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BACKGROUND CHARACTERIZATION OF ALTERATIONS GSK-3p EXPRESSION ACROSS CANCER TYPES

* Glycogen Synthase Kinase-3 beta (GSK-3f) isa| . cBjoPortal: Of 46,237 tumor samples, 430 (1%) tumors had GSK-34
serine/threonine kinase with regulatory activity in 1000

and adaptive immune responses 12 , , ,
o 227 tumors had mutations (183 unique mutations) s 100 é é é é é é
* GSK-3p is involved in the pathogenesis of o 217 had copy number alterations E =
several malignancies 34> o 58% of mutations located in the kinase domain -
Two of the top mutated loci comprise a binding pocket for GSK-33 substrate
* GSK-3B phosphorylates target pro-oncogenes © P P gp p : - | - |
(C-Jun and C-myc), as well as non-glycosylated
forms of PD-L1 leading to its proteasome « CLSPOA: Of 73,324 tumor samples, 819 (1%) had GSK-34 mutations " N
S + 1
degradation s gy 8§ ¥ § ¢ § & §T 8 ¥ ¥ g
o - . : 5 2 £ = = = = = g = 2 =
- GSK-3p inhibitors have advanced to clinical trials Top GSK-3p Residue Changes = : : S s 3 g < E
in refractory malignancies ’ R396Q 4 :g = £ 3
_ o H310Q KD s =
« Genomic alterations in GSK-34 have been R418C -
descnbed’ _yet a gomprehenswe analysis of these S215L  ——— ) Figure 3. GSK-3p expression by RNA-Seq across tumor types using CLSPOA data. A statistically significant difference of expression among multiple
alterations is Iacklng 8 R167Q messssssssssssssssssms <D histologies was observed (p<0.0001). Notably, when comparing squamous cell and adenocarcinoma subtypes of NSCLC, a significant difference in
R332H s < D TPM values was also observed (p<0.0001).

T408A

Inactivation via Activation via constitutive
. : |
phosphorylation by PBT/AKT phosphorylation R31 6W KD

(5er9) Fyr26)
r

GSK-38 MUTATIONS ARE ASSOCIATED WITH HIGHER FREQUENCY OF PD-L1 EXPRESSION
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tumors and GSK-34 wild type tumors Table 1. Top histologies with GSK-3 mutations. Histologies were included if present in both cBioPortal and Caris. Eﬁ’:ﬁégsabieggﬂg; ﬁ(!fe(lg;g-e?sg, iger%tgg:gfn (5?02-%0(?:'?,8&;% sgg;tglse“i r?de:f; (:(?:Zﬁéozrrm)d The 6. Li CW et al. Nat Comrﬁun 2016; 7.12.632 |
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