVO
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 (Qutcomes for acute myeloid leukaemia (AML) remain poor, especially for patients with adverse - .
risk profiles, highlightinyg the ongoing ne(ed for) new therpapies i P In vitro _— In vivo
« A particular area of high unmet need is AML with TP53 aberrations'
» The canonical role of the stimulator of interferon genes (STING) pathway is to sense cytosolic 1. The STING agonist diABZI is active in 3. The STING agonist diIABZI combined with 5. STING agonist and venetoclax therapy
double-stranded DNA and elicit a type 1 interferon response?® multiple human AML-derived cell lines, venetoclax has synergistic activity in AML prolongs AML survival independent of TP53
including lines with TP53 mutations (maroon) 4

« STING activation can also induce cell death in contexts of high STING protein expression*> Survival of mice engrafted with TP53 KO MOLM-13 cells

- We report that STING agonists have novel, Cancer Cell Lines (DepMap) A dIABZI o was signiticantly prolonged by the STING agonist diABZI
direct and potent cell-intrinsic activity via w S . -+~ MOLM-13 5 In combination with venetoclax
induction of apoptosis in AML, where there is o e %k S 100- o OCHAMLS p MOLM-13 TP53 WT
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* Importantly, STING-induced apoptosis is A S % >2 50- ~+ HL-60 Dot shown: Blis +.95% C1 (- E —~ Ven(n=5) |
active in TP53-defective AML and activity is as . A % o8 ’ % —~— KG-1 - O T o ool e ka5 independent experiments) 3 - diABZI (n=5) | 7]
enhanced by combination with BH3- % K e £ S e —- Ven/diABZI (n=5) _

. . . . . Z 0 I I I | Data sh_own: mean + SD (q= at . . . E
m|met|CS, |nCIUd|ng VenetOCIaX S AML cell lines STING expression ~ 10 102 100 102 least 3 independent experiments) 4_ d'ABZI mono- and comb|nat|on therapy g
Concentration (M) with venetoclax is efficacious against o
primary AML ex vivo O pr Ty
2. diABZI activity is STING and BAX/BAK _ Days post fransplant
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Hypothesis: STING agonists activate apoptosis in malignant cells expressing high levels of STING £ o~ MOLM-13WT MOLM-13 TP53 KO Z

and that activity will be STING dependent G 100- — - MOLM-13 STING KO s 100 ~- Control (n=5) S
. . . L . L > = MOLM-13 Bak/Bax KO 2 g - Ven(n=5) ], Z

Aim: To explore the preclinical efficacy of STING agonists in models of AML in vitro and in vivo == 2 . > - _ — S
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» We tested the small molecule STING agonist diABZI (GSK3745417), which is currently in early & « Days post transplant 2
phase clinical trials (NCT03843359, NCT05424380) o

Q]

* Drug sensitivity assays were performed using human AML derived cell lines and primary bone >
marrow or peripheral blood mononuclear cells from patients with AML or myelodysplastic CO N C LU S | O N S RE F E RE N C ES 9
syndrome with increased blasts. Cells were cultured for 48 hours and cell death assessed by £
flow cytometry . Hunter AM, Sallman DA. Current status and new treatment approaches in TP53 mutated AML. Best Pract -DCG_S

. . . ce - ~ ° ' -1 ' ' [- ' VI ' Res Clin Haematol. 2019;32(2):134-44. .
. Bliss scores for combination assays _— vt Week 2 Treatment (n=5 per group) STING agonists exert potent cell-intrinsic anti-leukemic activity against human AML | | 5
_ (1) Control o ] 2. Stengel A, Kern W, Haferlach T, Meggendorfer M, Fasan A, Haferlach C. The impact of TP53 mutations and 8
were Computed usSing the web ;Zgg \}i\g g’g X‘X‘Be;?dax ° Drug act|V|ty IS STING and BAX/BAK dependent TP53 deletions on survival varies between AML, ALL, MDS and CLL: an analysis of 3307 cases. Leukemia. % -
: : : ! . . _ _ 2017:31(3):705-11. = S
(4) Venetoclax/diABZI °
appllCﬂthn Synergy Finder | | | | The act|V|ty Of. the STING agonlst dlABZl enhances the effect of venetoclax and 3. Ishikawa H, Barber GN. STING is an endoplasmic reticulum adaptor that facilitates innate immune signalling. < >,_:
« In vivo testing was conducted using a D uul Hul prolongs survival in a model of AML independent of TP53 Nature. 2008;455(7213):674-8. S =
. . ‘ > . . . . 4. Gulen MF, Koch U, H SM, Schuler F, Apetoh L, Vill A, et al. Signalli t th determi
cell line-derived xenograft as per the G T « STING agonist monotherapy and combination therapy with venetoclax represent a roapoptatic funclions of STING. Nat Commun. 2017:8(10427. o o CERTnes —
displayed schema Res promising and novel therapeutic approach for AML, including for TP53 mutant AML, 5. Song C, LiuD, Liu S, Li D, Horecny |, Zhang X, et al. SHR1032, a novel STING agonist, stimulates anti- =
 Statistical analysis Was performed using NOD_?,flig:;L)Z,ia;zmanu” Strongly Supporting further clinical trial development tumor immunity and directly induces AML apoptosis. Scientific Reports. 2022;12(1):8579. —
log-rank test with Bonferroni correction 812 weeks old ey e =
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