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Brain metastases: % brain tumors

NRnBrain metastases affect
@ 10-30% o f cancer atientso
(Up to 50% in autopsies)
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A Most common cancer in
the brain

A No effective treatment

A Understudied biolo
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Different behavior of the microenvironment during brain colonization in

_ ~ brain metastasis
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Different behavior of the microenvironment during brain colonization in
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Brain metastatic cells alter molecular patterns in the 9 \ei
brain microenvironment creating a permissive niche =
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PSTAT3+ reactive astrocytes (RA) are present in experimental
models and human brain metastasis
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PSTAT3+ reactive astrocytes (RA) are present in experimental
models and human brain metastasis
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Silibinin treatment in human patients with BrM

18 Stage IV lung cancer
Compassionate use of Silibinin

Other therapies
Pre-Silibinin

40 - ORR (Intracranial)

Brain Primary

Post-Silibinin (+16m)

Priego et al. Nat Med.(2018) aéemléna
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Why are pSTAT3+ RA pro-tumorigenic in brain metastasis?
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NES=-1.98
FDR=0.0

LR TRERHEL

p-value
NAME NES NOM FDR

IMMUNE_RESPONSE -1.98 0 0

IMMUNE_SYSTEM_PROCESS -1.88 0 0

HUMORAL_IMMUNE_RESPONSE -1.84 0 0
ADAPTIVE_IMMUNE_RESPONSE_GO_0002460 -1.63 0.001  0.007
IMMUNE_EFFECTOR_PROCESS -1.49 0018 0.065
PROD._OF_MOL._MED._OF_IMMUNE_RESP. -1.47 0032 0.072
IMMUNE_SYSTEM_DEVELOPMENT -145 0018 0.078
REGULATION_OF_IMMUNE_RESPONSE -1.43  0.044  0.089
pSTAT3+ RA POSITIVE_REG._OF_IMMUNE_SYS._PROCESS -1.36  0.053  0.152
REGULATION_OF_IMMUNE_SYSTEM_PROCESS -1.35 0045 0.139
REGULATION_OF_IMMUNE_EFFECTOR_PROCESS ~ -1.27 0.158 0.246

| | aéeica
Brain metastasis Unpublished data i
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Why are pSTAT3+ RA pro-tumorigenic in brain metastasis?
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Brain metastasis Priego et al. Nat Med.(2018) aam
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Why are pSTAT3+ RA pro-tumorigenic in brain metastasis?
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Why are pSTAT3+ RA pro-tumorigenic in brain metastasis?
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Why are pSTAT3+ RA pro-tumorigenic in brain metastasis?
CD74+

BB CD/74 MIDKINE

H2030-BrM
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Pro-tumoral factors i.e. MDK as eics
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Brain metastatic cells alter molecular patterns in the
brain microenvironment







