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Table S1. Univariate and multivariable analysis for OS.

Overall Survival

Variable Comparison Haza.rd Ra- 95% CI P
tio value
Sex Male vs Fe- 1.09 0.80 149 057
male
Brain met on diagnosis? Yes vs No 1.04 0.73 149 0.81
Number of brain mets 3+vs1-2 2.11 157 282 <0.01
1vsO 1.61 1.13 229 <0.01
ECOG 2-4vs 0 4.15 2.79 6.18 -
Therapy prior to brain met? Yes vs No 0.84 0.63 113 0.25
Initial Size of Largest Met (cm) 2+ vs <2 1.05 079 140 0.73
Metastatic Dis e:‘: atBMdiagno-—y o s No 2.53 158 405 <0.01
Osseous Metastasis Yes vs No 1.58 1.14 219 <0.01
Visceral Metastasis Yes vs No 1.91 1.35 271 <0.01
SRS Yes vs No 0.52 038 071 <0.01
Whole Brain Yes vs No 2.87 213 387 <0.01
Surgery Yes vs No 0.55 0.40 0.75 <0.01
BRAF/MEK Yes vs No 1.30 090 1.88 0.16
PD-1 Yes vs No 0.72 051 1.01 0.06
CTLA4 Yes vs No 0.59 0.37 094 0.03
Other (Chemo + Epigenetic + Yes vs No 171 125 234 <0.01
Other)
Year of Brain Met Units=1 0.96 0.93 1.00 0.07
Age at Brain Met Units =10 1.10 1.00 121  0.05

Table S2. Univariate analysis for PFS of systemic interventions.

Progression-Free Survival

H Ra- P-
Variable Comparison aza.rd 2 95% CI

tio value

Sex Male vs Fe- 1.16 079 17 045

male
Brain met on diagnosis? Yes vs No 1.48 094 232 0.09
Number of brain mets 3+vs1-2 1.64 1.14 237 <0.01
1vsO 1.38 0.94 203 0.04
ECOG 2-4vs 0 2.05 1.16 3.64 -

Therapy prior to brain met? Yes vs No 0.71 0.50 1.02 0.07
Initial Size of Largest Met (cm) 2+vs <2 0.84 059 121 036
Metastatic Dlsea.se at BM diagno- Yes vs No 260 150 453 <0.01
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Progression-Free Survival

Variable Comparison Hazafd Ra- 95% CI P
tio value
Osseous Metastasis Yes vs No 1.75 1.16 2.63 <0.01
Visceral Metastasis Yes vs No 1.97 1.30 298 <0.01
SRS Yes vs No 0.67 046 098 0.04
Surgery Yes vs No 0.55 038 0.81 <0.01
BRAF/MEK Yes vs No 1.37 0.89 211 0.15
PD-1 Yes vs No 0.90 061 131 057
CTLA4 Yes vs No 0.76 047 125 0.29
Other (Chemo + Epigenetic + Yes vs No 255 177 368 <001
Other)
Year of Brain Met Units=1 0.96 0.92 1.01 0.10
Age at Brain Met Units=10 1.04 092 117 0.3
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