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The Eukaryotic Translation Initiation Factor 4 Gamma 1(elF4G1) is a large scaffolding protein that is a key component of the
elF4F compley, it serves as a scaffold for assembly of cap-dependent translation components in EIF4F complex formationt]
Elevated elF4F activity has been linked to resistance to BRAF- and MEK targeted therapiesm. SBI-0640756 (SBI-756), which
retained the biological effects of the original compound while possessing superior pharmacokinetics. Extended
characterization of SBI-756 identified elF4G1 as its direct ta rget[s]. SBI-756 impaired the elF4F complex assembly
independently of mTOR and attenuated growth of BRAF-resistant and BRAF-independent melanomas. SBI-756 also suppressed
AKT and NF- k B signaling, but small-molecule derivatives were identified that only marginally affected these pathways
while still inhibiting elF 4F complex formation and melanoma growth[“]. Treatment of DLBCL and MCL cells with SBI-756
synergised with venetoclax to induce apoptosis in vitro, and enhanced venetoclax efficacy in vivo. SBI-756 prevented elF 4E-
elF4G1 association and cap-dependent translation without affecting mTOR substrate phosphorylation. In TOR-KI-resistant
DLBCL cells lacking elF4E binding protein-1, SBI-756 still sensitised to venetoclax. SBI-756 selectively reduced translation of
mRNAs encoding ribosomal proteins and translation factors, leading to a reduction in protein synthesis rates in sensitive cells.
When normal lymphocytes were treated with SBI-756, only B cells had reduced viability, and this correlated with reduced
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Shipped in cold pack

For technical support and original validation data for this product please contact This product is exclusively available under
T:027-87531629 E: Proteintech-CN@ptglab.com W: ptgcn.com Proteintech Group brand and is not available

to purchase from any other manufacturer.



225 3Lk

1 Praveen KumarJaiswal,et al. Eukaryotic Translation Initiation Factor 4 Gamma 1 (EIF4G1): a target for cancer therapeutic intervention? Cancer Cell Int. 2019 Aug 31;19:224.
2 Sonenberg N, Hinnebusch AG. Regulation of translation initiation in eukaryotes: mechanisms and biological targets. Cell. 2009; 136(4):731-45.

Boussemart L, Malka-Mahieu H, Girault |, Allard D, Hemmingsson O, Tomasic G, et al. elF4F is a nexus of resistance to anti-BRAF and anti-MEK cancer therapies. Nature. 2014;
513(7516):105-9.

Yongmei Feng,et al. SBI-0640756 Attenuates the Growth of Clinically Unresponsive Melanomas by Disrupting the elF4F Translation Initiation Complex. Cancer Res. 2015 Dec
15;75(24):5211-8.

5 Lee-Or Herzog,et al. Targeting el F4F translation initiation complex with SBI-756 sensitises B lymphoma cells to venetoclax. BrJ Cancer. 2021 Mar;124(6):1098-1109.

For technical support and original validation data for this product please contact This product is exclusively available under

T:027-8753162 E: Proteintech-CN@ptelab. W: ptecn. Proteintech Group brand and is not available
787531629 roteintech-CN@ptglab.com prgen.com to purchase from any other manufacturer.


https://pubmed.ncbi.nlm.nih.gov/31496918/
https://pubmed.ncbi.nlm.nih.gov/19239892/
https://pubmed.ncbi.nlm.nih.gov/25079330/
https://pubmed.ncbi.nlm.nih.gov/26603897/
https://pubmed.ncbi.nlm.nih.gov/33318657/

	SBI-0640756

