Clinical potential of genomic alterations in

METASTATIC CASTRATION-RESISTANT

PROSTATE CANCER

Genomic and franscriptomic alterations are
assoclated with metastatic castration-resistant

Genomic iInformation could
benefit freatment selection

porostate cancer (MCRPC) -3 for MmCRPC'-3
g Maior genomic and 2\ ( CYPI7ATl inhibitors | [ ADT and CYPI7A1
transcriptomic alterations K(e.g., Oblrd’rerone)j _ iINhibitors y
iINn MCRPC, with
actionable targets
(potential treatments) are
indicated by red arrows?
N\ )
&
&
P Ligand
@(Q Infratumovural L /L
%@ steroid L
O ' =
® metabolism .
< " AR antagonists A
CGR NBItOrs GR (enzalutamide,
) ' CJ apalutamide,
! /E\ _ darolutamide) y
l
| : " AR coregulators (0300, NCOAI, 2, 3,
v ! _ FOXA1, NCOR1/2, ZBTB16) y
Nucleus,
) L . A
K Predictive or prognostic
4 .7 biomarker-profiles based on
((\@0(\ genomic or franscriptomic
¥ Information, are needed to guide
L the optimal freatment for mMCRPC'2
S SPOP mutated A Oncogenes ~

TMPRSS2 gene fusions

PTEN loss .
/ ‘~>< PI3K pathway

e.q., EIS
€9 ) AKT Inhibitors

(e.q., ipatasertib;
ijpatasertib/abiraterone) y

~

-

N Cell-cycle inhibitors
Sz Loss of cel le.g., palbociclib, ribociclib,
RB1 loss cycle conftrol ipatasertib, prexasertib,

W, adavosertib, alisertib)

\_

Aberrant DNA repair
Homologous recombination |«
Mismatch repair (MMR)

PARP inhibitors
(e.g., olaparib, rucaparib)

N

" Hormonal freatment or
Immune checkpoint

iInhibitors (e.g., durvalumalb,

_ atezolizumab, nivolumab) y

Abbreviations: ADT, androgen deprivation therapy; AKT, alpha serine/threonine-protein kinase; AR, androgen receptor; GR, glucocorticoid receptor;
PARP, poly adenosine diphosphate-ribose polymerase.
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