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Introduction

Colorectal cancer is one of the most common cancers. In France, more than 40% of patients suffering from this disease are over 75 years of age [START_REF] Doat | Elderly patients with colorectal cancer: treatment modalities and survival in France. National data from the ThInDiT cohort study[END_REF]. At the metastatic stage, advanced age is a factor of poor prognosis. According to health insurance data, overall survival of patients older than 75 years is 8.4 months (17.1 months if chemotherapy treatment is started), while it achieves 22.3 months in patients younger than 75 [START_REF] Doat | Elderly patients with colorectal cancer: treatment modalities and survival in France. National data from the ThInDiT cohort study[END_REF].

The therapeutic strategy in metastatic colorectal cancer (mCRC) depends on the objectives set, such as metastases resection, symptom reduction or survival prolongation. According to the European Society of Medical Oncology (ESMO) guidelines, the most frequently used first-line (1 st line) chemotherapy regimens combine fluoropyrimidine with oxaliplatin or irinotecan and targeted anti-EGFR or anti-VEGF therapy adapted to tumor molecular profile [START_REF] Van Cutsem | ESMO consensus guidelines for the management of patients with metastatic colorectal cancer[END_REF]. These recommendations do not take into account geriatric specificities and many questions remain unanswered concerning the management of older patients with colorectal cancer [START_REF] Aparicio | Colorectal cancer care in elderly patients: Unsolved issues[END_REF]. Recent French guidelines have been published for mCRC treatment but no precise recommendation are made for older patient [START_REF] Phelip | Metastatic colorectal cancer (mCRC): French intergroup clinical practice guidelines for diagnosis, treatments and follow-up (SNFGE, FFCD, GERCOR, UNICANCER, SFCD, SFED, SFRO, SFR)[END_REF]. Data from therapeutic trials do not provide enough information on older patients, since even in recent trials older patients are poorly included and highly selected [START_REF] Canoui-Poitrine | Inclusion of older patients with colorectal cancer in clinical trials: the SAGE prospective multicenter cohort study[END_REF]. Geriatric data are particularly important to establish therapeutic decision and to guide towards a standard, adapted or limited treatment according to the goals set [START_REF] Caillet | Comprehensive geriatric assessment in the decision-making process in elderly patients with cancer: ELCAPA study[END_REF]. Recommendations of SIOG (International Society of Geriatric Oncology) concerning the management of colorectal cancers according to each stage were published in 2009 and updated in 2013 [START_REF] Papamichael | Treatment of colorectal cancer in older patients: International Society of Geriatric Oncology (SIOG) consensus recommendations 2013[END_REF]. None of the previous recommendations is based on a systematic review of the literature. Moreover, several large-scale observational studies, as well as therapeutic trials dedicated to older patients with mCRC have been published since 2013, justifying an update of recommendations.

Our recommendations are based on literature considering older patients at different age thresholds (i.e. 65, 70, 75 or 80 years). A threshold of 75 years was chosen by the French authorities to define oncogeriatry, as frailty and comorbidities are more frequent than in patients aged 70-75, nevertheless this threshold may be adapted to individual cases.

Recent studies showed a dramatic efficacy of immunotherapy in the subgroup of patients with microsatellite instability (MSI) mCRC [START_REF] Overman | Phase II study of nab-paclitaxel in refractory small bowel adenocarcinoma and CpG island methylator phenotype (CIMP)-high colorectal cancer[END_REF][START_REF] Overman | Nivolumab in patients with metastatic DNA mismatch repair-deficient or microsatellite instability-high colorectal cancer (CheckMate 142): an open-label, multicentre, phase 2 study[END_REF]. Old patients had a higher prevalence of colon MSI tumor compared to young patients at early stage [START_REF] Aparicio | Deficient mismatch repair phenotype is a prognostic factor for colorectal cancer in elderly patients[END_REF]. Nevertheless, no specific data are available concerning older patients with mCRC treated with immunotherapy. Therefore no recommendation was made concerning immunotherapy.

Material and Methods

Systematic

review registered in PROSPERO https://www.crd.york.ac.uk/prospero/ (ID=CRD42018091998). Search strategy has followed the following standardized protocol:

Formulation of clinical questions

Clinical questions were formulated by a multidisciplinary group (digestive oncologist, geriatrician, epidemiologist). Key questions identified by the group are listed below:

1. For which older patients with mCRC is chemotherapy worth considering, feasible or possible?

Which older patients can be treated with chemotherapy?

2. Which older patients with mCRC should be treated with mono-chemotherapy or polychemotherapy in 1 st line?

3. Which older patients with mCRC can be treated with anti-angiogenic therapy?

4. Which older patients with mCRC can be treated with anti-EGFR antibody, regorafenib or trifluridine-tipiracil?

Inclusion Criteria, Data Sources and Search Algorithm

Criteria for study inclusion were the following: 1) Trial (regardless of phase) or observational study or systematic review or meta-analysis. 2) Metastatic colorectal cancer. Non-inclusion criteria were: Narrative reviews, case series, clinical case reports, comments, and opinions.

Data sources

Medline, Embase and Cochrane databases were queried. Duplicates and references prior to 2000 were eliminated. Search algorithms are presented in Appendix 1 (supplementary data).

Selection of titles and abstracts

A group associating a digestive oncologist (TA) and a geriatrician (EP) independently and systematically read the titles and abstracts coded "yes" (to be included), "no" or "uncertain. A consensus meeting solved discrepancies or agreed on "uncertain" references.

Selected abstracts have been grouped into four themes. For each key question, a group systematically associating a digestive oncologist, a geriatrician (or onco-geriatrician) and a methodologist was constituted to read complete articles, decide whether it should/shouldn't be included in the review, extract data and evaluate bias. A standardized data extraction grid was created. For the risk assessment of bias, the Cochrane grid was used for randomized controlled trials.

Data synthesis and analysis

Results were summarized for each key question. Each group evaluated literature results and identified gaps in knowledge concerning management of older patients with mCRC.

Clinical questions and recommendations

From the 3 databases queried, a total of 708 references were identified and 169 abstracts were selected (Figure 1). Abstracts were classified according to the different key questions previously defined: 34 abstracts concerned question 1, 49 question 2, 61 question 3 and 25 question 4.

Question 1: For which older patients with mCRC is chemotherapy worth considering, feasible or possible? Which older patients can be treated with chemotherapy?

Over the last 15 years, several practice surveys registers or health insurance data from different countries show an increased prescription of chemotherapy to patients with mCRC, particularly in patients over 70 years [START_REF] Papamichael | Treatment of colorectal cancer in older patients: International Society of Geriatric Oncology (SIOG) consensus recommendations 2013[END_REF][START_REF] Overman | Phase II study of nab-paclitaxel in refractory small bowel adenocarcinoma and CpG island methylator phenotype (CIMP)-high colorectal cancer[END_REF][START_REF] Overman | Nivolumab in patients with metastatic DNA mismatch repair-deficient or microsatellite instability-high colorectal cancer (CheckMate 142): an open-label, multicentre, phase 2 study[END_REF][START_REF] Aparicio | Deficient mismatch repair phenotype is a prognostic factor for colorectal cancer in elderly patients[END_REF][START_REF] Meulenbeld | Significant improvement in survival of patients presenting with metastatic colon cancer in the south of The Netherlands from 1990 to 2004[END_REF].

Although prescription increased in recent years, differences are still observed among different age groups (70-75 years, 75-80 years,> 80 years) and comorbidities [START_REF] Vijayvergia | Chemotherapy use and adoption of new agents is affected by age and comorbidities in patients with metastatic colorectal cancer[END_REF] and were associated to improved patient survival [START_REF] Meulenbeld | Significant improvement in survival of patients presenting with metastatic colon cancer in the south of The Netherlands from 1990 to 2004[END_REF]. Nevertheless, in observational studies, the indication bias was not controlled. In addition, there are still age-related prescribing inequities, especially for targeted therapies and patients over 75 years of age [START_REF] Aparicio | Deficient mismatch repair phenotype is a prognostic factor for colorectal cancer in elderly patients[END_REF][START_REF] Sorbye | Age-dependent improvement in median and long-term survival in unselected population-based Nordic registries of patients with synchronous metastatic colorectal cancer[END_REF][START_REF] Vijayvergia | Chemotherapy use and adoption of new agents is affected by age and comorbidities in patients with metastatic colorectal cancer[END_REF][START_REF] Van Steenbergen | Large age and hospitaldependent variation in administration of adjuvant chemotherapy for stage III colon cancer in southern Netherlands[END_REF].

In France, a study based on data from the National Health Insurance database showed that patients over 75 years received less chemotherapy and had a worse survival, when compared to younger patients [START_REF] Doat | Elderly patients with colorectal cancer: treatment modalities and survival in France. National data from the ThInDiT cohort study[END_REF]. Two other Canadian and Australian studies found similar results [START_REF] Kumar | A population-based study of metastatic colorectal cancer in individuals aged ≥ 80 years: findings from the South Australian Clinical Registry for Metastatic Colorectal Cancer[END_REF][START_REF] Chan | Population-Based Patterns and Factors Associated With Underuse of Palliative Systemic Therapy in Elderly Patients With Metastatic Colon Cancer[END_REF]. A systematic review of randomized controlled trials assessing targeted therapy in mCRC, showed that frail older patients, patients with uncontrolled hypertension or history of heart failure, treated with anticoagulants or showing impaired creatinine clearance, were excluded from prospective studies [START_REF] Gouverneur | Inclusion of elderly or frail patients in randomized controlled trials of targeted therapies for the treatment of metastatic colorectal cancer: A systematic review[END_REF].

Very few studies analyzed the clinical profile of older patients treated with chemotherapy versus untreated patients. In these studies, factors associated to prescribing 1 st line chemotherapy were:

primary tumor surgery, liver metastasis surgery, being married, Caucasian origin, young age, performance status (PS), patient's choice, number of associated severe comorbidities (<2), number of concomitant medications (<5/day) and absence of indicators of poor general condition such as oxygen therapy, a walking aid or use of a wheelchair [START_REF] Bikov | Patterns of Biologics Use Across Treatment Lines in Elderly (Age >65) Medicare Patients With Metastatic Colon Cancer[END_REF][START_REF] Chan | Population-Based Patterns and Factors Associated With Underuse of Palliative Systemic Therapy in Elderly Patients With Metastatic Colon Cancer[END_REF][START_REF] Reese | Clinical and demographic characteristics associated with the receipt of chemotherapy treatment among 7951 elderly metastatic colon cancer patients[END_REF][START_REF] Gouverneur | How are elderly patients treated after a diagnosis of metastatic colorectal cancer in real-life practice? A study in a French teaching hospital[END_REF]. None of these studies analyzed the parameters of geriatric evaluation. Further studies are needed to better target the profile of older people with mCRC who require palliative care. Evolved dementia, significant loss of autonomy with inability to perform daily life activities, in particular to move and assure transfers, a serious organ pathology other than cancer compromising survival at 6 months (heart failure, respiratory failure, severe renal or hepatic insufficiency), uncontrolled psychiatric disorders, a high number of severe non-cancer co-morbidities (≥2) and social isolation are factors to consider that may contraindicate chemotherapy prescription.

As for other tumors, screening for frailty in older patients with mCRC before chemotherapy, using a validated screening tool, is recommended [START_REF] Aparicio | Colorectal cancer care in elderly patients: Unsolved issues[END_REF]. The G8 screening tool [START_REF] Soubeyran | Screening for vulnerability in older cancer patients: the ONCODAGE Prospective Multicenter Cohort Study[END_REF] is recommended by the SIOG [START_REF] Decoster | Screening tools for multidimensional health problems warranting a geriatric assessment in older cancer patients: an update on SIOG recommendations †[END_REF]. In the presence of frailty or a G8 test ≤14, a Comprehensive Geriatric Assessment (CGA), is advised by the SIOG, the National Cancer Center Network (NCCN) and the EORTC (European Organization for Research and Treatment of Cancer) [START_REF] Pallis | EORTC elderly task force position paper: approach to the older cancer patient[END_REF][START_REF] Extermann | Use of comprehensive geriatric assessment in older cancer patients: recommendations from the task force on CGA of the International Society of Geriatric Oncology (SIOG)[END_REF]. CGA is an interdisciplinary diagnostic procedure that identifies co-morbidities and age-related physiological changes that may increase the risk of treatment toxicity [START_REF] Caillet | Comprehensive geriatric assessment in the decision-making process in elderly patients with cancer: ELCAPA study[END_REF]28]. CGA allows to set up management actions which limit treatment adverse effects, correct altered domains and improve patient's follow-up [START_REF] Caillet | Comprehensive geriatric assessment in the decision-making process in elderly patients with cancer: ELCAPA study[END_REF].

Recommendations on palliative chemotherapy indication for older patients with mCRC.

-Prescription of palliative chemotherapy is indicated regardless of age (grade B).

-A geriatric evaluation is recommended if G8 score <14 (grade B).

-Best supportive care alone should be discussed after geriatric evaluation, if severe comorbidity (grade C), advanced dementia and/or uncontrolled psychiatric disorders (expert opinion) or significant dependence with inability to carry out daily life activities, in particular to move and to assure transfers, is observed (expert opinion).

Question 2: Which older patients with mCRC should be treated with mono-chemotherapy or poly-chemotherapy in 1 st line ?

Efficacy A retrospective study of 66 patient's ≥75 years of age treated with 5-fluorouracil (5FU) + oxaliplatin or irinotecan reported an objective response rate of 37%, a median progression-free survival (PFS) of 6.8 months and a median overall survival (OS) of 11.2 months, in 1 st line treatment [START_REF] Aparicio | Oxaliplatin-or irinotecan-based chemotherapy for metastatic colorectal cancer in the elderly[END_REF]. A German practice study evaluated the efficacy and safety of doublet with irinotecan and 5FU in 334 patients treated in 1 st line. Median PFS and OS were 9.8 and 26.5 months for patients younger than 70 years and 8 and 19.4 months for patients over 70 years of age, respectively [START_REF] Moehler | Efficacy and safety of irinotecan-based chemotherapy for advanced colorectal cancer outside clinical trials: an observational study[END_REF]. An analysis of the US MEDICARE database compared OS with or without irinotecan in the treatment of mCRC in patients over 65 years of age. There was no increase in OS in patients treated with irinotecan compared to those who did not receive it [START_REF] Obeidat | Outcomes of irinotecan-based chemotherapy regimens in elderly Medicare patients with metastatic colorectal cancer[END_REF]. Conversely, a Canadian study found an increase in OS in patients over 70 years of age receiving 1 st line doublet chemotherapy compared to those treated with monochemotherapy (24 months vs 18.7 months, hazard ratio (HR 0.74 [95% CI 0.55-0.99], p=0.049) [START_REF] Chan | Population-Based Patterns and Factors Associated With Underuse of Palliative Systemic Therapy in Elderly Patients With Metastatic Colon Cancer[END_REF].

However, comparison of survival data from observational studies should be interpreted with caution due to the bias in treatment indication. A Japanese study, on treatment compliance of capecitabine + oxaliplatin chemotherapy, showed that capecitabine compliance decreased in patients over 80 years [START_REF] Kawakami | Patients' self-reported adherence to capecitabine on XELOX treatment in metastatic colorectal cancer: findings from a retrospective cohort analysis[END_REF]. Finally, a retrospective study evaluating 5FU monotherapy dose escalation according to pharmacokinetics, showed that this therapy was feasible after 65 years [START_REF] Duffour | Clinical impact of intesified 5-Fluorouracilbased chemotherapy using a prospective pharmacokinetically-guided dosing approach: comparative study in elderly and non-elderly patients with metastatic colorectal cancer[END_REF].

In prospective studies not dedicated to older patients, the proportion of patients over 70 is usually less than 20% in subgroup post-hoc analysis. Furthermore, the proportion of patients over 75 is approximately 5% to 9%, highlighting the selection of older patients in these studies. In prospective trials dedicated to unfit patients, age was not the only selection criteria but rather the ineligibility for doublet chemotherapy according to investigator opinion [34] [35] [START_REF] Cunningham | Bevacizumab plus capecitabine versus capecitabine alone in elderly patients with previously untreated metastatic colorectal cancer (AVEX): an open-label, randomised phase 3 trial[END_REF].

Tumor response rate

Dedicated studies and post-hoc analysis of older subpopulations in trials without age limit, find a better tumor response rate when patients are treated with doublet chemotherapy when compared to fluoropyrimidine mono-chemotherapy. Response rates observed in single-arm and randomized trials comparing two poly-chemotherapy arms are 10% to 33% for fluoropyrimidine monotherapy and 32% to 52% for poly-chemotherapy (Table 1). A post-hoc study evaluated the triple combination of fluoropyrimidine + oxaliplatin + irinotecan reported a low response rate (34%) [START_REF] Vamvakas | Clinical outcome of elderly patients with metastatic colorectal cancer treated with FOLFOXIRI versus FOLFIRI: Subgroup analysis of a randomized phase III trial from the Hellenic Oncology Research Group (HORG)[END_REF]. Two large randomized studies dedicated to older or frail patients show a significant increase in the objective response rate with the combination irinotecan + 5FU [38] or oxaliplatin + fluoropyrimidine versus fluoropyrimidine alone [34]. A third randomized trial on a smaller number of patients found a nonsignificant trend to a better tumor response rate in favor of oxaliplatin + capecitabine compared to capecitabine alone [START_REF] Hong | Randomized phase II study of capecitabine with or without oxaliplatin as first-line treatment for elderly or fragile patients with metastatic colorectal cancer: a prospective, multicenter trial of the Korean Cancer Study Group CO06-01[END_REF]. In a FFCD (Fédération Francophone de Cancérologie Digestive) study, a double randomization compared the association irinotecan + 5FU to 5FU alone and also two modalities of the LV5FU2 protocol (CLASSIC vs SIMPLIFIED). Response rate was significantly increased when 5FU was administered according to the CLASSIC modality with a bolus of 5FU at D1 and D2 and two 24h infusions of 5FU 600 mg/m 2 , regardless of irinotecan combination [38]. In the Kwakman et al study, comparison between capecitabine and S1 compound shows a trend for a better tumor response rate with capecitabine [35]. Post-hoc analysis in prospective trials evaluating different age subgroups, show that patients over the age of 70 or 75 have comparable response rates to younger patients, or even a tendency to have better response rates in certain studies, in both monotherapy and doublet chemotherapy arms (Table 2). However, one study evaluating two fluoropyrimidine regimens versus the combination with oxaliplatin found a better response rate in younger patients [START_REF] Sastre | Elderly patients with advanced colorectal cancer derive similar benefit without excessive toxicity after first-line chemotherapy with oxaliplatin-based combinations: comparative outcomes from the 03-TTD-01 phase III study[END_REF]. It should be noted that this is the study with the highest proportion of older patients (32%), although most of the included patients were ECOG 0. A significant improvement of tumor response in the subgroup of patients >70 years was found when doublet chemotherapy was compared to monotherapy in Folprecht et al. study [START_REF] Folprecht | Irinotecan/fluorouracil combination in firstline therapy of older and younger patients with metastatic colorectal cancer: combined analysis of 2,691 patients in randomized controlled trials[END_REF]. Search for predictors of tumor response is rarely done. In a phase II study, evaluating capecitabine monotherapy over 70s, no prognostic effect was found in univariate analysis of ECOG, ADL (activities of daily livings), IADL (instrumental ADL) or age on tumor response [START_REF] Feliu | Capecitabine as first-line treatment for patients older than 70 years with metastatic colorectal cancer: an oncopaz cooperative group study[END_REF].

Progression-free survival

Median PFS is 5.1 to 7 months when patients are treated with fluoropyrimidine monotherapy and 7

to 9 months when combination-therapy is used in single arm studies and randomized trials comparing two arms of poly-chemotherapy (Table 1). One study with a small number of patient, compared capecitabine in combination with oxaliplatin or irinotecan did not observed a difference regarding response rate or PFS [START_REF] Rosati | Capecitabine in combination with oxaliplatin or irinotecan in elderly patients with advanced colorectal cancer: results of a randomized phase II study[END_REF]. There is a trend in favor of combination chemotherapy in the two randomized phase III studies dedicate to older patients [34,38] (Table 1). PFS is comparable between capecitabine and S1 compound [35]. Post-hoc studies of prospective trials evaluating different age subgroups, show that patients over 70 or 75 years have a median PFS similar to younger patients, in both mono and doublet chemotherapy (Table 2). However, older patients included in these studies were probably selected. A significant improvement in PFS with irinotecan and 5FU combination compared to monotherapy, in the subgroup of patients >70 years is reported in a pooled study of prospective trials not dedicated to older patients [START_REF] Folprecht | Irinotecan/fluorouracil combination in firstline therapy of older and younger patients with metastatic colorectal cancer: combined analysis of 2,691 patients in randomized controlled trials[END_REF]. Finally, a meta-analysis found a significant increase of PFS in older patients receiving doublet chemotherapy compare to monochemotherapy (HR = 0.82, 95% CI 0.72-0.93) [START_REF] Landre | Doublet chemotherapy vs. single-agent therapy with 5FU in elderly patients with metastatic colorectal cancer. a meta-analysis[END_REF]. Several studies have identified predictors of a short PFS such as: ECOG> 2 [START_REF] Berretta | FOLFOX4 in the treatment of metastatic colorectal cancer in elderly patients: a prospective study[END_REF], absence of tumor response [START_REF] Sastre | Irinotecan in combination with fluorouracil in a 48-hour continuous infusion as first-line chemotherapy for elderly patients with metastatic colorectal cancer: a Spanish Cooperative Group for the Treatment of Digestive Tumors study[END_REF], alkaline phosphatases >2N, ACE >2N [38]. In the FFCD study, a benefit of 5FU and irinotecan doublet was observed in patients subgroups <80 years, with a non-resected primitive tumor and an initial leukocyte count >11,000/mm3 [START_REF] Aparicio | Geriatric factors analyses from FFCD 2001-02 phase III study of first-line chemotherapy for elderly metastatic colorectal cancer patients[END_REF].

Overall survival

Median OS increases from 11 to 18 months when patients are treated with fluoropyrimidine monotherapy and from 14 to 19.9 months when combination therapy is used, in single arm studies and randomized trials comparing two arms of poly-chemotherapy (Table 1). Randomized trials comparing monotherapy versus doublet chemotherapy show no improvement in OS when patients are treated with combination-chemotherapy (Table 1). In FFCD 2001-02, OS was increased when the 5FU was administered in the CLASSIC modality compared to the simplified LV5FU2 [38]. Comparison of OS between capecitabine and S1 compound shows a trend towards a better survival with capecitabine [35]. Post-hoc studies of prospective trials evaluating different age subgroups report heterogeneous results (Table 2). Landré et al meta-analysis, shows no difference in OS between mono and doublet chemotherapy (HR = 1.00, 95% CI: 0.89-1.13) [START_REF] Landre | Doublet chemotherapy vs. single-agent therapy with 5FU in elderly patients with metastatic colorectal cancer. a meta-analysis[END_REF]. Several studies identified predictive factors of a short OS : ECOG>2 [START_REF] Berretta | FOLFOX4 in the treatment of metastatic colorectal cancer in elderly patients: a prospective study[END_REF], lack of objective response and high initial LDH [START_REF] Kabbinavar | Addition of bevacizumab to bolus fluorouracil and leucovorin in first-line metastatic colorectal cancer: results of a randomized phase II trial[END_REF], age> 80 years [START_REF] François | Use of the folinic acid/5fluorouracil/irinotecan (FOLFIRI 1) regimen in elderly patients as a first-line treatment for metastatic colorectal cancer: a Phase II study[END_REF], alkaline phosphatases >2N, ACE >2N, more than two metastatic sites, abnormal IADL score [38,[START_REF] Aparicio | Geriatric factors analyses from FFCD 2001-02 phase III study of first-line chemotherapy for elderly metastatic colorectal cancer patients[END_REF]. In this latest study, there is a trend towards a benefit from irinotecan therapy in patient subgroup with normal IADL compared to impaired IADL (p = 0.06) [START_REF] Aparicio | Geriatric factors analyses from FFCD 2001-02 phase III study of first-line chemotherapy for elderly metastatic colorectal cancer patients[END_REF].

TOXICITY, FEASIBILITY AND QUALITY OF LIFE

Toxicity

Of the 49 articles selected, 23 articles were analyzed for toxicities of mono-or poly-chemotherapy.

Interpretation of toxicity data is complex, due to the heterogeneity of toxicities and grades collected, and in particular in grade 1 and 2 toxicities.

Hematological toxicity

Table 3 summarizes the prevalence of hematologic toxicities. The frequency of grade 3-4 hematological toxicities is increased during doublet chemotherapy compared to fluoropyrimidine mono-chemotherapy. The frequency of grade 2 or higher anemia appears to be higher during capecitabine monotherapy or oxaliplatin-based chemotherapy compared with 5FU alone. This trend is not observed in grade 3 and 4 anemias. The frequency of neutropenia in 5FU and capecitabine treatments is heterogeneous across studies, either as a monotherapy or as combination. The risk of thrombocytopenia appears to be increased upon treatment with capecitabine alone or oxaliplatinbased chemotherapy, compared to 5FU alone.

Non-hematological toxicity

Non-hematological toxicities are numerous, and their description and/or grades are reported in differently ways depending on the studies (Table 4). The frequency of nausea and vomiting is slightly higher during treatment with capecitabine alone or oxaliplatin-based chemotherapy compared with 5FU alone. The frequency of diarrhea is similar during monotherapy with 5FU or capecitabine, but increases with doublet chemotherapy for both 5FU and capecitabine. The frequency of all-grade mucositis appears to be superior in capecitabine-based chemotherapy compared to 5FU-based chemotherapies. The frequency of grade 2 or higher hand-foot syndrome is higher in capecitabinebased chemotherapy than in 5FU, either as monotherapy or in combination with oxaliplatin.

Feasibility of chemotherapy

Dose intensity is poorly described across studies. When reported, dose intensity appears to be over 80% of the theoretical dose in most of the studies, but some trials start with planned reduced doses (Table S1). It must be pointed out that, when evaluated, dose increase when initial dosing was reduced was only possible for a limited percentage of patients: 18% of patients in 5FU monotherapy, 10% in capecitabine monotherapy, 13% in 5FU oxaliplatin and finally 14% in capecitabine combined with oxaliplatin in the FOCUS 2 trial [START_REF] Duffour | Clinical impact of intesified 5-Fluorouracilbased chemotherapy using a prospective pharmacokinetically-guided dosing approach: comparative study in elderly and non-elderly patients with metastatic colorectal cancer[END_REF] but 41.5% for irinotecan in the FFCD 2001-02 trial [38].

There has never been a prospective comparison between standard and reduced-dose chemotherapy in mCRC. Nevertheless, the frequency of dose reductions during studies suggests that initial dose reduction might be relevant, in particular for patients with predictive factors of toxicity.

When reported, end of chemotherapy due to toxicity concerns more patients treated with doublet than monotherapy. The high frequency of chemotherapy regimen end due to toxicity with oxaliplatin is probably due to the cumulative neurotoxicity of this particular drug. Need to delay chemotherapy administration during treatment due to toxicity is less clearly related to chemotherapy regimen, but data are scarce.

Only two trials report information on factors associated to toxicities and on chemotherapy feasibility.

The univariate exploratory analysis of Feliu et al. study showed that age, gender, performance status, autonomy (ADL and IADL), comorbidities including renal failure (no threshold value) and capecitabine dose (1250 mg/m² BID vs 950 mg/m² BID) were not associated to grade 3 and 4 toxicities [START_REF] Feliu | Capecitabine as first-line treatment for patients older than 70 years with metastatic colorectal cancer: an oncopaz cooperative group study[END_REF].

However, the low number of severe adverse effects does not allow a robust conclusion. In FFCD 2001-02 trial, cognitive impairment (MMSE ≤27 / 30), loss of autonomy (IADL score ≤7/8) and doublet chemotherapy with 5FU-irinotecan were associated to grade 3 and 4 toxicities. Cognitive impairment and depressive syndrome (GDS> 2) were associated to unscheduled hospitalizations [START_REF] Aparicio | Geriatric factors predict chemotherapy feasibility: ancillary results of FFCD 2001-02 phase III study in first-line chemotherapy for metastatic colorectal cancer in elderly patients[END_REF].

Quality of life

Few prospective data on quality of life are available. While two-thirds of patients report an improvement of global health status during mono-chemotherapy (60% of patients treated with 5FU and 65% of patients treated with capecitabine), this improvement is only reported by 52% of patients treated with 5FU-oxaliplatin and 45-47% of patients treated with capecitabine-oxaliplatin in the FOCUS 2 trial [34]. An amelioration of asthenia was reported with capecitabine in 37% of the patients [START_REF] Feliu | Capecitabine as first-line treatment for patients older than 70 years with metastatic colorectal cancer: an oncopaz cooperative group study[END_REF]. In FFCD 2001-02 trial, the median time until definitive deterioration of quality of life was 11.9 months in 5FU monotherapy arm and 17.7 months in 5FU-irinotecan arm and the median time until IADL deterioration was 18.9 months in 5FU monotherapy arm, while median duration was not reached in 5FU-irinotecan arm [START_REF] Aparicio | Geriatric factors analyses from FFCD 2001-02 phase III study of first-line chemotherapy for elderly metastatic colorectal cancer patients[END_REF].

A recent pooled analysis of two randomized phase III trials comparing doublet combination with bevacizumab versus triplet combination with bevacizumab reported no age interaction for response rate and PFS between the sub-group of patients aged <70 and 70-75 years (15% of the patients).

Nevertheless there is an increase of severe diarrhea, febrile neutropenia and stomatitis in older patients treated with FOLFOXIRI compare to younger patients [START_REF] Marmorino | Impact of age and gender on the safety and efficacy of chemotherapy plus bevacizumab in metastatic colorectal cancer: a pooled analysis of TRIBE and TRIBE2 studies[END_REF]. Further evaluation of triplet chemotherapy is required in older patient.

Recommendations for cytotoxic chemotherapy in older patients:

-In patients for whom tumor shrinkage is not treatment primary objective, 5FU monochemotherapy is recommended (grade A).

-In patients with symptomatic and/or short term life-threatening metastatic disease or patients for whom metastases removal is considered, doublet chemotherapy is recommended (Grade B).

Options

-In monotherapy or in combination with oxaliplatin or irinotecan, treatment with 5FU (especially according LV5FU2 regimen) is preferable to treatment with capecitabine (grade B).

-Doublet chemotherapy may be prescribed to prolong progression-free survival in patients under 80 years of age, without impairment of IADL or ADL, with MMS> 27/30 (expert agreement).

-An initial dose reduction may be proposed to patients with a predictive factor for toxicity, particularly when prescribing doublet chemotherapy (expert agreement).

-A triplet chemotherapy may be proposed in selected patients with initial dose reductions and primary granulocyte-colony stimulating factor prophylaxis.

Question 3: Which older patients with mCRC can be treated with anti-angiogenic therapy?

Bevacizumab 1 st line

Two randomized trials dedicated to evaluation of bevacizumab in older patients have been published

(Table 5). The AVEX Phase III trial enrolled patients over 70 years ineligible to oxaliplatin-based or irinotecan-based chemotherapy regimens, according investigator opinion but without severe cardiovascular co-morbidities [START_REF] Cunningham | Bevacizumab plus capecitabine versus capecitabine alone in elderly patients with previously untreated metastatic colorectal cancer (AVEX): an open-label, randomised phase 3 trial[END_REF]. Treatment consisted of capecitabine 1000 mg/m 2 twice a day in both arms (J1 = J21) and bevacizumab 7.5 mg/kg in the experimental arm. Bevacizumab treatment improved PFS (primary endpoint) compared to chemotherapy alone. Grade 3 and 4 adverse reactions attributable to bevacizumab were mainly arterial hypertension and thromboembolic events. The randomized phase II study PRODIGE 20 evaluated chemotherapy (5FU mono-chemotherapy or doublet chemotherapy at the choice of the investigator) alone or in combination with bevacizumab in 75 years and older patients [START_REF] Aparicio | Bevacizumab+chemotherapy versus chemotherapy alone in elderly patients with untreated metastatic colorectal cancer: a randomized phase II trial-PRODIGE 20 study results[END_REF]. The primary endpoint was a composite endpoint based on tumor control, quality of life and tolerance to treatment. Primary endpoint was achieved in both arms. A publication derived from this study showed that IADL score was a predictor of efficacy and tolerance.

Treatment with bevacizumab was not associated to impaired quality of life or loss of autonomy compared to chemotherapy alone [START_REF] Aparicio | Geriatric analysis from PRODIGE 20 randomized phase II trial evaluating bevacizumab + chemotherapy versus chemotherapy alone in older patients with untreated metastatic colorectal cancer[END_REF].

A meta-analysis evaluating targeted therapies (anti-angiogenic and anti-EGFR) in combination with chemotherapy compared to chemotherapy alone, showed a benefit in OS (HR 0.84, 95% CI: 0.76-0, 92, p=0.001) and PFS (HR 0.78, 95% CI: 0.64-0.96, p=0.017) for patients treated with targeted therapies [START_REF] Zhao | Meta-analysis of molecular targeted agents in the treatment of elderly patients with metastatic colorectal cancer: Does the age matter?[END_REF]. A meta-analysis on individual data confirms that age is a factor with an impact in PFS and that adding bevacizumab improves PFS in patients over 70 years [START_REF] Koch | Bevacizumab-based first-line chemotherapy in elderly patients with metastatic colorectal cancer: an individual patient data based metaanalysis[END_REF]. Another meta-analysis which specifically studied the population over 70 years, including AVEX [START_REF] Cunningham | Bevacizumab plus capecitabine versus capecitabine alone in elderly patients with previously untreated metastatic colorectal cancer (AVEX): an open-label, randomised phase 3 trial[END_REF], PRODIGE 20 [START_REF] Aparicio | Bevacizumab+chemotherapy versus chemotherapy alone in elderly patients with untreated metastatic colorectal cancer: a randomized phase II trial-PRODIGE 20 study results[END_REF], and subgroup analysis of the AGITG-MAX trial [START_REF] Price | Bevacizumab is equally effective and no more toxic in elderly patients with advanced colorectal cancer: a subgroup analysis from the AGITG MAX trial: an international randomised controlled trial of Capecitabine, Bevacizumab and Mitomycin C[END_REF] and AVF2192g studies [START_REF] Kabbinavar | Addition of bevacizumab to bolus fluorouracil and leucovorin in first-line metastatic colorectal cancer: results of a randomized phase II trial[END_REF] reported that adding bevacizumab to chemotherapy significantly improved PFS and OS compared to chemotherapy alone [START_REF] Landre | Impact of the addition of bevacizumab, oxaliplatin, or irinotecan to fluoropyrimidin in the first-line treatment of metastatic colorectal cancer in elderly patients[END_REF] (Table 5).

Analysis of US SEER database highlights features associated to the absence of bevacizumab prescription: age >75 years, comorbidities, non-white race and cerebrovascular diseases Bevacizumab treatment in 1 st line was not associated to an increase in adverse events compared to chemotherapy alone [START_REF] Shankaran | Adverse events associated with bevacizumab and chemotherapy in older patients with metastatic colorectal cancer[END_REF]. In a Canadian database study, patients over 70 years had a lower probability of receiving chemotherapy combined to bevacizumab (19% vs. 47%, p <0.0001) when compared to younger patients [START_REF] Chan | Population-Based Patterns and Factors Associated With Underuse of Palliative Systemic Therapy in Elderly Patients With Metastatic Colon Cancer[END_REF]. A prospective cohort evaluating patients treated with bevacizumab combined with chemotherapy, showed an effect of age on overall survival and also an increase in the frequency of thromboembolic events after 75 years [START_REF] Kozloff | Clinical outcomes in elderly patients with metastatic colorectal cancer receiving bevacizumab and chemotherapy: results from the BRiTE observational cohort study[END_REF]. Another prospective cohort specifically studied mCRC patients over 70 years treated with chemotherapy alone compared to those treated with chemotherapy plus bevacizumab. Patients treated with chemotherapy alone were significantly older (78 vs 76.9 years), had more often abnormal ADL (44.7% vs 23.4%), had more often cognitive impairment (15.6% vs 4.8 %) and more frequently received mono-chemotherapy (29.8% vs 1.6%) [START_REF] Decoster | Integrating geriatric assessment in the first line chemotherapy treatment in older patients with metastatic colorectal cancer: Results of a prospective observational cohort study (AVAPLUS)[END_REF]. Recent data from international pharmacovigilance registries shows a higher incidence of cardiac but also cerebral events in older patients treated with bevacizumab (coronary ischemia or heart failure) than in untreated patients [START_REF] Gouverneur | Comparative Safety of Targeted Therapies for Metastatic Colorectal Cancer between Elderly and Younger Patients: a Study Using the International Pharmacovigilance Database[END_REF].

Bevacizumab in 2 nd line

A post-hoc analysis of ML 18147 study which evaluated the maintenance of bevacizumab associated to a 2 nd line chemotherapy in patients progressing under a 1 st line containing bevacizumab report that in the subgroup of patients over 65 years, the PFS was significantly better in patients treated with chemotherapy plus bevacizumab compared to those who did not receive bevacizumab (5.5 vs 4.3 months, HR 0.71, 95% CI 0.57-0.87, p=0.0011). However, there was no significant improvement in OS (10.7 vs. 9.8 months, HR 0.83, 95% CI 0.66-1.04, p=0.1056). No difference in the occurrence of adverse effects was observed [START_REF] Bouché | Efficacy and safety of treatment with bevacizumab +chemotherapy beyong first progression in patients with metastatic colorectal cancer previously treated with BEV + CT: age subgroup analysis from a randomized phase III Intergroup study STUDY (ML18147)[END_REF].

Aflibercept and ramucirumab

A predefined analysis of the subgroup of 443 patients over 65 enrolled in the VELOUR study, revealed an increase of PFS (6.6 versus 4.4 months [HR 0.75, 95% CI 0.60-0.94]) and a trend for a better OS (12.6 versus 11.3 months [HR 0.85, 95% CI 0.68-1.07]) in patients treated with aflibercept plus chemotherapy compare to patients treated with chemotherapy alone in 2 nd line chemotherapy.
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There was no difference in the occurrence of adverse effects between subgroups of patients over or under 65 years of age [START_REF] Ruff | Observed benefit and safety of aflibercept in elderly patients with metastatic colorectal cancer: An age-based analysis from the randomized placebo-controlled phase III VELOUR trial[END_REF]. Regarding ramucirumab, no specific data have been published for older patients.

Anti-angiogenic recommendations for older:

-In patients receiving mono-chemotherapy in 1 st line, combination with bevacizumab is recommended (grade A).

-In patients receiving 1 st line doublet chemotherapy, combination with bevacizumab is recommended (grade B).

-In patients eligible for 2 st line treatment, including if treated with anti-angiogenic agents in the 1 st line, the combination of bevacizumab or aflibercept with 2 nd line chemotherapy is possible (expert opinion).

Question 4: Which older patients with mCRC can be treated with anti-EGFR antibody, regorafenib or trifluridine-tipiracil?

Anti EGFR antibodies

A single published randomized study tested a treatment that included anti-epidermal growth factor receptor (EGFR) antibody in older patients with mCRC without RAS or BRAF mutation [START_REF] Dl | Cetuximab monotherapy and cetuximab plus capecitabine as first-line treatment in older patients with RAS-and BRAF wild-type metastatic colorectal cancer. Results of the multicenter phase II trial SAKK 41/10[END_REF]. This study evaluating capecitabine +/-cetuximab was discontinued prematurely due to a lack of recruitment.

There was 9% objective response among the 11 patients treated with capecitabine and 38% objective response in the 13 patients treated with capecitabine + cetuximab. The median PFS was 3.0 months in capecitabine alone arm and 7.2 months cetuximab arm.

Several phase II single-arm trials have been published. One phase II study evaluated cetuximab monotherapy in patients >70 years treated in 1 st line. The response rate was only 14.6%, but wild type RAS status was not an inclusion criteria. The PFS was 2.9 months and the OS 11.1 months.

Severe adverse effects were mainly cutaneous, acne-shaped eruptions and folliculitis [START_REF] Sastre | First-line single-agent cetuximab in elderly patients with metastatic colorectal cancer. A phase II clinical and molecular study of the Spanish group for digestive tumor therapy (TTD)[END_REF].

Another phase II recruited 66 patients ≥70 years, without RAS determination prior to enrollment to evaluate capecitabine + cetuximab combination in 1 st line [START_REF] Sastre | First-line cetuximab plus capecitabine in elderly patients with advanced colorectal cancer: clinical outcome and subgroup analysis according to KRAS status from a Spanish TTD Group Study[END_REF]. Capecitabine dose was reduced from 2500 to 2000 mg/m 2 /day due to overtoxicity. Response rate was 31.8% and 48.3% in the KRAS wild type subgroup. PFS and OS were 7.1 and 16.1 months respectively (8.4 and 18.8 months for the KRAS wild type subgroup). Severe paronychia decreased from 29.6 to 7.7% after capecitabine dose adjustments. Acne-shaped rash (28.2%), hand-foot syndrome (20.5%), diarrhea (12.8%) and pulmonary embolism (7.7%) were the main serious adverse events.

A phase II trial analyzed the combination of cetuximab 500 mg/m 2 every 2 weeks and irinotecan at 180 mg/m 2 in pretreated patients with wild type KRAS. The response rate was 41%, the median PFS was 4 months and the median OS was 7 months. Severe adverse effects were mainly skin toxicities (20%) and diarrhea (18%) [START_REF] Abdelwahab | Anti-EGFR (cetuximab) combined with irinotecan for treatment of elderly patients with metastatic colorectal cancer (mCRC)[END_REF].

Two other phase II trials in frail older patients tested panitumumab in patients with wild type KRAS, RAS or BRAF tumor. The first study included 33 patients treated with panitumumab monotherapy (6 mg/kg/14 days) in 1 st line. The response rate was 9.1% and the median PFS was 4.3 months. Rashes were the only significant severe toxicity [START_REF] Sastre | First-line single-agent panitumumab in frail elderly patients with wild-type KRAS metastatic colorectal cancer and poor prognostic factors: A phase II study of the Spanish Cooperative Group for the Treatment of Digestive Tumours[END_REF]. The second phase II enrolled frail patients ≥75 years that received panitumumab (6 mg/kg/14 days) in 1 st (n = 10) or 2 nd line (n = 30). The response rate was 32.5% with a PFS of 6.4 months and an OS of 14.3 months (for patients in 1 st line respectively 40%, 7 months and 12.3 months). The only grade ≥3 toxicity observed was rash (20%) [START_REF] Pietrantonio | Single-Agent Panitumumab in Frail Elderly Patients With Advanced RAS and BRAF Wild-Type Colorectal Cancer: Challenging Drug Label to Light Up New Hope[END_REF]. A multicenter phase II study in patients >70 years, tested a combination of cetuximab, oxaliplatin and UFT in 28 chemotherapy-naive patients. The response rate was 83% and PFS was 11 months in the sub-group of patients with RAS wild type tumor [START_REF] Bartolomeo | Lack of KRAS, NRAS, BRAF and TP53 mutations improves outcome of elderly metastatic colorectal cancer patients treated with cetuximab, oxaliplatin and UFT[END_REF].

A German cohort compared patients aged 65 and over to younger patients treated with cetuximab.

The majority of patients were pretreated and 91.2% of patients received cetuximab plus chemotherapy. The results of PFS or response rates were identical regardless of the age group studied. There was an increase of grade 3 and 4 cutaneous toxicities in older patients (p = 0.05) [START_REF] Jehn | Cetuximab-based therapy in elderly comorbid patients with metastatic colorectal cancer[END_REF].

In another cohort, it has been shown that neither comorbidities nor age were prognostic factors [START_REF] Jehn | Influence of comorbidity, age and performance status on treatment efficacy and safety of cetuximab plus irinotecan in irinotecan-refractory elderly patients with metastatic colorectal cancer[END_REF].

An Italian prospective cohort (ObservEr study), whose primary objective was analysis of the quality of life, confirmed the absence of differences between age groups (<or> 70 years). However, there was a non-significant increase in adverse events, particularly digestive, in older patients. If PFS was not influenced by age, median OS was shorter in older patients, probably due to a lower rate of metastatic resection and to reduced use of 2 nd line treatments and antiangiogenic drugs [START_REF] Rosati | Quality of life, compliance, safety and effectiveness in fit older metastatic colorectal patients with cancer treated in first-line with chemotherapy plus cetuximab: A restrospective analysis from the ObservEr study[END_REF].

Another multicenter retrospective cohort showed that in selected older subjects, irinotecan plus cetuximab combination administered to patients with irinotecan failure, had a favorable safety and efficacy profile (PFS 4.2 months and response rate 31%) [START_REF] Fornaro | Cetuximab plus irinotecan after irinotecan failure in elderly metastatic colorectal cancer patients: clinical outcome according to KRAS and BRAF mutational status[END_REF].

Post-hoc sub-group analysis by age (<or ≥70 years) of OPUS and CRYSTAL studies did not show any prognostic impact of patient age [START_REF] Folprecht | Cetuximab and 1st-line chemotherapy in elderly and younger patients with metastatic colorectal cancer: a pooled analysis of the CRYSTAL and OPUS studies[END_REF]. Another sub-group post-hoc analysis of 110 patients over 65 years old treated in clinical trials with a combination of panitumumab and poly-chemotherapy was reported by the Hellenic group HORG. Response rate was 56.4% with a median PFS of 9.4 months and a median OS of 23.0 months [START_REF] Asimakopoulou | Efficacy of panitumumab in older patients with metastatic colorectal cancer: a retrospective analysis using the database of the Hellenic Oncology Research Group (HORG)[END_REF]. Finally, the NCIC group analyzed cetuximab versus best supportive care (CO.17 study) or a combination of brivanib and cetuximab (CO.20 study) in patients with chemo-resistant disease. Among 251 patients ≥70 years, there was a non-significant trend towards better OS in younger subjects, CO.17 (HR 1.80, p=0.16) and CO .20 (HR 1.34, p=0.07) but the quality of life was not different [START_REF] Wells | Outcomes of Older Patients (≥ 70 Years) Treated With Targeted Therapy in Metastatic Chemorefractory Colorectal Cancer: Retrospective Analysis of NCIC CTG CO.17 and CO.20[END_REF].

No data on tumor sideness and anti-EGFR antibodies efficacy in older patients is available. In young patients some data have suggested a better efficacy of anti-EGFR antibodies in left sided tumor [START_REF] Arnold | Prognostic and predictive value of primary tumour side in patients with RAS wild-type metastatic colorectal cancer treated with chemotherapy and EGFR directed antibodies in six randomized trials[END_REF].

Nevertheless, the level of evidence is currently not sufficient to recommend anti-EGFR antibodies or anti-angiogenic treatment according to tumor sidedness [START_REF] Phelip | Metastatic colorectal cancer (mCRC): French intergroup clinical practice guidelines for diagnosis, treatments and follow-up (SNFGE, FFCD, GERCOR, UNICANCER, SFCD, SFED, SFRO, SFR)[END_REF].

An ongoing randomized phase II trial in patients >70 years with geriatric assessment will assess PFS in patients treated with dose-adjusted FOLFOX plus panitumumab compared to 5FU plus panitumumab [START_REF] Battaglin | The PANDA study: a randomized phase II study of first-line FOLFOX plus panitumumab versus 5FU plus panitumumab in RAS and BRAF wild-type elderly metastatic colorectal cancer patients[END_REF].

Regorafenib

Several studies have analyzed the impact of age on regorafenib safety and efficacy. A Phase II study included 47 patients considered frail (median age of 80.8 years) treated with regorafenib in 1 st line at an average dose of 90 mg/day. A 6% response rate was observed with one patient in complete response. The median PFS was 5 months and the median OS was 16.7 months. Eleven patients (23.4%) stopped treatment for intolerance. There were 6% grade 4 toxicities and 2 toxic deaths [START_REF] Carrato | Regorafenib as a single agent for firstline treatment of frail and/or unfit for polychemotherapy patients with metastatic colorectal cancer : A phase II study of the Spanish Cooperative Group for Digestive Tumor Therapy[END_REF].

Another phase II, the REGOLD -FFCD 1404 study included 43 patients' ≥70 years of age, PS 0-1, pretreated according to regorafenib marketing authorization. Disease control rate at two months was 31.4%, PFS and OS were 2.2 and 7.5 months, respectively. Overall, 88% of patients experienced grade 3 and 4 toxicities (asthenia 45.2%, hand-foot syndrome 21.4%, hypertension 21.4%, and diarrhea 7.1%) and 28.6% stopped treatment due to intolerance. There was a trend towards better efficacy and tolerance in PS 0 patients, with no impairment of autonomy and age <80 years [START_REF] Aparicio | Phase II trial to evaluate efficacy and tolerance of regorafenib monotherapy in patients (pts) over 70 with previously treated metastatic colorectal adenocarcinoma (mCRC) FFCD 1404 -REGOLD[END_REF]. The phase III trial, CORRECT, revealed no difference in efficacy between age groups, for both PFS (1.9 vs 1.9 months) and OS (6.0 vs. 6.7 months). Overall, the safety profile remains unchanged according to age classes. Nevertheless, an increase in grade 3 and 4 asthenia from 9% to 16% was observed in patients under 65 versus patients over 74 years old [START_REF] Van Cutsem | Regorafenib in progressive metastatic colorectal cancer: Analysis of age subgroups in the phase III CORRECT trial[END_REF]. These data were confirmed by the CONSIGN Phase III trial, which included 2872 patients (627 ≥70 years and 267 ≥75 years) treated with regorafenib at an advanced stage of disease. Median PFS was identical in patients <70 years or those >70 years, 2.7 and 2.5 months, respectively. In the sub-group of patients' ≥75 years, PFS was 2.5 months. Tolerance was similar with fewer grade ≥3 hand-foot syndrome in older patients (10% vs 15%) but more grade ≥3 fatigue (19% vs 11%) and grade ≥3 high blood pressure (19 vs 14%). Overall, dose reductions and delays in administration were similar in age groups [START_REF] Van Cutsem | Regorafenib for Patients with Metastatic Colorectal Cancer Who Progressed After Standard Therapy: Results of the Large, Single-Arm, Open-Label Phase IIIb CONSIGN Study[END_REF]. An alternative to the conventional 160 mg/day 21 days out of 28 dose regimen, was developed for older subjects by an Italian team. Regorafenib was given two out of three weeks and starting dose was reduced to 120 mg in patients considered vulnerable or with >1 comorbidity and to 80 mg in patients ≥80 years old or with an ECOG PS of 2. The dose was re-escalated to a maximum of 160 mg/day if no grade ≥2 toxicity occurred. The median dose administered to the 23 patients included was 120 mg/day. Even if no objective response was observed, 52.2% of patients had a controlled disease and median OS was 8.9

months. The safety profile is particularly good, since grade 3 asthenia or hand-foot syndrome only affected 9% of patients. However, dose reductions concerned 22% of patients. [START_REF] Petrioli | Efficacy and Safety of Regorafenib With 2/1 Schedule for Patients ≥ 75 Years With Metastatic Colorectal Cancer (mCRC) After Failure of 2 Lines of Chemotherapy[END_REF].

Trifluridine-tipiracil

A post-hoc analysis of the phase III trial RECOURSE which compared trifluridine-tipiracil to best supportive care in chemo refractory patients report a median OS and PFS improvement compared to placebo in the sub-group of 352 patients over 65 years (7.0 vs 4.6 months, HR=0.62, p=0.0002 and 2.1 vs 1.8 months, HR=0.41, p<0.0001). Severe adverse events increased in patients over 65 years (74.6% vs 65.2%) but remained stable after 70 years (75% for patients' ≥70 years and 75% for patient's ≥75 years). These adverse effects are predominantly hematological (neutropenia, leukopenia, lymphopenia, anemia) [START_REF] Van Cutsem | The subgroups of the phase III RECOURSE trial of trifluridine/tipiracil (TAS-102) versus placebo with best supportive care in patients with metastatic colorectal cancer[END_REF]. The US cohort that tested trifluridine-tipiracil during the expanded-access program also did not observe differences according to age groups [START_REF] Mayer | Safety of trifluridine/tipiracil in an openlabel expanded-access program in elderly and younger patients with metastatic colorectal cancer[END_REF]. A Japanese multicenter retrospective study analyzed the results obtained with trifluridine-tipiracil and regorafenib in 550 patients. A propensity score survival analysis did not show any difference in survival in function of the treatment received. However, an interaction with age has been observed.

While <65 years old seem to have better survival with regorafenib, patients ≥65 years further benefit from trifluridine-tipiracil [START_REF] Moriwaki | Propensity Score Analysis of Regorafenib Versus Trifluridine/Tipiracil in Patients with Metastatic Colorectal Cancer Refractory to Standard Chemotherapy (REGOTAS): A Japanese Society for Cancer of the Colon and Rectum Multicenter Observational Study[END_REF].

Recommendations for anti-EGFR, regorafenib and trifluridine-tipiracil in older patients:

Anti-EGFR Antibodies:

-In patients with wild type RAS tumor undergoing doublet chemotherapy, combination with anti-EGFR antibody may be used (grade B).

-In frail patients, with wild type RAS tumor, an anti-EGFR antibody monotherapy may be used (grade C).

-There is insufficient data to make a recommendation regarding the choice of anti-angiogenic or anti-EGFR in combination with chemotherapy for a patient with a wild type RAS tumor.

Regorafenib:

Regorafenib can be used according to its marketing authorization in patients under 80, PS 0, without impaired autonomy (expert opinion).

Trifluridine-tipiracil:

Trifluridine-tipiracil may be used according to its marketing authorization with close hematological monitoring (expert opinion).

Conclusion

SoFOG task force has updated recommendations for the management of older patients with mCRC.

The prescription of palliative chemotherapy is indicated regardless of age. A geriatric assessment is recommended if screening for frailty (G8 score <14) is positive. Omission of chemotherapy should be discussed with a geriatrician in patients with severe comorbidities, or with advanced dementia or uncontrolled psychiatric disorder or severe loss of autonomy. A monochemotherapy with 5FU combined with bevacizumab is recommended as 1 st line in patients for whom tumor shrinkage is not the primary objective. A doublet chemotherapy (5FU combined with irinotecan or oxaliplatin) combined with bevacizumab or anti-EGFR antibody (cetuximab or panitumumab) in case of a RAS wild type tumor is recommended as 1 st line therapy for patients with symptoms related to metastases or if there is a planned metastasis resection. Data are inadequate to recommend a post-1 st line chemotherapy. Preliminary data suggest that regorafenib may be used, in its registered indication, in patients under 80 with a PS of 0 and without functional impairment and that trifluridine-tipiracil may be used with a tight supervising of hematological function. 
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 1 Figure 1: Inclusion diagram of the studies analyzed from January 2000 to December 2018

Table 1 : Efficacy results of single-arm trials, AVEX study capecitabine arm and randomized trials comparing two mono or poly-chemotherapies or mono versus doublet chemotherapy.

 1 

	Pubmed database N= 319 records identified through screening	Cochrane database N=233 records identified through screening	Embase databse N=363 records identified through screening
			N=207 records excluded (202
			duplicates+5 records published
			before 2000)
		N=708. records identified	

* Survival rate at 18 months

Table 2 : Post-hoc subgroup analysis of randomized trials comparing patients younger than 70 years old to patients over 70.

 2 * p<0,001 (comparison between mono and doublet chemotherapy for the same age group)

	Publication	Patient	Age group	Patients with	Chemotherapy	Objective tumor	PFS	OS
		number		ECOG 0		response		
	Folprecht 2004 [92]	2074	<70	-	5FU bolus	18.5%	4.8	10.8
		456 (18%)	>70			21.3%	5.2	10.3
		1124	<70	-	Infusional 5FU	26.2%	5.9	12.3
		173 (13%)	>70			31.2%	5.8	11.9
	Figer 2007 [93]	583	<75	-	5FU + Oxaliplatin	59%	9	20.2
		37 (6%)	>75	9%		59%	9	20.7
	Folprecht 2008 [41]	1315	<70	46%	5FU	29.0%	6.3	14.7
		379 (22%)	>70	38%		30.3%	7.0	14.2
		121 (7%)	>75	-		26.4%	7.7	14.2
		777	<70	46%	Irinotecan + 5FU	46.6%	8.2	17.1
		220 (22%)	>70	47%		50.5% *	9.2 *	17.6
		64 (6%)	>75	-		48.3%	9.2	14.5
	Sastre 2009 [40]	233	<70	89%	Fluoropyrimidine +	44.7%	9.6	20.5
		109 (32%)	>70	90%	Oxaliplatin	34.9%	8.3	16.8

Table 3 : Prevalence of hematologic toxicities according to treatments in trials, cohorts or trial subgroup post-hoc analysis.

 3 

	Molecules	5FU	Capecitabine	5FU + Oxaliplatin	Capecitabine + Oxaliplatin	5FU + Irinotecan	Capecitabine + Irinotecan	5FU + + Irinotecan Oxaliplatin	UFT
					TRIALS				
	Publications	Folprecht							
		2008 [41]							

Table 5 : Anti-angiogenic efficacy results in elderly patients in randomized trials and meta-analysis.

 5 PFS, progression free survival; OS, overall survival

	Study	Phase	Number of elderly	Median age	Treatment	Median PFS, months	Median OS ,months
			patients			(HR [IC 95%])	(HR [IC 95%])
	Cunningham 2013 [36]	III	280	76	capecitabine vs	5.1 vs 9.1	16.8 vs 20.7
					capecitabine +	(0.53 [0.41-0.69])	(0.79 [0.57-1.09])
					bevacizumab	p<0.001	p=0.182
	Aparicio 2018 [51]	II randomized	102	80	chemotherapy vs	7.8 vs 10.7	19.8 vs 21.7
					chemotherapy +	(0.78 [0.53-1.17])	(0.73 [0.48-1.11])
					bevacizumab		
	Koch 2018 [54]	Meta-Analysis	604	73	chemotherapy vs	8.2 vs 6.5	16.7 vs 13.0
					chemotherapy +	(1.39 [1.14-1.70]*	(1.29 [1.04-1.60])*
					bevacizumab	p=0.0014	p = 0.019
	Landre 2018 [57]	Meta-Analysis	427	Not	chemotherapy vs	(0.55 [0.44-0.67])	(0.78 [0.63-0.96])
				described	chemotherapy +	p<0.00001	p=0.02
					bevacizumab		
	* Hazard ratio for no event						
	Abbreviation's:						

Puts MTE, Tu HA, Tourangeau A, et al. Factors influencing adherence to cancer treatment in older adults with cancer: a systematic review. Ann Oncol Off J Eur Soc Med Oncol 2014;25:564-77. doi:10.1093/annonc/mdt433
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