R1.2 DKI z-scores in CEL of 10 patients obtained 0-7 days before (pre-BEV) and 28
days after (post-BEV) initiating BEV treatment

DKI z-scores

MD MK
No. Time D, D, FA K, K,
1 Pre-BEV 0.98 1.30 0.34 -1.29 -4.45 -3.37 -2.28
Post-BEV 0.66 1.03 0.02 -1.23 -3.43 -2.79 -1.56
2 Pre-BEV 3.64 3.96 2.13 -1.99 -4.21 -2.85 2.71
Post-BEV 1.33 1.80 0.25 -1.79 -2.88 -2.28 -1.23
3 Pre-BEV 3.26 3.78 1.84 -2.28 -3.04 -2.49 -1.39
Post-BEV 0.91 1.32 0.13 -1.74 -0.55 -1.15 0.79
4 Pre-BEV 1.66 2.05 0.83 -1.91 -2.37 -2.15 -1.34
Post-BEV 2.09 2.54 1.13 -2.09 -2.83 -2.44 -1.43
5 Pre-BEV 3.37 3.83 1.81 -2.10 -2.62 -1.94 -1.48
Post-BEV 2.52 2.98 1.20 -1.88 -2.35 -1.77 -1.34
6 Pre-BEV 5.42 6.03 3.21 -2.42 -5.03 -3.24 -3.25
Post-BEV 4.62 5.35 2.45 -2.55 -3.72 -2.63 -2.22
7 Pre-BEV 1.36 1.56 0.70 -1.46 -1.90 -1.42 -1.29
Post-BEV -0.75 -0.44 -1.13 -0.78 0.79 0.10 1.51
8 Pre-BEV 3.75 391 2.33 -1.91 -3.77 -2.63 -2.52
Post-BEV 2.06 2.34 0.94 -1.75 -3.00 -2.28 -1.67
9 Pre-BEV 3.49 4.06 1.28 -2.68 -3.00 -2.48 -1.11
Post-BEV 1.64 2.40 -0.18 -2.43 -0.86 -1.63 1.40
10 Pre-BEV 1.45 1.83 0.51 -1.54 -1.57 -1.54 -0.26

Post-BEV 0.97 1.46 0.01 -1.77 0.13 -0.64 1.16




10" percentile DKI z-scores in CEL of 10 patients obtained 0-7 days before
(pre-BEV) and 28 days after (post-BEV) initiating BEV treatment

DKI z-scores

MD, MK
No. Ti

© 1me DLH)H DHI(!H FAH)H KLH)M KHH)H
1 Pre-BEV 0.06 0.28 -0.41 -2.05 -5.22 -3.90 -3.07
Post-BEV ~ -0.53 -0.28 -0.93 -2.15 -4.61 -3.57 -2.57

2 Pre-BEV 1.98 2.46 0.69 -2.50 -4.84 -3.19 -3.31
Post-BEV 0.05 0.48 -0.71 -2.19 -4.52 -3.07 -2.88

3 Pre-BEV 2.18 248 0.85 -2.99 -4.47 -3.33 -2.76
Post-BEV 0.21 0.45 -0.74 -2.76 -2.26 -2.39 -0.71

4 Pre-BEV 0.54 0.87 -0.07 -2.63 -4.20 -3.25 -2.49
Post-BEV 0.66 0.98 0.05 -2.70 -4.10 -3.22 -2.44

5 Pre-BEV 1.37 1.69 0.44 -2.85 -3.74 -2.48 -2.58
Post-BEV 0.41 1.06 -0.66 -2.53 -3.07 -2.15 -2.14

6 Pre-BEV 3.48 4.07 1.71 -2.90 -6.00 -3.77 -3.91
Post-BEV 2.77 3.40 1.18 -2.95 -4.58 -3.07 -2.97

7 Pre-BEV 0.33 0.58 -0.28 -1.89 -3.30 -2.14 -2.77
Post-BEV ~ -1.37 -0.95 -1.92 -1.40 -0.60 -0.63 -0.29

8 Pre-BEV 1.09 1.38 0.13 -2.26 -4.85 -3.20 -3.58
Post-BEV 0.22 0.59 -0.56 -2.13 -4.01 -2.80 -2.79

9 Pre-BEV 2.17 2.92 0.08 -2.95 -4.56 -3.20 -2.07
Post-BEV ~ -0.78 0.23 -1.91 -2.75 -2.72 -2.38 -0.52

10 Pre-BEV 0.53 1.02 -0.35 -1.99 -2.97 -2.17 -1.35
Post-BEV ~ -0.93 -0.34 -1.55 -2.09 -2.29 -1.84 -1.03




90" percentile DKI z-scores in CEL of 10 patients obtained 0-7 days before
(pre-BEV) and 28 days after (post-BEV) initiating BEV treatment

DKI z-scores

MDy, MKy,
No. Ti
© 1me Db)(v, DH‘JUH FAiu)u Kb)(m K\I%u
1 Pre-BEV 2.01 2.47 1.10 -0.47 -3.53 -2.81 -1.37
Post-BEV 2.39 2.96 1.17 -0.33 -2.35 2.12 -0.63
2 Pre-BEV 5.22 5.48 347 -1.50 -3.45 247 -1.88
Post-BEV 2.45 2.99 0.97 -1.31 0.98 -0.45 2.61
3 Pre-BEV 4.59 5.26 3.02 -1.29 -1.77 -1.73 0.21
Post-BEV 1.75 2.28 1.19 0.15 1.63 0.01 2.69
4 Pre-BEV 3.48 4.08 2.15 -1.42 -1.61 -1.74 -0.37
Post-BEV 3.85 4.46 2.43 -1.39 -1.36 -1.55 -0.20
5 Pre-BEV 5.09 5.64 3.15 -1.27 -1.36 -1.31 -0.29
Post-BEV 4.84 5.34 2.85 -1.09 -1.26 -1.22 0.01
6 Pre-BEV 7.39 8.11 4.58 -1.85 -3.93 -2.64 -2.51
Post-BEV 6.28 7.10 3.59 -2.08 -2.68 -2.10 -1.40
7 Pre-BEV 2.68 2.80 1.84 -0.94 -0.58 -0.77 0.21
Post-BEV -0.08 0.19 -0.36 -0.07 2.65 0.86 3.59
8 Pre-BEV 7.53 7.41 5.52 -1.40 -2.89 2.11 -1.71
Post-BEV 5.02 5.13 3.38 -1.29 -2.21 -1.87 -0.70
9 Pre-BEV 6.17 6.60 2.88 -2.55 -2.54 -2.31 -0.18
Post-BEV 4.02 4.57 1.48 -2.05 1.44 -0.66 3.76
10 Pre-BEV 2.79 3.06 1.66 -0.97 -0.53 -1.04 0.74
Post-BEV 2.77 3.18 1.49 -1.46 2.84 0.67 3.69




DKI z-scores in NEL of 10 patients obtained 0-7 days before (pre-BEV) and 28
days after (post-BEV) initiating BEV treatment

DKI z-scores

MD MK
No. Time D. D, FA K. K,

1 Pre-BEV 1.19 1.49 0.55 125 313 2247 -1.49

Post-BEV  0.74 1.03 0.18 -1.08 -1.88 -1.69 -0.59

2 Pre-BEV  3.52 3.88 1.96 2.03 3.81 2.63 22,40

Post-BEV  1.42 1.83 041 -1.65 254 2.02 113

3 Pre-BEV  3.14 347 2.00 -1.87 3.53 251 2.30

Post-BEV  1.49 1.69 0.90 -1.14 238 2.06 -0.99

4 Pre-BEV 1.26 1.54 0.67 -1.50 2.57 213 142

Post-BEV  1.01 131 0.43 -1.49 224 -1.97 -1.07

5 Pre-BEV 295 3.36 1.57 -1.99 -3.25 2.16 218

Post-BEV  2.80 3.30 1.34 214 -3.02 210 -1.85

6 Pre-BEV  4.10 470 224 2229 413 2,65 276

Post-BEV 434 4.95 2.41 224 -3.20 226 2.03

7 Pre-BEV 1.77 1.80 1.31 112 2234 -1.51 -1.95

Post-BEV  1.01 1.00 0.81 -0.65 -1.46 -0.91 -1.34

8 Pre-BEV  3.02 3.01 2.13 -1.38 328 225 237

Post-BEV  2.80 2.80 1.96 133 -3.20 221 228

9 Pre-BEV ~ 2.87 3.15 1.22 177 281 218 -0.97

Post-BEV 255 278 1.12 -1.60 242 -1.99 -0.63

10 Pre-BEV 1.09 1.22 0.62 2076 179 125 “1.16

Post-BEV 0.83 0.95 0.44 -0.66 -1.50 -1.02 -0.98




10" percentile DKI z-scores in NEL of 10 patients obtained 0-7 days before
(pre-BEV) and 28 days after (post-BEV) initiating BEV treatment

DKI z-scores

MD, ., MK
No. Ti

© 1me DLI(!H D”H)‘f FAH)H KLI(!H KHI(!"
1 Pre-BEV -0.05 0.12 -0.51 -2.22 -4.50 -3.39 -2.57
Post-BEV ~ -0.65 -0.42 -0.95 -2.18 -3.32 -2.71 -1.69

2 Pre-BEV 1.71 2.11 0.52 -2.43 -4.61 -3.05 -3.29
Post-BEV 0.35 0.70 -0.45 -2.31 -4.15 -2.91 -2.40

3 Pre-BEV 1.46 1.66 0.62 -2.76 -4.52 -3.27 -3.16
Post-BEV 0.00 0.03 -0.37 -2.48 -4.27 -3.40 -2.50

4 Pre-BEV 0.27 0.42 -0.12 -2.27 -3.62 -2.88 -2.26
Post-BEV 0.13 0.37 -0.34 -2.29 -3.57 -2.92 -2.10

5 Pre-BEV 1.29 1.69 0.23 -2.65 -4.18 -2.65 -3.13
Post-BEV 0.79 1.25 -0.27 -2.85 -4.37 -2.80 -3.15

6 Pre-BEV 1.51 1.89 0.48 -3.11 -5.67 -3.58 -3.76
Post-BEV 1.39 1.78 0.48 -2.94 -4.71 -3.12 -3.11

7 Pre-BEV 0.43 0.41 0.20 -1.90 -3.32 -2.13 -3.00
Post-BEV 0.08 0.00 -0.09 -1.46 -2.47 -1.60 -2.52

8 Pre-BEV 1.25 1.29 0.59 -2.03 -4.34 -2.87 -3.39
Post-BEV 1.05 1.09 0.46 -2.00 -4.31 -2.85 -3.35

9 Pre-BEV 0.62 0.76 -0.24 -2.85 -4.36 -3.07 -2.07
Post-BEV 0.40 0.63 -0.63 -2.63 -4.08 -2.86 -2.11

10 Pre-BEV 0.01 0.00 -0.17 -1.72 -2.89 -2.07 -2.28
Post-BEV ~ -0.20 -0.23 -0.38 -1.66 -2.63 -1.85 -2.09




90" percentile DKI z-scores in NEL of 10 patients obtained 0-7 days before
(pre-BEV) and 28 days after (post-BEV) initiating BEV treatment

DKI z-scores

MDy, MKy,
No. Ti
© 1me Db)(m Dl\w)u FAW, Kb)(m K\I%u
1 Pre-BEV 2.55 3.00 1.64 -0.18 -1.60 -1.38 -0.23
Post-BEV 2.65 3.10 1.68 -0.03 -0.53 -0.76 0.57
2 Pre-BEV 5.11 5.48 3.18 -1.55 -2.83 -2.13 -1.35
Post-BEV 2.55 3.04 1.24 -0.94 -1.01 -1.01 0.09
3 Pre-BEV 4.71 5.25 3.19 -0.72 -2.35 -1.64 -1.22
Post-BEV 3.28 3.62 2.59 0.35 -0.72 -0.69 0.65
4 Pre-BEV 2.23 2.60 1.48 -0.59 -1.51 -1.32 -0.49
Post-BEV 2.28 2.68 1.42 -0.70 -1.01 -1.09 -0.08
5 Pre-BEV 4.47 4.87 2.81 -1.25 -2.18 -1.58 -1.15
Post-BEV 4.69 5.21 2.76 -1.36 -1.13 -1.14 0.00
6 Pre-BEV 6.81 7.68 4.01 -1.23 -2.56 -1.66 -1.71
Post-BEV 7.85 8.56 4.84 -1.39 -1.49 -1.30 -0.85
7 Pre-BEV 3.10 3.13 2.50 -0.17 -1.18 -0.68 -0.85
Post-BEV 2.04 2.03 1.88 0.20 -0.45 -0.07 -0.18
8 Pre-BEV 5.06 4.93 3.85 -0.64 -2.10 -1.54 -1.26
Post-BEV 4.74 4.63 3.57 -0.58 -2.05 -1.54 -1.12
9 Pre-BEV 5.86 6.12 3.12 -0.41 -1.28 -1.21 0.21
Post-BEV 5.77 5.90 3.27 -0.45 -0.41 -0.93 1.48
10 Pre-BEV 2.23 2.52 1.42 0.31 -0.62 -0.28 -0.03
Post-BEV 2.02 2.27 1.32 0.49 -0.32 -0.09 0.17




R1.6 CEL and NEL volume of 10 patients obtained 0-7 days before (pre-BEV) and
28 days after (post-BEV) initiating BEV treatment

Volume (cm’)

No. Time CEL NEL
1 Pre-BEV 18.31 43.43
Post-BEV 7.21 22.40

2 Pre-BEV 8.72 81.87
Post-BEV 0.58 56.48
3 Pre-BEV 15.56 132.13
Post-BEV 1.70 55.77

4 Pre-BEV 42.58 96.24
Post-BEV 36.73 42.38

5 Pre-BEV 11.11 88.88
Post-BEV 0.34 116.28
6 Pre-BEV 24.16 141.60
Post-BEV 7.25 25.57

7 Pre-BEV 6.12 71.73
Post-BEV 1.95 44 .41

8 Pre-BEV 1.13 29.97
Post-BEV 0.45 28.53

9 Pre-BEV 5.94 48.67
Post-BEV 1.38 59.41

10 Pre-BEV 1.57 39.89

Post-BEV 0.39 39.73




Correlations of imaging measures in CEL, including DKI z-scores and CEL

volume, and PFS/OS. Imaging measures were obtained 0-7 days before (pre-BEV) and 28 days after
(post-BEV) initiating BEV treatment

Parameter Time PFS o0

r (95% CI) p-value r (95% CI) p-value

MD Pre-BEV -0.35 (-0.81, 0.38) 0.331 0.04 (-0.62, 0.67) 0.919
Post-BEV -0.41 (-0.83, 0.32) 0.247 -0.19 (-0.74, 0.52) 0.608

Post - Pre 0.10 (-0.58, 0.70) 0.785 -0.04 (-0.67, 0.62) 0.919

D, Pre-BEV -0.27 (-0.78, 0.45) 0.448 0.02 (-0.63, 0.65) 0.973
Post-BEV -0.37 (-0.82, 0.36) 0.296 -0.20 (-0.75, 0.51) 0.584

Post - Pre 0.10 (-0.58, 0.70) 0.785 -0.04 (-0.67, 0.62) 0.919

D, Pre-BEV -0.43 (-0.84, 0.29) 0.218 -0.12 (-0.71, 0.57) 0.759
Post-BEV -0.39 (-0.83, 0.33) 0.263 -0.27 (-0.78, 0.45) 0.448

Post - Pre 0.04 (-0.62, 0.67) 0.919 -0.07 (-0.68, 0.60) 0.865

FA Pre-BEV 0.35 (-0.38, 0.81) 0.331 0.16 (-0.54, 0.73) 0.657
Post-BEV 0.09 (-0.59, 0.69) 0.811 0.07 (-0.60, 0.68) 0.865

Post - Pre -0.35 (-0.81, 0.38) 0.331 -0.28 (-0.78, 0.44) 0.427

MK Pre-BEV 0.16 (-0.54, 0.73) 0.657 0.04 (-0.62, 0.67) 0.919
Post-BEV 0.14 (-0.55, 0.72) 0.707 -0.01 (-0.65, 0.64) 1.000

Post - Pre 0.13 (-0.56, 0.71) 0.733 -0.04 (-0.67, 0.62) 0.919

K, Pre-BEV -0.04 (-0.67, 0.61) 0.919 -0.13 (-0.71, 0.56) 0.733
Post-BEV 0.04 (-0.62, 0.67) 0.919 0.03 (-0.62, 0.66) 0.946

Post - Pre 0.03 (-0.62, 0.66) 0.946 -0.18 (-0.74, 0.53) 0.632

K, Pre-BEV 0.28 (-0.44, 0.78) 0.427 0.12 (-0.57, 0.71) 0.759
Post-BEV 0.30 (-0.43, 0.79) 0.407 0.13 (-0.56, 0.71) 0.733

Post - Pre 0.10 (-0.58, 0.70) 0.785 0.03 (-0.62, 0.66) 0.946



Volume  Pre-BEV -0.03 (-0.66, 0.62) 0.946 -0.54 (-0.88, 0.16) 0.113
Post-BEV 0.09 (-0.59, 0.69) 0.811 -0.45 (-0.85, 0.27) 0.191
Post - Pre -0.21 (-0.75, 0.50) 0.560 -0.52 (-0.87, 0.19) 0.133

CI, confidence interval.



Correlations of 10" percentile DKI z-scores in CEL and PFS/OS. DKI z-scores
were obtained 0-7 days before (pre-BEV) and 28 days after (post-BEV) initiating BEV treatment

Parameter Time PFS 0S

r (95% CI) p-value r (95% CI) p-value

MD, Pre-BEV -0.30 (-0.79, 0.43) 0.407 -0.19 (-0.74, 0.52) 0.608
Post-BEV -0.41 (-0.83, 0.32) 0.247 -0.35 (-0.81, 0.38) 0.331

Post - Pre -0.12 (-0.71, 0.57) 0.759 -0.22 (-0.76, 0.49) 0.537

Doy Pre-BEV -0.27 (-0.78, 0.45) 0.448 -0.10 (-0.70, 0.58) 0.785
Post-BEV -0.44 (-0.84, 0.28) 0.204 -0.28 (-0.78, 0.44) 0.427

Post - Pre -0.15 (-0.72, 0.54) 0.682 -0.26 (-0.77, 0.46) 0.470

Dyioo Pre-BEV -0.41 (-0.83, 0.32) 0.247 -0.27 (-0.78, 0.45) 0.448
Post-BEV -0.28 (-0.78, 0.44) 0.427 -0.19 (-0.74, 0.52) 0.608

Post - Pre -0.03 (-0.66, 0.62) 0.946 -0.10 (-0.70, 0.58) 0.785

FA, ., Pre-BEV 0.27 (-0.45, 0.78) 0.448 0.25 (-0.47, 0.77) 0.492
Post-BEV 0.22 (-0.49, 0.76) 0.537 0.36 (-0.37, 0.81) 0.313

Post - Pre -0.39 (-0.83, 0.33) 0.263 -0.31 (-0.79, 0.42) 0.387

MK,y Pre-BEV 0.15 (-0.54, 0.72) 0.682 0.01 (-0.64, 0.65) 1.000
Post-BEV -0.12 (-0.71, 0.57) 0.759 -0.12 (-0.71, 0.57) 0.759

Post - Pre -0.48 (-0.86, 0.24) 0.166 -0.43 (-0.84, 0.29) 0.218

K109 Pre-BEV 0.07 (-0.60, 0.68) 0.865 0.18 (-0.53, 0.74) 0.632
Post-BEV -0.21 (-0.75, 0.50) 0.560 -0.07 (-0.68, 0.60) 0.865

Post - Pre -0.48 (-0.86, 0.24) 0.166 -0.43 (-0.84, 0.29) 0.218

K100 Pre-BEV 0.35 (-0.38, 0.81) 0.331 0.20 (-0.51, 0.75) 0.584
Post-BEV -0.01 (-0.65, 0.64) 1.000 -0.15 (-0.72, 0.54) 0.682

Post - Pre -0.52 (-0.87,0.19) 0.133 -0.49 (-0.86, 0.22) 0.154

ClI, confidence interval.



Correlations of 90" percentile DKI z-scores in CEL and PFS/OS. DKI z-scores
were obtained 0-7 days before (pre-BEV) and 28 days after (post-BEV) initiating BEV treatment

Parameter Time PES 0S

r (95% CI) p-value r (95% CI) p-value

MDy, Pre-BEV -0.38 (-0.82, 0.35) 0.279 0.09 (-0.59, 0.69) 0.838
Post-BEV -0.45 (-0.85, 0.27) 0.191 -0.05 (-0.67, 0.61) 0.892

Post - Pre 0.12 (-0.57, 0.71) 0.759 -0.02 (-0.65, 0.63) 0.973

Doy Pre-BEV -0.50 (-0.87,0.21) 0.143 -0.08 (-0.69, 0.59) 0.919
Post-BEV -0.48 (-0.86, 0.24) 0.166 -0.12 (-0.71, 0.57) 0.759

Post - Pre 0.19 (-0.52, 0.74) 0.608 0.08 (-0.59, 0.69) 0.838

| DI Pre-BEV -0.47 (-0.85, 0.25) 0.178 -0.04 (-0.67, 0.62) 0.785
Post-BEV -0.52 (-0.87,0.19) 0.133 -0.20 (-0.75, 0.51) 0.584

Post - Pre 0.10 (-0.58, 0.70) 0.785 -0.13 (-0.71, 0.56) 0.733

FA,, Pre-BEV -0.01 (-0.65, 0.64) 1.000 -0.10 (-0.70, 0.58) 0.973
Post-BEV -0.15 (-0.72, 0.54) 0.682 -0.19 (-0.74, 0.52) 0.608

Post - Pre -0.10 (-0.70, 0.58) 0.785 -0.15 (-0.72, 0.54) 0.682

MKy, Pre-BEV 0.01 (-0.60, 0.68) 0.865 -0.02 (-0.65, 0.63) 0.657
Post-BEV 0.33 (-0.39, 0.80) 0.349 0.22 (-0.49, 0.76) 0.537

Post - Pre 0.52 (-0.19, 0.87) 0.133 0.41 (-0.32, 0.83) 0.247

| Pre-BEV -0.13 (-0.71, 0.56) 0.733 -0.16 (-0.73 0.54) 0.973
Post-BEV 0.26 (-0.46, 0.77) 0.470 0.12 (-0.57, 0.71) 0.759

Post - Pre 0.60 (-0.07, 0.90) 0.073 0.45 (-0.27, 0.85) 0.191

Koo Pre-BEV 0.13 (-0.56, 0.71) 0.733 -0.02 (-0.65, 0.63) 0.811
Post-BEV 0.38 (-0.35, 0.82) 0.279 0.27 (-0.45, 0.78) 0.448

Post - Pre 0.36 (-0.37, 0.81) 0.313 0.36 (-0.37, 0.81) 0.313

ClI, confidence interval.



