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Rationale and aims

• Compared with intravenous chemotherapy, oral 

administration is convenient, requires fewer healthcare 

resources, is generally preferred by patients

• Compliance may be an issue especially in older patients

• Evaluate the role of single agent chemotherapy 

(capecitabine, vinorelbine, and metronomic therapy) in 

breast, colorectal and NSCL cancer 

• Expert recommendations (position paper)



Medication adherence: a review
Adherence connotes the degree or extent to which the patient conforms to the medication 

use recommendations specified by the prescriber



Factors associated with NONadherence 
in older patients

Review of 9 US trials evaluating barriers to 
medication adherence among elderly ie, age ≥ 65 
years (2008-2011)



BREAST CANCER



N= 633 women aged ≥65 years with stage I-IIIB breast cancer
Standard chemotherapy (AC/CMF) vs capecitabine*

19

Muss et al. N Engl J Med 2009

CALGB 49907

*Starting dose 1000mg/m2 BID, dose 
escalation not feasible due to toxicity

�Adjuvant setting: Polychemotherapy=standard



• Metastatic setting: Single agent chemotherapy preferred 

to polychemotherapy in minimally symptomatic, slowly 

progressive disease                                                

Capecitabine and vinorelbine commonly used in clinical 

practice



Bedard et al. J Ger. Oncol 2111



General considerations on capecitabine

• Elderly patients are more likely to have impaired renal 

function: renal function is reduced by about 1% per year 

beyond ages 30–40, so that by age 70 renal function may 

have declined by 40%46. 

• Normal serum creatinine values may be misleading 

• Renal impairment leads to a significant increase in systemic 

exposure to 5′-DFUR and sequentially to increased frequency 

of capecitabine-related adverse events. 

• Patients with severe renal impairment (creatinine clearance 

<30ml/min [Cockcroft and Gault]) should not receive capecitabine, 

and those with mild-to-moderate dysfunction should be 
closely monitored

• 5′-DFUR , 5′-deoxy-5-fluorouridine

Garg et al. Kidney Int 2004    



• 25 pts (median age 73);1st-2nd (40%) line vinorelbine 60-
70mg/m2/wk 

• Well tolerated (G≥3 neutropenia 12.5%, G3 fatigue 12.5%, G2 neuromotor 

and neurosensory toxicities in 12.5% and 8.3%)

• Response rate 7%; median TTP 4.7 months

• 34 patients (median age 73);1st line vinorelbine 70mg/m2 fractionated 

on days 1, 3, and 5, for 3 weeks on and 1 week off, every 4 weeks, for a 

maximum of 12 cycles 

• Response rate 38%; median TTP 7.7 months

Oral vinorelbine in older patients

Ann Oncol 2006

Clin Breast Cancer 2010





COLORECTAL CANCER



• No benefit from adjuvant chemotherapy in patients aged 
>66 years with stage II colon cancer

• Patients aged ≥ 70 years seemed to experience reduced 
benefit from adding oxaliplatin to fluoropyrimidines 
although statistically, there was not a significant effect modification 
by age, whereas oral fluoropyrimidines retained their efficacy

� The addition of oxaliplatin to adjuvant therapy in stage III 
patients ≥ 70 can be discussed with the patient. 
Fluoropyrimidine monotherapy remains an effective standard 
option

� Within this approach, oral capecitabine is an appropriate 
choice (less toxic than Mayo1, no formal comparison with infusional 
5-FU)

J Clin Oncol 2011

J Clin Oncol 2013

1 Scheithauer et al. Ann Oncol 2003



Cunningham et al. Lancet Oncol 2013

Papamichael et al. Ann Oncol 2014

Seymour et al. Lancet 2011

• AVEX trial: first-line capecitabine median OS 16.8 months

of 48-h intravenous fluorouracil with levofolinate (A); oxaliplatin and 5-fluorouracil (B); 

capecitabine ( C); or oxaliplatin and capecitabine ( D); Starting dose=80% of standard

• Addition of oxaliplatin had a non-significant extension of median 
PFS but a better outcome in terms of OTU (overall treatment utility)

• Risk of G≥3 toxicity higher with capecitabine than with CI-5FU
• No improvement of QoL substituting 5FU with capecitabine

• Treatment with a fluoropyrimidine (5-FU/LV or capecitabine) contributes 
to OS in older pts. The added value of irinotecan, oxaliplatin and  
targeted agents may be limited due to the lower achievable dose 
intensities and poorer benefit/risk ratio.  
These limited incremental gains are restricted to older pts with good 
performance status. Thus, the gains from the addition of any drugs 
come with increased toxicity, restricting the pts that can be treated.



NSCLC



Advanced/metastatic disease – chemotherapy

• Prospective trials support the use of carboplatin-based 

doublets in fit elderly patients. 

• For less fit patients single-agent treatment (gemcitabine, 

vinorelbine, taxanes) represent a valid option.

• There is no data to support that any single agent offers 

an OS benefit compared with the other ones.

• Very limited data are available for octogenarians and, 

therefore, no specific recommendations can be made for 

this group

Ann Oncol 2014





Conclusions

• Single agent oral chemotherapy represents a treatment 

option for some elderly patients with breast, colorectal 

and NSCL cancer

• Metronomic chemotherapy combines good tolerability 

with acceptable activity



Back up



Factors associated with NONadherence 
in older patients

Review of 9 US trials evaluating barriers to medication adherence 
among elderly ie, age ≥ 65 years (2008-2011)

Gellad  et al. Am J  Geriatr Pharmacotherp 2012



Fundamental steps

• Task Force on Oral, single-agent chemotherapy

• First meeting: 20th January 2014 in Paris

- Focus on breast, colorectal and lung cancer

- No combination with biological therapies 

• Last draft circulated to the members of the reviewing 

committee….… document still to be finalized


