Novel mixed-cancer cell models desighed to capture inter-patient tumor heterogeneity for accurate evaluation of drug combinations
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high failure rate when preclinical drug leads are translated into
the clinic.
E F G H & 22RV1-BFP
: S 120~ 120~ 120~ 120 3 ® R1D567-GFP
Alms & MEthOdS = = 00022 < 4x105{ & DUIASRFP -
o — " - — @ & 2
. . . . . . : 90— e 90— 90— _ 90— p = 0.0022 2 l! .
Transcriptomic profiles of PC lines were integrated with CRPC 3 1 = 0.0022 p=0.0022 = - £
clinical specimens to select cell-lines representing distinct 2 | N e W — AT - m,.m;;.{al;j; S
patient tumor subtypes. A mixed cell model was created by co- = l %
culturing rationally selected PC cell-lines to depict the : __ - 80 100
: < 30 T T T T 30 T I T T 30 . . . : 30— 1 - l Time (hours)
heterogenous molecular landscape of CRPC patient tumors. S & & & S & & & P S I S
_ & & ¢ F & & & S & & o & & F F & | _
To demonstrate the functional accuracy of the model, drug T &S & F S F & &S &S Figure 4: Labeled PC cell lines, DU145-RFP, 22RV1-BFP
combinations clinically validated in PC cohorts were evaluated. | © o - © g o and R1D567-GFP mixed in a 1:2:2 proportion, proliferate
Additionally, novel drug combinations with docetaxel, the Figure 2: Functional validation of mixed-cell model depicting inter-patient heterogeneity, by testing exponentially in co-cultures in the absence of drug
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drug exposure. Black dashed lines outline the effects of the most efficacious monotherapy.

prostate cancer cell lines Significance was assessed using the Mann—-Whitney U test.
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