AN INTEGRATED DISCOVERY PIPELINE FOR
DRUG PRIORITISATION AND BIOMARKER
DISCOVERY IN GLIOBLASTOMA COSINE
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THE mosAic PLATFORM mosAIlc-DERIVED DRUG X-ASSOCIATED CELL STATES

mosAlc screening links GBM model
identity to drug-associated cell states.
@ @ (E) Overview of the mosAlc platform.
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Drug response concordance, regulon
DRUG X EXPOSURE IN PLASMA AND CSF activity and /in vivo exposure. (G) mosAlc
log2 fold change in relative model
abundance versus CTG viability AUC
Y across 44 GBM models at 35,000 nM Drug
gz'ngrﬁé::fr‘;‘é?d) X. Fold change is relative to DMSO; higher
AUC indicates lower sensitivity. Colours
indicate CTG response groups; g-values
are BH-adjusted across six comparisons.
(H) Mean SCENIC AUCell activity (row z-
scores) for 30 regulons across 44 models
ordered by Drug X AUC. Rows show the 15
strongest positive and negative
associations with AUC. Activity scores pool
three Drug X concentrations. (I) CSF and
unbound plasma exposure following a 30-
minute intravenous infusion at nominally 4
mg/kg in minipigs. Points show individual
animals; lines and error bars indicate
o " ' ' ' mean = SD (plasma n = 6; CSF n = 3 per
Ui : £l mml 1h. 2l 4h Sl time point). The dashed line marks the
Time after infusion ends (log scale) CSF quantification limit (1 ng/mL); open
triangles represent the three below-limit
measurements at 8 hours.

DRUG RESPONSE ACROSS ASSAYS DRUG X-ASSOCIATED REGULON ACTIVITY
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