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CONTROVERSIES REGARDING OLDER ADULTS 

Largest group of patients with sparse available evidence

Often referred to as a “special population,” while most 

patients in clinical practice are older

Chronological age is often used for stratification instead 

of fitness/functional age

RCTs include selected fit and healthy adults – OA are 

underrepresented

Few dedicated trials for older/vulnerable patients

Abbasi J. JAMA 2019;322(18):1751–3.

Evidence based or evidence biased medicine? 



TUMOUR – KEY CONSIDERATIONS

Van Herck Y, et al. Lancet Healthy Longev 2021;2(10):e663

Right-sided  

CIMP +

MSI/dMMR

BRAF V600E

Stage 

Prognosis – molecular characteristics

Synchronous or metachronous metastases

Tumour burden – metastatic sites

Is tumour biology different in older adults with CRC?

(>50% in pts ≥80y vs 35% in pts <60 y)

(21-25% in pts ≥75y vs 5-10% in pts <60 y)

(15-20% in pts ≥75y vs 5-10% in pts <65 y)

(12-25% in pts ≥75y vs 5-15% in pts <60 y)

TUMOUR



T stage
T1-T2 1812 (13.6%) 399 (9.3%) <0.0011

T3 9047 (68.1%) 2970 (69.4%)

T4 2418 (18.2%) 909 (21.2%)

Missing, N 292 62

Sidedness
Proximal 3541 (41.0%) 1409 (52.3%) <0.0011

Distal 5088 (59.0%) 1287 (47.7%)

Missing, N 4940 1644

MMR status
pMMR 2705 (90.0%) 406 (84.2%) <0.0011

dMMR 300 (10.0%) 76 (15.8%)

Missing, N 10564 3858

BRAF status
MT 280 (9.4%) 93 (18.3%) <0.0011

WT 2711 (90.6%) 414 (81.7%)

Missing, N 10578 3833

Age < 70 years

N=13 569

(76%)

Age ≥ 70 years

N=4 340

(24%)

P-value

C Gallois … D Papamichael   J Clin Oncol 2024

Oxaliplatin-based adjuvant chemotherapy in older patients with stage III colon 
cancer: an ACCENT/IDEA pooled analysis of 12 trials
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Gray R et al The Lancet 2007
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WHAT IS THE BENEFIT OF ADJUVANT CHEMO IN THE 

GENERAL POPULATION?

Stage II CRC

Adapted from Köhne CH. Ann Oncol 2012;23 (Supplement 10):x71–x76. © 2012 European Society for Medical 

Oncology.

Cured by surgery + chemo

Already cured by 

surgery alone
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Assessment of the Addition of Oxaliplatin to Fluoropyrimidine-Based 
Adjuvant Chemotherapy in Patients With High-Risk Stage II Colon 

Cancer: An ACCENT Pooled Analysis

B Chibaudel et al JCO 2024

Caution: older studies, MSI, BRAF, RAS status lacking!



Jeanne Tie et al. Nature Medicine 2025

‘In DYNAMIC, the 5-year recurrence rate was 15% for

the ctDNA-negative T4 tumors, similar to all clinical low-risk stage

II patients combined, noting that there is no evidence supporting a

survival benefit from adjuvant treatment in unselected T4 cases.’

Circulating tumor DNA analysis guiding adjuvant therapy in stage II colon cancer: 

5-year outcomes of the randomized DYNAMIC trial



BENEFIT OF ADJUVANT 5-FLUOROURACIL (5-FU) IN OLDER PATIENTS 

>70 YR -

STAGE II / III (3351 PTS)

N Engl J Med 2001, Sargent DJ, et al. A Pooled Analysis of Adjuvant Chemotherapy for Resected 

Colon Cancer in Elderly, Patients, 345(15):1091–7, 

Time to recurrence (TTR) Overall survival (OS)

≤70 y >70 y

Patients over 70 benefit from adjuvant 5-FU with no increase in toxicities

P-values for the test of interaction between age and treatment arm: 0.33 for TTR and 0.61 for OS

≤70 y >70 y

Years after randomisation



BENEFIT OF OXALIPLATIN IN OLDER ADULTS >70 Y?

1. McCleary NJ, Impact of Age on the Efficacy of Newer Adjuvant Therapies in Patients With Stage 

II/III Colon Cancer: Findings From the ACCENT Database, J Clin Oncol, 2013, 31(20), 2600–6. 2. Haller 

DG, et al. Ann Oncol 2015;26(4):715–24

DFS

OS

DFS

Stage II/III Stage III

Pooled analysis MOSAIC/NSABP C07/XELOXA1 Pooled analysis NSABP C07/XELOXA/X ACT/AVANT2



ACCENT/IDEA POOLED ANALYSIS OF 12 TRIALS

Gallois C, et al. J Clin Oncol 2024 Mar 28

Exclusion criteria

Treatment with:

 Fluoropyrimidine alone arms 

 Targeted therapies (cetuximab, bevacizumab [BEV])

Stages II, IV

Lower-middle rectal cancer

Patients who did not receive any chemotherapy

MOSAIC, XELOXA, N0147, PETACC8, NSABP-C08, AVANT, TOSCA, 

SCOT, IDEA France, CALGB/SWOG 80702, HORG, ACHIEVE

N=31,546

Radically resected stage III CRC patients

Oxaliplatin-based adjuvant chemotherapy (FOLFOX or CAPOX)

prescribed for a duration of 6 months or 3 months

N=17,608

<70 y

N=13,330 (76%)

≥70 y 

N=4278 (24%)



Worse treatment adherence in patients ≥70 y vs <70 y:

 More early treatment discontinuation (= ≤75% of cycles1): 21.9% vs 15.2%; p<0.001

 Decreased relative dose intensity (RDI), especially for 6-month regimens

RDI <80% for fluoropyrimidine: 39.6% vs 28.6%; p<0.001

for oxaliplatin: 52.7% vs 42.9%; p<0.001

Higher grade 3-4 adverse events in patients ≥70 y vs <70 y (but not always clinically relevant)

FOLFOX:

Thrombocytopenia: 2.5% vs 1.7% (p=0.04)

CAPOX:

Diarrhoea: 14.2% vs 11.3% (p=0.02)

Mucositis: 1.1% vs 0.3% (p=0.02)

Neutropenia: 12.1% vs 9.6% (p=0.03)

ACCENT/IDEA POOLED ANALYSIS OF 12 TRIALS

Compliance

Gallois C, et al. J Clin Oncol 2024 

Tolerance



TTR according to age and treatment duration

Kaplan-Meier curves adjusted for: sex, performance status (PS), T stage, N stage, year of enrolment

FOLFOX/CAPOX 3 months FOLFOX/CAPOX 6 months

ACCENT/IDEA POOLED ANALYSIS OF 12 TRIALS

Gallois C, et al. J Clin Oncol 2024



Disease-free survival according to age and treatment 

duration

FOLFOX/CAPOX 3 months FOLFOX/CAPOX 6 months

Kaplan-Meier curves adjusted for: sex, PS, T stage, N stage, year enrollment

HR: 0.80 95%CI 0.72-0.88

p<0.0001

< 70y
≥ 70y

OS, survival after recurrence (SAR), cancer-specific survival:

Significant decrease in patients ≥70 y compared with <70 y  

ACCENT/IDEA POOLED ANALYSIS OF 12 TRIALS

Gallois C, et al. J Clin Oncol 2024 

HR: 0.83 95%CI 0.77-0.90

p<0.0001

< 70y
≥ 70y
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Romain Cohen et al   J Clin Oncol 2020

Microsatellite Instability in Patients With Stage III Colon Cancer 

Receiving Fluoropyrimidine With or Without Oxaliplatin: An ACCENT 

Pooled Analysis of 12 Adjuvant Trials
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ADAGE – PRODIGE 34

FFCD – GERCOR – UNICANCER – GERICO - BGDO

Aparicio T, et al. Dig Liver Dis 2020;52(5):493–505.

Adjuvant patients ≥70 y, Stage III

« Fit » patients Frail patients

Objective: 3 yr-DFS: 

Group 1: +7% in oxaliplatin arm

Group 2: +15% in chemo arm

N=756 N=226R

FOLFOX or 

XELOX

LV5FU2 or

capecitabine

R

LV5FU2 or

capecitabine

Observation
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STAGE II CRC 

Pragmatic approach patients >70 y

Geriatric screening – e.g. Geriatric 8 (G8)

High competing risk for death* or low risk for 

relapse: surveillance

High risk of relapse: 6 mo FP

(3 months of CAPOX if MSS and T4 and ‘fit’ ? ? ?  

- very scarce evidence)

→ Patient preferences and shared decision-making

ctDNA guided de-intensification or 

intensification, watch this space!
*Lee Schonberg index calculator.

Available at  https://eprognosis.ucsf.edu/leeschonberg.php; accessed Apr 2024.
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STAGE III CRC 

Potential approach for patients >70 y

Geriatric screening – e.g., G8

Patients « fit » for doublet chemotherapy: CAPOX 3 

months in the majority of cases (or FOLFOX 6 

months with discontinuation of oxaliplatin after 3 

months)*

In high-risk patients « fit » for doublet 

chemotherapy: CAPOX for 3-6 months or FOLFOX 6 

months with discontinuation of oxaliplatin after 3 

months*

Patients unfit for doublet chemotherapy: 

fluoropyrimidine 6 months

Patients unfit for any systemic chemotherapy: 

*Aiming for an improvement in TTR

→ Patient preference and shared decision-making



Older adults > 70 with 

stage II colon cancer

Geriatric screening

Frail Unfit Fit

Follow-up
Low-risk 

stage II

High-risk 

stage II

High-risk 

stage II

Low risk 

stage II

pMMR/MSS 

observation

dMMR/MSI 

observation

pMMR/MSS 

observatio

n

dMMR/MSI 

observat

ion

pMMR/MSS 

observati

on

dMMR/MSI 

observati

on

pMMR/MSS

6 mo FP or 

observation

dMMR/MSI 

observation



Older adults > 70 yrs 

with stage III colon 

cancer

Geriatric screening

Frail Unfit Fit

Follow-up
Low risk 

stage III

High-risk 

stage III

High-risk 

stage III

Low-risk 

stage III

pMMR/MSS 

FP for 6 

mo

dMMR/MSI 

observatio

n

pMMR/MSS

FP for 6 mo

pMMR/MSS

FP for 6 mo

CAPOX 3 mo

FOLFOX for 3 mo

and FP for 3 

months

dMMR/MSI

FP for 6 mo

CAPOX 3 mo

FOLFOX for 3 mo

and FP for 3 

months

CAPOX 3 mo

FOLFOX for 6 mo

or FOLFOX for 3 

mo and FP for 3 

months

(FP for 6 mo for 

pMMR/MSS)

dMMR/MSI FP 

for 6mo 



RECTAL CANCER



Role of CRT vs SCRT: Stockholm 

III

Erlandsson et al. Lancet Oncol

840 patients

LARC



Role of CRT vs SCRT: PRODIGE 

42/GERICO 12

• QoL

François et al. Radioth Oncol

50Gy/25#, CAP

5x5Gy



Role of brachytherapy to avoid

TME

Steinke et al. ctRO
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METASTATIC SETTING



DEDICATED RCT FOR OLDER ADULTS – CHEMOTHERAPY



CONCLUSIONS – RANDOMISED TRIALS FOR OLDER ADULTS

• Common approach tested – full-dose 

fluoropyrimidine vs reduced-dose doublet

• Reduced-dose doublet results in higher RR and 

PFS benefit

• No OS benefit 

Limitations

• Most included patients have ECOG 0-1 

• Few older adult specific/patient-centred 

endpoints

• GA is used for exploring prognostic factors

• No comprehensive geriatric assessment (CGA) and 



DEDICATED TRIALS FOR OLDER ADULTS –CHEMOTHERAPY ±

BEVACIZUMAB 



CONCLUSIONS – CHEMOTHERAPY ± BEVACIZUMAB 

• Addition of BEV as first-line results in higher 

RR and PFS benefit

• No OS benefit 

• Fluoropyrimidine + BEV is well tolerated 

• Addition of BEV – risk/benefit assessment –

shared decision making

Limitations:

• Most included patients have ECOG 0-1 

• Few older adult specific/patient-centred 

endpoints

• No CGA and CGA-guided interventions 

Be aware of increase in 

ATEs



DEDICATED RCT TO OA – EGFR INHIBITORS



CONCLUSIONS – CHEMOTHERAPY + EGFR INHIBITORS 

• Fluoropyrimidine + panitumumab is a reasonable 

choice 

• Doublet + panitumumab results in comparable 

efficacy and safety 

• Fit patients (G8 >14) had significantly improved 

OS (mOS, 32.8 vs 18.7 months; HR: 0.54, p<0.001)

• Few older adult specific/patient-centred 

endpoints
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EPIDERMAL GROWTH FACTOR RECEPTOR-1 INHIBITOR 

(EGFRi) TO DOUBLET CHEMOTHERAPY 

Addition of EGFRi to doublet CT as first-line in RAS/BRAFwt

ARCAD database – pooled analysis of 7 

RCTs (n=1920)

CT + EGFRi vs CT alone – efficacy in 

patients <70 vs ≥70 years

Median age: 73 years

ECOG 0 = 47%, ECOG ≥1 = 53%

Conclusion:

Patients <70 years benefit of EGFRi + 

CT as first line compared with CT alone

Patients ≥70 years: no significant PFS 

or OS benefit of CT + EGFRi compared 

with CT alone

Patients ≥70 years with left-sided 

primary: significant PFS and OS benefit 

favouring EGFRi + CT

Papamichael D, et al. EJC 2022



BRAFV600E MUTATED METASTATIC CRC 2ND OR 3RD LINE

Similar efficacy and safety in fit, younger and older 

adults

From N Engl J Med 2019, Kopetz S, et al. Encorafenib, Binimetinib, and Cetuximab in BRAF 

V600E–Mutated Colorectal Cancer, 381(17)::1632–43, 

Taieb J, et al. Clin Colorectal Cancer 2023;22(1):59–66.

AEs, n (%)

By age group

<70 years 

(n=166)

≥70 years 

(n=50) P-value

Any AE 162 (97.6) 50 (100.0) 0.7475

Dermatological 

toxicity

128 (77.1) 35 (70.0) 0.3058

Arthralgia/mya

lgia

92 (55.4) 29 (58.0) 0.7475

Nausea/vomitin

g

71 (42.8) 30 (60.0) 0.0323

Diarrhoea 63 (38.0) 20 (40.0) 0.7941

Abdominal pain 54 (32.5) 21 (42.0) 0.2176

Nephrotoxicity 5 (3.0) 2 (4.0) 0.7295

Fatigue/asthen

ia

87 (52.4) 34 (68.0) 0.0515



Fruquintinib efficacy: FRESCO
OS subgroup analysis (ITT population)

Note: This study was not powered to detect statistically significant differences between arms in subgroups

BSC, best supportive care; CI, confidence interval; ECOG, Eastern Cooperative Oncology Group; EGFR, epidermal growth factor receptor; 
HR, hazard ratio; ITT, intention-to-treat; OS, overall survival; VEGF, vascular endothelial growth factor

Li J, et al. JAMA 2018;319:2486–96

SUBGROUP
FRUQUINTINIB + BSC, n PLACEBO + BSC, n

HR (95% CI)
DEATHS TOTAL DEATHS TOTAL

ITT population 188 278 109 138 0.62 (0.49, 0.79)

Age <65 years
≥65 years

151
37

228
50

88
21

110
28

0.56
0.95

(0.43, 0.73)
(0.55, 1.63)

Sex Male
Female

108
80

158
120

77
32

97
41

0.52
0.85

(0.39, 0.70)
(0.57, 1.29)

Baseline ECOG 
performance status

0
1

50
138

77
201

28
81

37
101

0.50
0.68

(0.31, 0.79)
(0.52, 0.90)

Time from first metastatic 
diagnosis to randomization

≤18 months
>18 months

115
73

163
115

64
45

75
63

0.58
0.65

(0.43, 0.79)
(0.45, 0.94)

No. of prior treatment lines 
on metastatic disease

≤3
>3

146
42

221
57

86
23

107
31

0.64
0.53

(0.49, 0.83)
(0.31, 0.90)

Previous chemotherapy 
lines

2 or 3
>3

126
62

190
88

80
29

98
40

0.60
0.67

(0.46, 0.80)
(0.43, 1.05)

Prior use of VEGF inhibitors Yes
No

60
128

84
194

35
74

41
67

0.68
0.60

(0.45, 1.03)
(0.45, 0.80)

Prior use of EGFR inhibitors Yes
No

31
157

40
238

14
95

19
119

0.68
0.62

(0.35, 1.30)
(0.48, 0.80)

Prior targeted treatments No anti-VEGF and no anti-EGFR
Anti-VEGF or anti-EGFR

109
79

167
111

63
46

83
55

0.63
0.63

(0.46, 0.86)
(0.43, 0.90)

KRAS status Wild type
Mutated

103
85

157
121

56
53

74
64

0.56
0.75

(0.40, 0.78)
(0.53, 1.07)

Primary tumor site Colon
Rectum
Colon and rectum

98
84
6

147
125
6

55
46
7

70
60
7

0.68
0.60
0.34

(0.49, 1.07)
(0.41, 0.86)
(0.10, 1.18)

Primary tumor site at the 
time of diagnosis

Left side
Right side

141
41

214
56

91
16

115
21

0.56
0.96

(0.43, 0.73)
(0.53, 1.75)

Metastasis Single
Multiple

5
183

13
265

2
107

4
134

1.03
0.61

(0.20, 5.37)
(0.48, 0.78)

Liver metastasis Yes
No

134
54

185
93

85
24

102
36

0.59
0.75

(0.45, 0.77)
(0.46, 1.21)

FAVORS PLACEBO
0.1 1 5

FAVORS FRUQUINTINIB
45



KEYNOTE 177 – PEMBROLIZUMAB VS CHEMOTHERAPY

1. From N Engl J Med 2020, André T, et al. Pembrolizumab in Microsatellite-Instability–High Advanced 

Colorectal Cancer, 383(23): 2207–18, Copyright © 2020, Massachusetts Medical Society. Reprinted with 

permission from Massachusetts Medical Society; 2. Reprinted from The Lancet Oncol, 23(5), Diaz LA, et al. 

Pembrolizumab versus chemotherapy for microsatellite instability-high or mismatch repair-deficient 

metastatic colorectal cancer (KEYNOTE-177): final analysis of a randomised, open-label, phase 3 study, 659–

70. Copyright © 2022, with permission from Elsevier Ltd. All rights reserved.

OSPFS



PROGRESSION-FREE SURVIVAL

CheckMate 8HW: first results of first-line nivolumab (NIVO) 

+ ipilimumab (IPI) vs chemo

aPer BICR; bMedian follow-up, 24.3 months.

BICR, blinded independent central review.

André T, et al. ASCO Gastrointestinal Cancers Symposium 2024; abstract LBA768. Reproduced 

with permission from Prof Thierry André.

PFS benefit with NIVO + IPI vs chemo was robust and consistent across the sensitivity analyses, including PFS by 

BICR as first line, all randomised patients (HR 0.32; 95% CI, 0.23, 0.46)



PROGRESSION-FREE SURVIVAL SUBGROUP ANALYSIS

CheckMate 8HW: first results of first-line NIVO + IPI vs 

chemo

aPer BICR

André T, et al. ASCO Gastrointestinal Cancers Symposium 2024; abstract LBA768. Reproduced 

with permission from Prof Thierry André.





CONCLUSIONS

Still low number of RCTs dedicated to OA

Most OA included are fit

GA and GA-guided interventions are not 

systemically used

Subgroup analyses of RCTs including fit OA have 

limited value for daily clinical practice

Real value of cancer drugs in actual users remain 

unclear

High quality real-world data collected with strict 

methodology are limited yet



PERSPECTIVES – IMPROVEMENT OF THE EVIDENCE BASE

Dedicated RCTs are needed to evaluate the real 

value of cancer drugs in unselected/vulnerable OA

Patient-centred endpoints (QoL, independence, 

functional status) should be (co)-primary 

endpoint(s)

Patient stratification based on geriatric 

assessment

Geriatric assessment guided interventions to 

optimise deficits are feasible*

*Mohile SG, et al, Lancet 2021;398(10314):1894–04; Li D, et al, JAMA Oncol 

2021;7(11):e214158; Lund CM, et al, Br J Cancer 2021;124(12):1949–58; Soo WK, et al, Lancet 

Healthy Longev 2022;3(9):e617–27.
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CAPOX

FOLFOX

The absolute difference is

0.4%

(82.4% vs 82.8%)

82.1% 3 mo vs 

81.2% 6 mo

82.6% 3 mo vs 

83.8% 6 mo

Non-inferiority not confirmed for OS but...

IDEA – INTERNATIONAL DURATION EVALUATION OF 

ADJUVANT CHEMOTHERAPY 

Updated results: 5-year OS

The Lancet Oncol, 21(12), André T, et al. Effect of duration of adjuvant chemotherapy for 

patients with stage III colon cancer (IDEA collaboration): final results from a prospective, 

pooled analysis of six randomised, phase 3 trials, 1620–9. 



FOR 6-MONTH DURATION: REDUCE THE DURATION OF 

OXALIPLATIN?

ACCENT/IDEA pooled analysis of 11 adjuvant trials

Gallois C, et al. Prognostic Impact of Early Treatment and Oxaliplatin Discontinuation in Patients With 

Stage III Colon Cancer: An ACCENT/IDEA Pooled Analysis of 11 Adjuvant Trials. J Clin Oncol 2022, 41(4):803-

815. 

Adjusted Kaplan-Meier curves

Adjustment variables:

 Age

 Gender

 Year of enrollment

 ECOG performance status (PS)

 T and N stage

DFS according to the number of oxaliplatin cycles received (while continuing fluoropyrimidine) 

After 3 months of doublet chemotherapy 

in patients having grade 1-2 neurotoxicity: 

stopping oxaliplatin is a likely valid option 

for not impairing clinical outcomes
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