Gastrointestinal infections are underestimated but fatal in chimeric antigen receptor T-cell therapy: a

real-world study leveraging FDA adverse event reporting system from 2017 to 2021
Supplementary materials:

Table S1. Detailed signal detection outcome for CAR-T associated gastrointestinal adverse events.

Drug PTs a b C d IC ICos 1Ce;5 ROR RORps  RORgrs
CAR-T Nausea 177 44753 319029 26270258 -1.60 -1.85 -135 0.33 0.28 0.38
CAR-T Vomiting 133 44797 181747 26407540 -1.20 -149 -0.92 0.43 0.36 0.51
CAR-T Diarrhoea 128 44802 289768 26299519 -193 -222 -164 0.26 0.22 0.31
CAR-T Dysphagia 72 44858 36701 26552586 021 -0.18 0.61 1.16 0.92 1.46
CAR-T Abdominal pain 62 44868 95253 26494034 -1.37 -1.79 -094 0.39 0.30 0.50
CAR-T Gastrointestinal haemorrhage 45 44885 41891 26547396 -0.65 -1.15 -0.15 0.64 0.48 0.85
CAR-T Clostridium difficile colitis 44 44886 4457 26584830 2.46 195 296 5.55 4.12 7.46
CAR-T Gastrointestinal infection 35 44895 4164 26585123 2.23 166 279 471 3.38 6.57
CAR-T Abdominal distension 30 44900 42348 26546939 -1.24 -185 -0.62 042 0.30 0.60
CAR-T Incontinence 29 44901 4342 26584945 191 128 253 3.77 2.61 5.43
CAR-T Stomatitis 28 44902 28058 26561229 -0.75 -1.39 -0.11 0.59 0.41 0.86
CAR-T Ascites 23 44907 11986 26577301 0.18 -0.53 0.89 1.13 0.75 1.70
CAR-T Constipation 23 44907 94835 26494452 -2.77 -3.48 -2.07 0.15 0.10 0.22
CAR-T Enterovirus infection 23 44907 399 26588888 4.28 357 498 20.02 13.15 30.48
CAR-T Hypophagia 21 44909 10507 26578780 024 -051 098 1.18 0.77 181

CAR-T Gastrointestinal toxicity 19 44911 1828 26587459 243 165 321 544 3.46 8.54
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CAR-T, chimeric antigen receptor T-cell; axi-cel, axicabtagene-ciloleucel; liso-cel, lisocabtagene maraleucel; KTE-X19, brexucabtagene autoleucel; ROR, reporting

odds ratios; IC, information component.



Table S2. Signal comparation between different CAR-T products in gastrointestinal adverse events.

CAR-T products  PTs a b c d ROR RORgs RORgis  IC 1Co2s 1Co75
axi-cel vs.

i Nausea 75 13841 96 29270 1.65 1.22 2.23 0.44 0.06 0.83
tisagenlecleucel

axi-cel vs. .

) Vomiting 48 13868 79 29287 1.28 0.89 1.83 0.23 -0.25 0.71
tisagenlecleucel

axi-cel vs. .

) Diarrhoea 56 13860 64 29302 1.84 1.28 2.63 0.53 0.09 0.98
tisagenlecleucel

axi-cel vs. )

) Dysphagia 35 13881 33 29333 22 1.37 3.55 0.67 0.1 1.23
tisagenlecleucel

axi-cel vs. . .

) Abdominal pain 34 13882 28 29338 2.51 1.52 4.14 0.76 0.18 1.33
tisagenlecleucel

axi-cel vs. . .

) Gastrointestinal haemorrhage 21 13895 20 29346 2.16 1.17 3.98 0.65 -0.09 1.39
tisagenlecleucel

axi-cel vs. . o .

) Clostridium difficile colitisagenlecle 20 13896 23 29343 1.8 0.99 3.28 0.52 -0.24 1.28
tisagenlecleucel

axi-cel vs. . . .

. Abdominal distension 1 13915 29 29337 0.11 0.01 0.77 -2.76 -8.06 2.54
tisagenlecleucel

axi-cel vs. )

) Incontinence 21 13895 5 29361 7.5 2.83 19.9 1.28 0.54 2.02
tisagenlecleucel

axi-cel vs. .

) Stomatitisagenlecle 3 13913 25 29341 0.28 0.09 0.94 -1.44 -3.73 0.85
tisagenlecleucel

axi-cel vs. .

) Ascites 7 13909 16 29350 0.93 0.38 2.26 -0.07 -1.43 1.28
tisagenlecleucel
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liso-cel vs.

) Intestinal perforation 1 479 4 29362 2.65 0.3 23.79 1.37 -3.93 6.67
tisagenlecleucel
liso-cel vs. . . .

. Small intestinal obstruction 1 479 1 29365 291 0.18 46.52 1.5 3.8 6.8
tisagenlecleucel
liso-cel vs. .

) Enteritisagenlecle 2 478 1 29365 4.84 0.44 535 2.19 -0.85 5.23
tisagenlecleucel

CAR-T, chimeric antigen receptor T-cell; axi-cel, axicabtagene-ciloleucel; liso-cel, lisocabtagene maraleucel; KTE-X19, brexucabtagene autoleucel; ROR, reporting

odds ratios; IC, information component.
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Table S3. Fatality rates in different gastrointestinal adverse events following tisagenlecleucele and axi-cel.

CAR-T products PTs Death reports  Total reports Rate (%)
Tisagenlecleucele Nausea 25 96 26.04
Tisagenlecleucele Diarrhoea 24 64 37.50
Tisagenlecleucele Vomiting 24 79 30.38
) Gastrointestinal
Tisagenlecleucele . . 21 35 60.00
infection
Tisagenlecleucele Abdominal distension 20 29 68.97
Tisagenlecleucele Mouth haemorrhage 19 19 100.00
Tisagenlecleucele Dysphagia 17 33 51.52
) Gastrointestinal
Tisagenlecleucele 16 20 80.00
haemorrhage
Tisagenlecleucele Oral pain 15 19 78.95
Tisagenlecleucele Ascites 14 16 87.50
) Abdominal
Tisagenlecleucele 13 13 100.00
compartment syndrome
Tisagenlecleucele Abdominal pain 13 28 46.43
Tisagenlecleucele Gastrointestinal toxicity 11 19 57.89
. Gastrointestinal
Tisagenlecleucele ) 10 10 100.00
disorder
Tisagenlecleucele Stomatitis 10 25 40.00
Tisagenlecleucele Mucormycosis 9 9 100.00
) Upper gastrointestinal
Tisagenlecleucele 8 8 100.00
haemorrhage
Tisagenlecleucele Pancreatitis 7 17 41.18
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CAR-T, chimeric antigen receptor T-cell; PTs, preferred terms; Axi-cel, axicabtagene-ciloleucel.
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