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Inflammatory biomarkers in metastatic colorectal cancer:
prognostic and predictive role beyond the first line setting

SUPPLEMENTARY MATERIALS

388 patients with metastatic disease (100%)
Temporality: Snychronous metastasis (n=260), Metachronous metastasis (n=125), Unkown (n=3)

-> Reduced performance status (n=61)
-> Unknown (n=50)
-> Declined therapy (n=13)
-> Other reasons (n=6)

l s No 1st line (n=130 (34%))

258 patients undergoing 1st line therapy (100%)
Median number of cycles: 8 (25th-75th percentile=4-10)
Most frequent the_rapies: FOLFOX (n=46), Capecitabine (n=46), FOLFOX+Bev (n=43)
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[ CR@=502%) | | PR@=7027%)) | | SD@=67(26%) | [ PD@=77(30%)) | [ NE @=39 (15%))

B — No 2nd line (n=105 (41%))

-> Reduced performance status(n=55)
-> Still receiving 1st line at documentation
n=15)

->Unknown (n=14)

153 patients undergoing 2nd line therapy (100%)
Most frequent therapies: FOLFIRI+Bev (n=10), FOLFIRI (n=9), FOLFOX+Bev (n=17)
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| CR@=00%)) | [ PR@=25(16%)) | | SD@=4026%)) | | PD@=42(%)) | | NE @=24(16%))

_— No 3rd line (n=81 (53%))

-> Reduced performance status (n=36)
-> Still receiving 2nd line at documentation
(n=16)

-> Unknown (n=13)

72 patients undergoing 3rd line therapy (100%)
Most frequent therapies: Irinotecan+aEGFR (n=10), FOLFOX+Bev (n=8), aEGFR Monotherapy (n=7)
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Supplementary Figure 1: Flowchart of the study population.
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Supplementary Figure 2: Cumulative probability of progression free survivalin 1%, 2" and 3" of palliative chemotherapy
and overall survival in best supportive care.
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Supplementary Table 1: Changes of inflammatory biomarkers over the first three treatment lines and BSC

1% line a1 _ . _ _
(n=258) 2" line (n=153) 3 line (n=72) BSC (n=183)
Median Median % relative P for Median % relative P for Median % relative P for
[25th-75th [25th-75th change comparison [25th-75th change comparison [25%-75% change comparison
ercentile] ercentile] compared to with first ercentile] compared to with first ercentile] compared to with first
p p first line line p first line line p first line line
NLR 39[2.6-55] 3.2[2.2-5.4] -18 % 0.691 3.2[1.9-5.9] -19% 0.935 5.2[3.1-8.5] +32% 0.010
LMR 1.9[1.5-2.8] 1.8[1.2-2.8] -6% 0.145 1.9[1.3-3.0] -2% 0.028 1.2 [0.8-2.0] -36% <0.0001
212 164 N 171 o 239 o
PLR [147-401] [123-245] -23% 0.025 [115-270] -19% 0.559 [155-359] +13% 0.215
CRP 11.7 [4-34] 11 [4-34] -9% 0.095 13.7 [5.0-48] +17% 0.013 43 [12-96] +268% <0.0001
. 269 [15.1- 30.9[19.8- 29.5[12.4-
+ 0, + 0,
ALI 42.0] 51.5] 15% 0.345 56.9] 10% 0.934 N/A N/A N/A

Abbreviations: BSC — best supportive care, NLR — Neutrophil to lymphocyte ratio, LMR — Lymphocyte to monocyte ratio,
PLR — Platelet to lymphocyte ratio, CRP — C reactive protein, ALI — Advanced lung cancer index.



