Table S1. Summary statistics of EASIX, m-EASIX and s-EASIX scores at baseline, pre-LD and infusion grouped for grade <2 and grade > 2.

CRS ICANS Overall
Grade <2 Grade >2 Grade <2 Grade >2
pagr | Median 1QR) 130 (080-237) 159 (089-273)  119(0.78-234)  1.61(092-274) 131 (0.81-2.60)
Range (0.29-145.40) (0.36-42.00) (0.36-42.00) (0.29-145.40) (0.29-145.40)
N 76 61 82 55 137
E pagy  Median(IQR)  232(068-575) 433 (083-976)  322(086-806) 208 (0.54-9.56) 261 (0.68-8.79)
'S Range (0.02-76.51) (0.04-106.63) (0.02-41.25) (0.06-106.63) (0.02-106.63)
= N 56 44 56 44 100
Median (IQR)  1.35(0.99-2.44) 142 (1.09-2.90)  1.34(0.95-2.44)  1.63 (1.08-323)  1.39 (1.01-2.62)
s-EASIX  Range (0.36-98.11) (0.58-45.83) (0.47-45.83) (0.36-98.11) (0.36-98.11)
N 77 61 82 56 138
Median (IQR)  1.13(0.79-2.18)  1.45(0.82-2.51)  1.06 (0.77-1.68)  1.72(0.98-3.01)  1.29 (0.82-2.27)
EASIX  Range (0.32-23.37) (0.28-62.75) (0.28-62.75) (0.32-27.35) (0.28-62.75)
N 84 68 89 63 152
A Median (IQR)  0.92 (0.30-3.28)  1.67 (0.44-1325)  0.93 (0.27-4.22)  2.37 (0.54-10.61)  1.27 (0.35-6.46)
7 m-EASIX  Range (0.03-211.72) (0.04-383.22) (0.03-383.22) (0.05-211.72) (0.03-383.22)
& N 83 58 82 59 141
Median (IQR) 136 (0.92-2.19) 152 (0.94-336)  1.27(0.91-1.78)  1.81(1.03-3.71)  1.40 (0.92-2.61)
s-EASIX  Range (0.34-17.07) (0.33-69.33) (0.33-69.33) (0.34-26.87) (0.33-69.33)
N 84 68 89 63 152
Median (IQR) 139 (0.89-2.12)  1.82 (0.95-4.40)  1.32(0.84-2.20)  1.83 (0.97-4.56)  1.44 (0.93-3.08)
EASIX  Range (0.04-16.58) (0.17-36.44) (0.04-36.44) (0.39-23.02) (0.04-36.44)
N 71 52 72 51 123
£ Median (IQR)  3.40 (0.76-8.39)  6.73 (224-23.53)  3.56 (0.75-8.41)  6.73 (2.21-22.90)  4.64 (1.07-12.97)
z m-EASIX  Range (0.08-247.18) (0.04-351.06) (0.08-351.06) (0.04-247.18) (0.04-351.06)
= N 66 49 69 46 115
Median (IQR)  1.78 (1.23-2.67) 224 (1.35-4.99)  1.66 (1.22-3.08) 223 (1.44-5.01)  1.95 (1.26-3.52)
s-EASIX  Range (0.49-27.15) (0.27-50.33) (0.27-50.33) (0.49-29.07) (0.27-50.33)
N 71 52 72 51 123

CRS = cytokine release syndrome; ICANS = immune effector cell-associated neurotoxicity syndrome; IQR= interquartile range; EASIX = Endothelial Activation and

Stress Index; m-EASIX = modified EASIX score; s-EASIX = simplified EASIX score; pre-LD = pre-lymphodepleting chemotherapy (day-15 until day -5).



Table S2. Summary statistics of EASIX, m-EASIX and s-EASIX scores at baseline, pre-LD and infusion grouped for grade <3 and grade > 3.

CRS ICANS CRS or ICANS
Grade <3 Grade >3 Grade <3 Grade >3 Grade <3 Grade >3
Median (IQR) 130 (0.81-2.55) 268 (1.24-2.72)  125(0.80-2.53)  1.64 (1.12-2.68)  1.23 (0.81-247)  1.68 (1.00-2.70)
EASIX  Range (0.29-145.40) (0.70-3.78) (0.29-145.40) (0.46-18.74) (0.29-145.40) (0.46-18.74)
N 130 7 108 29 103 34
v Median (IQR) 279 (0.70-8.80)  1.24 (047-4.94) 297 (0.70-8.80)  1.85(0.55-7.32)  2.99 (0.89-8.81)  1.76 (0.52-7.26)
'S m-EASIX Range (0.02-106.63) (0.07-26.13) (0.02-76.51) (0.06-106.63) (0.02-76.51) (0.06-106.63)
s N 94 6 78 2 73 27
Median (IQR) 137 (0.97-2.60) 252 (1.32-3.33)  1.36 (0.93-2.59)  1.63(1.11-3.01)  1.35(0.89-2.59)  1.55(1.16-3.01)
s-EASIX  Range (0.36-98.11) (1.18-4.51) (0.36-98.11) (0.61-15.20) (0.36-98.11) (0.61-15.20)
N 131 7 108 30 103 35
Median (IQR)  1.29 (0.82-2.26)  1.30 (0.82-358)  1.13 (0.79-2.21)  1.46(1.00-2.65)  1.13(0.80-2.22) 1.5 (0.87-2.61)
EASIX  Range (0.28-62.75) (0.56-5.62) (0.28-62.75) (0.32-23.37) (0.28-62.75) (0.32-23.37)
N 144 8 120 32 114 38
A Median (IQR) 128 (0.35-6.55)  0.91 (0.60-1.63)  1.14 (0.33-6.24)  2.16 (0.54-6.72)  1.22 (0.34-6.55)  1.58 (0.54-5.72)
T mEASIX Range (0.03-383.22) (0.08-61.53) (0.03-383.22) (0.05-211.72) (0.03-383.22) (0.05-211.72)
& N 134 7 111 30 106 35
Median (IQR) 140 (0.92-2.59) 135 (0.93-4.25)  1.37(0.92-2.35) 177 (1.02-2.76) 138 (0.92-2.49)  1.64 (0.96-2.69)
s-EASIX  Range (0.33-69.33) (0.85-5.70) (0.33-69.33) (0.51-17.07) (0.33-69.33) (0.51-17.07)
N 144 8 120 32 114 38
Median (IQR) 143 (0.93-2.81) 256 (1.12-6.15)  1.38 (0.83-2.46)  2.11(0.99-4.35) 139 (0.84-237)  2.10 (0.99-4.29)
EASIX  Range (0.04-36.44) (0.66-23.02) (0.04-36.44) (0.39-23.02) (0.04-36.44) (0.39-23.02)
N 118 5 98 25 95 28
< Median (IQR)  4.64 (0.96-12.97)  7.99 (3.27-69.38)  4.45 (0.77-12.00)  5.84 (1.67-26.61) 455 (0.76-12.27)  5.45 (1.47-20.40)
Z  m-EASIX Range (0.04-351.06) (1.13-241.54) (0.04-351.06) (0.06-241.54) (0.04-351.06) (0.06-241.54)
k= N 111 4 93 22 90 25
Median (IQR) 194 (1.26-3.32) 226 (1.36-10.08)  1.81 (1.22-3.12)  2.49 (1.56-4.97)  1.81(1.22-3.18)  2.30 (1.51-4.82)
s-EASIX  Range (0.27-50.33) (1.02-29.07) (0.27-50.33) (0.72-29.07) (0.27-50.33) (0.72-29.07)
N 118 5 98 25 95 28

CRS = cytokine release syndrome; ICANS = immune effector cell-associated neurotoxicity syndrome; IQR= interquartile range; EASIX = Endothelial Activation and Stress Index;
m-EASIX = modified EASIX score; s-EASIX = simplified EASIX score; pre-LD = pre-lymphodepleting chemotherapy (day-15 until day -5).



Table S3. Analysis of the association between the EASIX score and its derivates and CRS and ICANS

CRS grade >2 ICANS grade >2 CRS grade >3 ICANS grade >3 CRS/ICANS grade >3

OR 95% CI p OR 95% CI p OR 95% CI p OR 95% CI p OR 95% CI p
Baseline 1.08 0.85-137 052 120 094-154 015 113 068-187 0.64 102 077-137 087 1.02 0.78-134 0.89
EASIX* Pre-LD 119 093-152 017 131 1.02-168 004 107 064-179 081 112 084-148 045 105 0.80-138 071
Infusion 117 093-147 0.8 128 1.00-1.62 005 132 0.83-210 023 123 093-161 014 1.18 092-153 020
Baseline 1.04 091-1.19 059 103 090-118 064 091 068-123 054 093 078-111 044 092 0.78-1.08 0.29
m-EASIX*  Pre-LD  1.11 099-124 008 111 099-125 0.06 096 0.75-123 075 1.04 091-1.18 059 1.00 0.88-1.13 0.99
Infusion 110 097-124 0.14 110 097-125 013 116 0.85-158 035 1.05 090-122 053 1.04 090-1.20 0.62
Baseline 1.13 0.87-148 035 129 098-170 007 122 073-2.02 045 099 072-137 096 1.00 074-135 0.99
s-EASIX* Pre-LD 122 094-157 014 133 1.02-173 0.04 108 063-18 077 109 081-147 058 102 0.77-137 087
Infusion 120 093-154 016 128 099-1.67 006 134 082-218 024 122 091-164 019 116 087-154 0.30

* Log?2 transformed. EASIX = Endothelial Activation and Stress Index; m-EASIX = modified EASIX score; s-EASIX = simplified EASIX score; CI = confidence interval; CRS = cytokine

release syndrome; ICANS = immune effector cell-associated neurotoxicity syndrome; LDH = lactate dehydrogenase; pre-LD = pre-lymphodepleting chemotherapy (day-15 until

day -5);OR = odds ratio; p = p-value; ULN = upper limit of normal. Bold indicates statistically significant values.



Table S4. Analysis of the association of laboratory parameters and CRS and ICANS.

CRS grade > 2 ICANS grade =2 CRS grade >3 ICANS grade >3 CRS/ICANS grade >3

OR 95% CI p OR 95% CI p OR 95% CI p OR 95% CI p OR 95% CI p
Baseline 1.04 0.74-144 083 063 044-091 0.02 128 054-3.03 057 085 058-124 040 093 0.64-134 0.68
Platelets* Pre-LD 099 073-136 097 074 052-1.03 008 122 054-280 063 091 063-131 060 095 067-136 0.80
Infusion 096 071-130 079 073 053-1.00 0.5 084 045-157 058 082 057-116 026 082 058-115 0.24
Baseline 080 0.39-162 053 079 038-163 052 058 009-366 055 130 056-3.02 054 117 052-263 0.70
Creatinine* Pre-LD 094 041-212 087 111 049-254 080 090 0.14-569 091 149 055-4.01 043 141 055-359 047
Infusion 1.09 059-201 079 136 068-270 038 135 027-670 071 142 058-345 044 156 0.66-3.68 0.31
Baseline 1.02 086-120 084 098 083-115 078 084 058-1.20 032 091 074-113 040 0.89 073-1.08 0.23
CRP* Pre-LD 111 096-127 016 109 095-125 024 092 068-125 059 1.03 088-121 071 100 085-116 0.95
Infusion 1.09 093-128 029 107 091-126 042 113 072-180 058 1.00 0.82-121 099 100 083-121 098
Baseline 1.44 0.94-220 009 095 062-145 080 199 091-434 008 073 042-129 028 089 054-144 0.62
LDH* Pre-LD 2,00 1.19-335 0.01 136 085-218 020 170 073-3.99 022 108 061-1.89 080 098 057-1.68 0.94
Infusion 163 1.00-264 0.05 114 072-181 057 169 075-382 020 122 071-209 047 104 062-176 0.87
Baseline 1.61 0.80-327 018 064 033-126 020 401 045-3532 021 051 023-1.13 010 064 030-137 025
LDH>ULN  Pre-ID 158 0.83-3.02 017 149 078-287 023 116 028-487 084 087 039-192 073 079 037-167 053
Infusion 210 1.05-420 0.04 152 072-322 027 113 021-599 089 167 069-405 025 134 058-3.09 048
Baseline 1.08 0.82-144 056 102 0.80-130 086 104 057-190 089 108 078-149 064 109 0.80-150 057
Ferritin* Pre-LD 1.02 0.83-126 084 111 089-139 035 1.09 066-179 073 1.06 081-138 067 104 080-135 076
Infusion 116 090-150 025 129 100-167 005 150 078-288 022 109 0.79-150 061 112 082-152 046

* Log2 transformed. CRP = C-reactive protein; CRS = cytokine release syndrome; CI = confidence interval; ICANS = immune effector cell-associated neurotoxicity syndrome; LDH =

lactate dehydrogenase; OR = odds ratio; p = p-value; pre-LD = pre-lymphodepleting chemotherapy (day-15 until day -5); ULN = upper limit of normal. Bold indicates statistically

significant values.



Table S5. Analysis of the association between patients” characteristics and CRS and ICANS

CRS grade >2 ICANS grade >2 CRS grade >3 ICANS grade >3 CRS/ICANS grade >3
OR 95% CI p OR 95% CI p OR 95% CI 14 OR 95% CI 14 OR 95% CI p
> 65‘%32 65) 091 045-185 080 154 035-6.72 057 168 0.83-341 015 141 061-325 042 167 077-365 0.20
Gender

077 039-150 044 051 0.12-211 035 042 021-083 0.01 044 020-096 0.04 041 020-0.88 0.02
(male vs female)

Diagnosis 138 0.73-2.62 032 125 065-240 049 NA NA - 070 032-155 038 111 053-233 078
(DLBCL vs rest)
ECOG
60vs0) 160 081-315 017 155 077-311 022 528 096-29.07 006 101 044-230 099 129 0.60-279 052
ECOG
o1vest) 110 031-383 088 190 054-6.65 031 666 108-41.05 004 212 058-776 025 299 084-10.66 0.09
Stage 056 026-122 014 045 010-198 029 084 039-182 067 081 033-202 065 061 026-140 024
(I -1V vs 1 - TI)
B‘(J;gjffj)se 153 078-301 022 091 046-18 079 115 026-505 086 139 062-313 042 133 062-286 046

Extranodal sites

111 056-219 077 091 046-181 079 08 020-381 084 143 0.60-339 041 118 0.53-259  0.69
(yes vs no)

Extranodalsites ) 3 (5 509 094 063 030-131 022 078 015-408 077 110 047-2.58 083 095 042-216 091

(22vs<2)
IPI score

>1vs<1) 090 035-233 083 315 1.03-9.67 005 122 0.13-11.83 086 164 047-570 043 142 0.45-4.46 0.55
IPI score

(>2vs<2) 1.58 0.64-394 032 1.87 073-474 019 444 0.68-2898 0.12 0.81 026-251 071 1.13 0.40 - 3.18 0.81

CI = confidence interval; CRS = cytokine release syndrome; DLBCL = Diffuse large B cell lymphoma; ECOG = eastern cooperative oncology group; ICANS = immune effector cell-
associated neurotoxicity syndrome; IPI = international prognostic index; OR = odds ratio; p = p-value; Bold indicates statistically significant values.



Table S6. Univariable analyses of pre-LD (m-)EASIX using the different cut-offs proposed by the included studies

CRS grade >2 ICANS grade >2 ICANS grade >3 CRS/ICANS grade >3
OR 95% CI p AUC OR 95% CI p AUC OR 95% CI p AUC OR 95% CI p AUC
EASIX > 4.672 - - - - - - - - - - - - 061 016-227 046 052
EASIX >2.1a - - - - 324 158-6.68 <0.01 0.62 - - - - - - - -

EASIX > 4.6° 1.81 0.64-507 026 053 - - - - - - - - - - - -

m-EASIX > 4¢ - - - - - - - - 128 055-299 056 0.53 - - - -

Proposed by Greenbaum et al. [8]; "Proposed by Korell et al. [17]; ‘Proposed by Acosta-Medina et al. [18]; AUC = area under the curve; CI = confidence interval; CRP = C-reactive protein; CRS
= cytokine release syndrome; DLBCL = Diffuse large B cell lymphoma; EASIX = Endothelial Activation and Stress Index; m-EASIX = modified EASIX score; s-EASIX = simplified EASIX score;
ICANS = immune effector cell-associated neurotoxicity syndrome; IPI = International Prognostic Index; IQR = interquartile range; LDH = lactate dehydrogenase; OR = odds ratio; p = p-value;
pre-LD = pre-lymphodepleting chemotherapy (day-15 until day -5); ULN = upper limit of normal. Bold indicates statistically significant values.



