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Cytoreduction in vitro and in vivo Protein Levels and Show Greater Sensitivity to GT19715 Bone Marrow Spleen

Objective: The oncoprotein c-Myc governs epigenome and transcriptome and is ] % % K % %
deregulated in 70% of all human cancers. MYC is highly expressed in TP53 mutant  HL-60 GT19715  CC.-90000 0 CC-90009 -0 GT19715 Primary AML Samples MV4;11 (Parent vs Ven-R) 10" d
or venetoclax (ven) resistant AML (Sallman, Blood 2021, Nishida, ASH 2021). - S P=0.02 2 3 20 °
However, targeting c-Myc or the MYC pathway has not met with success. Targeting 012 510 1 5 10(nM) C 100+ . 0.107 S ** £100] et ; _
oncoproteins utilizing cerebron E3 ligase modulators (CELMoDs) are attractive ] - © % I 0.08- o E 100 -O- Parent X 2 20- L
modalities to specifically target hitherto undruggable oncoproteins. c-Myc ' - . . . 2 10- o g ' E o VR 2 50- “2_ e
Design and Settlng We developed the first C-MYC degrader GT19630 (GT19715, 1 0.76 049 0.09 007 086 099 094 § dEJ E 0.06- : 10+ E 2 10+ °
the salt form of GT19630). We tested it in cell-free, cellular assays and in animal GSPT1 v o g > 5 Io o ° °
studies. £ Q < 0.04- g 17 0 . s 0 - |
Results: GT19630 effectively degraded oncogenic c-Myc protein (IC50 = 1.5 nM) in 1022 009 007 0.03 0.68 049 0.27 2 é% . | = Vehicle GT19715 Vehicle GT19715
HL-60 cells. C-Myc was effectively pulled down by biotinylated GT19630inacell-  Histone H3 [ il 0 0 e S S A S 5T Ié'l o 8 00
free, in vitro affinity purification assay; and a proteasome inhibitor ixazomib - " Concentrations (M) 0.00 : . E Lo S umm ary
completely blocked c-Myc degradation. IC50 of GT19715 in HL-60 cells was 1.8 @24h @48 h &S 2 o001 o041 10 @48 h
nM, being considerably lower than 40.2 nM, an IC50 of normal myeloid progenitors go"\ N GT (nM) - First c-Myc/GSPT1 dual degrader GT19630/GT19715binds c-Myc and
in CFU assay, suggesting a therapeutic window. GT19630 shares chemical @ ® degraded c-Myc and GSPT1 utilizing the ubiquitin proteasome system
properties with other CELMoDs and proteomic analyses revealed degradation of HL-60 Xenograft Model GT19715 Exerts Greater Sensitivity in Inmature CD34+
translation termination factor G1 to S phase transition proteins 1 (GSPT1), an 3000- ] ) ] _ o _
important factor in LSC survival (Surka et al. Blood 2021). Indeed, GT 19630 AT Primary AML Cells While Sparing CD34+ Normal BM Cells | - GT1975 induced tumor reduction in MYC-driven HL-60 xenograft model.
effectively degrades GSPT1 along with complete degradation of c-Myc in a £ i P< 0.001 _ o |
xenograft model with HL-60 cells, and inhibits tumor growth at a dose as low as 0.3 £ 000 i A CD34+vs CD34-AML Cells ~ AML vs Normal CD34+ Cells - 7p53 mutant AML samples exhibited elevated expression levels of MYC
mg/kg/bid. GT19630 had no effect on normal myeloid lineages in rats at 6 mg/kg. £ P=0.0085 P=0.012 compared to TP53 wild-type ones and c-Myc protein levels correlated with
GT19715 eliminates circulating blasts and prolongs survival in the c-Myc-driven 3 1500- GT197150.1 mg/kg, i.p., BID 100- 100 - sensitivity to GT19715 in TP53 mutant AML cells.
systemic Daudi leukemia/lymphoma model. Importantly, GT19715 induces cell > —+ _
killing independent of TP53 status, and baseline c-Myc protein levels significantly E L : 3 3 - Ven-resistant AML cells with elevated c-Myc protein levels responded to
correlated with sensitivity to GT1971_ 5in MOLl\/I-13 cells with CRISPR englneered 3 50- GT197150.3 mg/kg, i.p., BID E 95 E 95 GT19715 better than Ven-sensitive AML cells.
kno_ckout or mutations of TP53 (R2 = 0.86, P = 0:02). We found that MV4;11 ven B 78+ tet gas ses | GT197151mg/ke, Lp., QD 3 3 - 3 3
resistant (VR) cells demonstrated elevated protein levels of c-Myc, and GSPT1 and 0 ——T—————% = g 10 = g 10- - Immature CD34+ AML cells were more sensitive to GT19715 than more
exhibited greater sensitivity to GT19715compared to ven-sensitive parental cells. 0 2 4 6 8 10 12 14 16" GT197151mg/kg, ip., BID £ C £ c ture CD34- AML cells. Notabl b CD34+ cel
Finally, GT19715 significantly reduced human CD45+ AML blasts compared to Days after grouping 2 D 2 E mature LLo4- celis. INolably, normal bone marrow LL cells were
vehicle control in vivo in an AML PDX model. o :f\SS SenStlltlve.t(::i GT19715 than CD34+ AML Ce”S, Suggestlng a
goncluilotn: First _re_sults W|;c_h _thel no;/_ell duar: C-Myc/z-)SIPT: de.gra?rer GT1971%_ Higher MYC Expression Levels in TP53 Mutant than in TP53 1 | | 1 | | erapeutic winaow.

emonstrate promising preclinical anti-lymphoma and -leukemia efficacy, providing . . . s ] AML NBM
rationale for its clinical development. Wild-type AML - Correlation with Sensitivity to GT19715 CD34+ Ch34 - GT19715 demonstrated promising anti-leukemia efficacy in MYC-driven

GT19715 Exerts i flvo Anti-Leuk ja/L h Effi Daudi temic leukemi d PDX AML models.
v g - and Funding

£y Py ° .
GT19630 Binds c-Myc Protein and Induce Proteasome- _ i f T 60- = —— G1 Vehicle, ip , BID | | .
Dependent c-Myc Degradation in MYC-driven HL-60 Cells 5 : S > o — 100 I~ G2 CTX, 75 mg/kg, ip, QW - Qianxiang Zho_u, Zhaohui Yang,_Honghua Yan and Liandong Ma are

2 . -I- @ 40~ 2 —— G3 GT19715, 1 mg/kg, i.p, BID employee of Kintor Pharmaceutical.
GT19630 - - + MLN9708 - + - + § s S E Wit —— G4 GT19715, 3 mg/kg, i.p., BID
Bi-GT19630 - + + GT19630 - - + 4 = n £ 20- S 60- from day0 to 14; QD from day15 to 34 - Funding source: Research funding (Kintor Pharmaceutical),; The Paul and
Input : T £ ) § Mary Haas Chair in Genetics (MA); Leukemia Specialized Programs of

c-Myc D - -_ : - < s 12 16 20 -l | Stop Research Excellence (CA100632) (MA); Cancer Prevention Research
i TPoJwild-type - TPSI mutant Relative c-Myc protein levels % 20- : Institute of Texas (RP130397) (MA); National Institutes of Health Cancer
c-Mye e TR W Median 4.8 vs 7.3 (Log2TPM), P = 8e-4
edian 4.8 vs 7.3 (Log2TPM), P = 8e- R2=(.86, P = 0.02 _ Center Support Grant (P30CA016672) (MA).
@ 8 h 0 5 10 15 20 25 30 35 40 45

Days post Randomization Contact: mandreef@mdanderson.org



	Slide Number 1

