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biopsies were disaggregated, depleted of red blood cells, and propagated to form 3D
spheroids. Genomic biomarkers were identified with whole exome sequencing. Patient-

was designed under the conditions detailed in the above table. 3D spheroids derived from BRRH-001 tumor
specimens were injected subcutaneously, and tumor volumes were measured by MRI (right panel) over 44
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Figure 4. Institutional workflow and relationships

O O O O o

CERTIS

BRRH-001-Bortezomib vs. Cobimetinib BRRH-001-GR.01 Control Certis Bortezomib vs. Cobimetinib Bortezomib vs. Cobimetinib t 1 l
80- Bortezomib vs. Cobimetinib so- 80- . N A ESS Boca R a On R eglona
Trametinib MAP2K1 @8 Bortezomib (11nM) 80- . @ Bortezomib (11nM) @ Bortezomib (11nM) CC . .
B3 Cobimetinib (62nM) @ Bortezomib (11nM) &3 Cobimetinib (62nM) 60 =3 Cobimetinib (62nM) HOS ltal FO' ll l‘ | atIOI l
i 60+ - i imetini 3 Cobimetinib (62nM) 60+ ; imetini T &= Bortezomib + Cobimetinib 1
Dabrafenib BRAF 3 Bortezomib + Cobimetinib 60- _ v &= Bortezomib + Cobimetinib —
B Bortezomib + Cobimetinib

Bortezomib PSVB

Figure 1. Methodology for Identifying Treatments for In Vivo Pharmacology Testing.
Comparative analysis of the patient derived GBM RNA transcripts to the healthy brains subset of

the GTEx database identifies significantly enriched pathways (A) as well as modulated genes in
the MAPK pathway (B). Potential drug combinations were identified based on Drug-Gene Network

analysis (C). In vitro synergy studies (D) show apparent differences in the response of the
combinations of drugs tested across the different GBM samples isolated from the same patient.
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Figure 3. Reverse Translation of /In Vivo Pharmacology. Mouse tumors were reverse translated to an in vitro 1536 well 3D spheroid format and drug synergies were retested and
compared to initial spheroid pharmacological testing (left-most panel of graphs).
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