Supplementary Table S1. Patient disposition in terms of completion of EORTC QLQ-C30. EORTC QLQ-C30, European

Organization for the Research and Treatment of Cancer Core Quality of Life Questionnaire.

Number of patients who completed the
questionnaire per cycle, n/N (%)

Cycle number (N=1277)

Cycle 1 (baseline) 852/1276 (66.8)
Cycle 2 811/1178 (68.8)
Cycle 3 822/1070 (76.8)
Cycle 4 731/946 (77.3)
Cycle 5 615/819 (75.1)
Cycle 6 546/718 (76.0)
Cycle 7 422/576 (73.3)
Cycle 8 373/483 (77.2)
Cycle 9 310/421 (73.6)
Cycle 10 281/384 (75.0)
Cycle 11 240/321 (76.0)
Cycle 12 203/279 (72.8)
Cycle 13 161/217 (74.2)




Supplementary Table S2. Factors associated with an improved GHS score, as assessed by univariate (2A) and
multivariate (2B) analysis. ECOG PS, Eastern Cooperative Oncology Group performance status; GHS, global health
status.

2A Univariate analysis

Parameter Odds Ratio 95% ClI p-value
ECOG PS

0-1 Ref - -

22 6.57 [4.11-10.48] <0.0001
Hematological toxicity

No Ref - -

Yes 3.79 [2.86 - 5.01] <0.0001
Objective tumor response

No Ref - -

Yes 2.47 [1.76 - 3.48] <0.0001
Preexisting symptoms

No Ref - -

Yes 0.93 [0.68 - 1.23] <0.0001
Non-hematological toxicity

No Ref - -

Yes 0.85 [0.65 - 1.11] 0.22
Age

< 60 years Ref - -

= 60 years 0.52 [0.40 — 0.68] <0.0001

2B multivariate analysis

Parameter Odds Ratio 95% CI p-value
ECOG PS
0-1 Ref - -
=2 4.94 [2.60 - 9.41] 0.0020
Hematological toxicity
No Ref - -
Yes 1.71 [1.14 - 2.55] 0.0095




Supplementary Table S3. Adverse events that occurred in 23% of patients treated with aflibercept plus FOLFIRI
(n=1277). FOLFIRI, fluorouracil (5-FU), folinic acid, irinotecan.

Patients

All grades, n (%)

Grade 2 3, n (%)

Any adverse event 1056 (82.7) 666 (52.2)
Diarrhea 437 (34.2) 86 (6.7)
Fatigue/ asthenia 227 (17.8) 18 (1.4)
Nausea 228 (17.9) 14 (1.1)
Stomatitis 219 (17.2) 50 (3.9)
Hypertension 148 (11.6) 118 (9.3)
Decreased white blood cell count 116 (9.1) 43 (3.4)
General physical health deterioration 106 (8.3) 62 (4.9)
Weight loss 98 (7.7) 2 (0.2)
Decreased appetite 94 (7.4) 8 (0.6)
Vomiting 93 (7.3) 12 (0.9)
Abdominal pain 91 (7.1) 14 (1.1)
Dyspnea 84 (6.6) 20 (1.6)
Anemia 58 (4.8) 17 (1.3)
Peripheral sensory neuropathy 54 (4.2) 3(0.2)
Neutrophil count decreased 54 (4.2) 30 (2.3)
Platelet count decreased 54 (4.2) 10 (0.8)
Pyrexia 53 (4.2) 4 (0.3)
Headache 51 (4.0) 2(0.2)
Constipation 48 (3.8) 2(0.2)
Epistaxis 45 (3.95) 1(0.1)
Pain 43 (3.4) 4 (0.4)
Proteinuria 43 (3.4) 9(0.7)
Dehydration 42 (3.3) 16 (1.3)
Back pain 39 (3.1) 7 (0.5)
Neoplasm progression 41 (3.2) 39 (3.1)
Dysphonia 39 (3.1) 3(0.2)




Supplementary Table S4

The names of the QoLiTrap investigators, listed by country.

Last name First name Country
Endkl-Tomantschger Ute Austria
Greil Richard Austria
Griinberger Birgit Austria
Korger Markus Austria
Meran Johannes Austria
Muellner-Ammer Kirsten Austria
Popescu Razvan Austria
Prager Gerald Austria
Rossmann Dieter Austria
Thaler Josef Austria
Tinchon Christoph Austria
Abenhardt Wolfgang Germany
Anhut Peter Germany
Assmann Michael Germany
Baake Gerold Germany
Balleisen Jan Sebastian Germany
Balser Christina Germany
Banhardt Ulrich Germany
Basovski Leonid Germany
Becker Cornelia Germany
Behringer Dirk Germany
Benz Jutta Germany
Bergmann Friedrich Germany
Bischoff Marina Germany
Blau Wolfgang Germany
Blumenstengel Klaus Germany
Bolling Claus Germany
Brandl Stephan Germany
Bremer Anne Germany
Brinkmann Lutz Germany
Broszeit-Luft Stefanie Germany
Burkhard-Meier Ulrike Germany
Biirkle Dieter Germany
DaRler Klaus-Ulrich Germany
Denzlinger Claudio Germany
Depenbusch Reinhard Germany
Derigs H. Guenter Germany
Diener Christian Germany
Dresemann Gregor Germany
Dworzanski Regina Germany
Edelmann Thomas Germany
Egert Matthias Germany
Eggers Egbert Germany
Ehrig Johannes Germany

Eichstaedt Martina Germany
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