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1. Definitions 
 

Compliance 

Adherence 

Concordance 

Persistence 
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Definitions: compliance 

 

Respect of physician’s indications 

Degree of coincidence between patient’s attitude (in 
terms of drugs intake, dietary, lifestyle) and physician’s 
indications 

(Paternalistic view) 
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Definitions: adherence  

Active and collaborative patient’s involvement 

 Planned and informed-based treatment 
(“concordance and persistence”)  

 

Defined as “the degree or extent of conformity to 

the recommendations about day-to-day treatment by 

the provider with respect to the timing, dosage and 

frequency”  

 

Term preferred to compliance because is generally 

believed to have a less pejorative and less 

judgmental connotation                              Value Health 2008 
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WHO’s Five Dimensions of Adherence 
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Definitions: Concordance and 
Persistence 

 

Concordance: the need to  reach a therapeutic 

alliance between physician and patient respecting 

both 

 

Persistence: lenght of time in which the patient does 

follow recommendations 
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2. Factors influencing 

treatment’s adherence 
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Adherence to anticancer agents has 
become problematic because of: 

 

Increased combinations of oral  (biologic/targeted) 

therapy with varying patterns of administration and 

duration of use 

 

Poly-pharmacy 

 

Older baseline age of patients with cancer 
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Other factors influencing treatment’s 
adherence 

Social and economics (e.g. poverty and income) 

Health care systems factors (organizational 
structures and characteristics of healthcare 
professionals)  

Patient (Motivation, attitude, knowledge, beliefs, 
perceptions and expectations) 
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The importance of treatment’s 
adherence  

Overestimation by patients and physicians of 
adherence to treatments, specifically for oral therapies 

Reduced compliance gives increased costs for 
Healthcare system 

Non adherence to treatments varies due to disease 
and phase of treatment 

Importance of evaluating strategies for improving 
compliance 
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Signs and predictors of poor 
adherence and persistence 

• Missed appointments, inadequate follow-up 

• Poor patient-provider relationship 

• Unfilled prescriptions 

• Adverse effects from medication, medication cost 

• Lack of belief in treatment 

• Psychologic problems, particularly depression 
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The complexity of non-adherence 
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Models of adherence and persistence 
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3. The history…(of adherence) 

and literature 
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JCO 1993, JAMA 2002, N Engl J Med 2005 

Adult populations 

Adult pts with non oncological chronic disease  on 
average  take only half of their prescribed 
medications 

Adherence and persistence have been traditionally 
assumed to be better in cancer pts due to the 
perceived understanding of the risk of not taking 
medications as prescribed 
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HIV, Hypertension, Psychiatric illnesses, pediatric pts 

Adherence and non–oncological 
Chronic diseases 
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Adherence and symptoms and 

comorbidities Tx 

•Pain  

•Anorexia-asthenia 

•Nausea and vomiting 

•Constipation-diarrhea 

•Gastrointestinal obstruction 

•Ascites 

•Dyspnea……… 

• CV and tromboembolic diseases, 

diabetes, psychiatric/neurologic,…               
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In GIST as in CML adherence to Imatinib is not optimal 

Response correlated to adherence 

General perception of adherence to therapy among patients, 

physicians and third persons (spouse, family, etc.) was uniformly 

higher than reality 

Adherence and oral anticancer Tx: 
imatinib 
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So adherence is important because… 
 
 

The percentage of prescribed imatinib taken averaged 90.9% 

with 71.0% of patients taking less (down to 29%) but also 

14.8% taking more than prescribed (up to 202%). 

  

Only 14.2% were perfectly adherent with 100% of prescribed 

imatinib taken…” 
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Adherence and breast cancer 
hormonalTx 
 

 

 



26-30 September 2014, Madrid, Spain 

 

esmo.org 

 

The importance of treatment’s 
adherence: Elderly patients 
 

 

 

https://www.google.it/imgres?imgurl=http://0.tqn.com/d/healthinsurance/1/0/M/2/-/-/medicare_D_glossary.jpg&imgrefurl=http://healthinsurance.about.com/od/medicarepartd/a/Medicare-Part-D-Glossary.htm&docid=PgPDQ5Pgd70YHM&tbnid=CcdZdck5g_AbeM&w=407&h=295&ei=Y2MVVPClAoeoO9TAgbgD&ved=0CAQQxiAwAg&iact=c
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The importance of treatment’s adherence: 
elderly patients 

Older adults have numerous comorbidities as well as 
cognitive and sensory impairment that may affect adherence 

…focused mainly on women with breast cancer and adherence 
to adj hormonal tx 

 Adherence rate varied from 52% to 100% and only one study 
asked reasons for non adherence 

Non-adherence was common across studies but little is 
known about the factors influencing non-adherence. More 
research is needed…. 
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Adherence and persistence rates ranged from 16% to 

100% with different therapies and different methods of 

measurement. 

Ca Cancer J Clin 2009 
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The importance of treatment’s 
adherence 
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Cancer Treat  Rev 2013 

Systematic review of treatment’s 
adherence: examined studies 
 

 

 



26-30 September 2014, Madrid, Spain 

 

esmo.org 

 

Cancer Treat  Rev 2013 

Systematic review of treatment’s 
adherence: conclusions 
 
Adherence enhancing interventions could have a promising effect 

(educational and counseling  mostly target several of the 

adherence dimension….) 

 

Crucial point: baseline adherence when choosing patients to 

avoid ceiling effects 

 

Limited evidence: lack of sufficient studies and partly inconsistent 

results 
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4. Complications arising with 

compliance (adherence) 
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Complications arising with adherence 
 

About one quarter of newly developed anticancer 

agents could be taken orally 

 

Adherence is lower in patients taking oral anticancer 

agents compared to patients taking intravenous 

chemotherapy 
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New toxicities… 
 

 

 

 

CA Cancer J Clin, 2013 
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How to monitor adherence 
(toxicity, dose reductions, drug interactions)  
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Drugs and adherence 
 

 There are little data in oncology published to date  

regarding the effects of non-adherence and non-

persistence.  

The importance of non-adherence likely varies from 

drug to drug. 
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Diagnosing 

Toxicity 
 

 

In many cases, drug 

toxicity can be 

diagnosed clinically.  
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Diagnosing Toxicity 
 

On the other hand, some adverse effects such as 

lethargy, anorexia, and diarrhea are non-specific, and 

the causality of which can be difficult to differentiate 

from malignancy or complicating treatments, including 

antibiotics and analgesics.  

 

Drug concentration monitoring may be useful in 

delineating whether these symptoms are related to the 

targeted agent or to other causes 
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Monitoring Dose Reductions 
 

Although dose reductions of TKIs as a result of toxicity 

are common, determination of the appropriate 

extent of dose reductions to prevent an ineffective 

dosage is often difficult. 

 

 Importance to prevent an “overshoot” and also 

provide important reassurance to patients and 

oncologists about appropriate dosing. 
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Detecting Drug Interactions 
 

Polypharmacy is common in patients with cancer 

who often commence new drugs during anticancer 

treatment.  

 Potential drug interactions (especially with CYP3A4 

and ABCB1 inhibitors and inducers, have been shown 

to affect TKI exposure) 

 It becomes increasingly important to identify 

patients who require dose modifications to achieve 

adequate therapeutic drug exposure while minimizing 

risk of toxicity. 
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Effects of non-adherence 
 

Non adherence can contribute greatly to: 

 

Variability observed in drug’s therapeutic effect 

 

Erroneus conclusions with unnecessary diagnostic 

testing, hospitalizations and cessation of an active 

treatment 

 

Over-adherence to self-administered medications 

Patient’s “more is better” approach or confusion 

led to overdosing and to substantially increased 

toxicity 
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“Economic effects” of non-adherence 
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Effects of non-adherence: clinical 
case -1 
 

56 yrs old pts with metastatic breast cancer (bone, 

liver SNC) 

Second line CT with oral Navelbine and Capecitabine 

+ Denosumab 

4 consecutive days of oral NVB (instead of 1!!!) 

For this patient probably the i.v. drugs should be 

better…. (“cognitive impairment  due to brain mts 

treated with RT”) 
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Effects of non-adherence: clinical 
case -2 
 

66 yrs old pts with metastatic renal cancer 

Second line therapy with Sorafenib at a reduced dose 

(50%) 

Grade 1-2 diarrhoea with loperamide therapy and 

continuation of treatment  4 kg weight loss, severe 

astenia and anorexia  stop Tx 
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Oncology Issues, 2008 

Effects of non-adherence: clinical 
case -3 
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5. Strategies to improve compliance 

(adherence) 
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Strategies to improve adherence 
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Protection of Patients, Family, and 
Caregivers 
 
Patients should be educated about any requirements for 

storage, such as temperature or light-resistant needs. 

The patient, family, and caregiver also should be instructed 

on safe practices with administration of oral chemotherapy, 

adjustments in dosing, or return of drug to the pharmacy or 

oncology clinic. 

Patient education sheets should be available to enhance verbal 

instructions with reinforcement that oral anticancer agents are 

toxic substances  

 
Moody &  Jackowski, 2010 
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Prescribing Precautions 
 

The importance of detailed education by the 

oncology  team, including simple calendars and 

detailed written instructions for disposal of hazardous 

medication.  
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Accuracy 

 

For each drug, major steps are focused on the 

prescribing, dispensing, administering, and 

monitoring stages of medication use  

 
Weingart et al., 2011 
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Side-effect reporting  
 

A mechanism of side-effect reporting is essential 

to capture patient-reported outcome data and may 

include a simple diary 

 

Patients may minimize experienced symptoms over a 

two- to three-week period;  

 

If the clinic visit interval is greater than three weeks, 

patients may possibly forget symptoms.  
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Strategies to improve adherence 
 
Made by patient: 

Patient’s support programs 

Computerized“ Drug alerts” 

 

Made by physician: 

Improving of patient-physician’s communication 

Regimen’s semplification 

Increase of follow up visits 

Frequent phone contacts 
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Other strategies to improve 
adherence 
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Strategies to improve adherence: the 
role of Supportive Care Units 
 

Implementing Supportive Medical therapy for 

patient, from diagnosis and all across the route of  

care (adjuvant/palliative), for the cure of adverse 

events, toxicities and co-morbidities, to mantain 

psyco-physical well-being and improving 

adherence to care protocols or treatment in terms 

of dose intensity and interval of administration. 
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6. Open questions and 

discussion 
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Discussion 
 

Many new drugs (targeted and non) with a lot of new 

and (probably) under-described toxicities 

 

Small data about long-term safety of new drugs 

 

Two suggested lines for improvement: 

 

 1. Scientific (ad hoc designed studies for   

 adherence evaluation) 

   2. Managerial (empowerment of  supportive  care 

 programs and services) 
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Open questions: scientific 
 

Tools to better evaluate adherence 

 

Who does judge toxicities? Patient or physician? 

 With new targeted: are we using the correct toxicity 

scale?  

 

Fast track drug approval conditioning adequate toxicity 

reports (specific populations–third toxicity axis – late 

adverse events) 

 

Studies regarding  the impact of the better supportive care 

and its impact in adherence and outcome improvements 
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Open questions: scientific 
 

Internal guidelines for each center to define patient’s 

adherence 

 

Prospective studies as tools of patient’s toxicity/adherence 

evaluation, mHealth 

 

Need of prospective, observational/interventional 

studies about adequate supportive care 
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ASCO 2013 

Discussion 
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Open questions: managerial 
 

Need of organizative models to better follow  patients 

during anticancer Tx  (Supportive Care Units) 

 

 

Effectiveness of these models not only in Cancer 

referral centers but also in Secondary and Tertiary 

Hospitals 
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Open questions: managerial 
 

Opportunity to improve adherence to Tx and reduce 

costs for toxicities and drug-non assumption, giving 

the chance to create a “Sustainable Model of Care” 

(cost savings for complications and investment for 

new high cost drugs) 

 

Scientific’s Society warranty (ESMO, MASCC, 

ASCO,….) 

 

Dedicated working groups 
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Discussion 
 

 

 

 

 

Increasing the effectiveness of 

ADHERENCE INTERVENTIONS 

may have a far greater impact on the health of the 

population than any improvement in specific 

medical treatments. 
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Thank you for your attention 
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