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SYNOPSIS OF THE PROTOCOL 

 

Treatment monitoring program for the evaluation of ADHEREnce to abiraterone or 
enzalutamide in elderly metastatic castration-resistant prostate cancer (mCRPC): an 
observational prospective cohort study  - meetURO5 - ADHERE 

 
 
 

BACKGROUND      

Adherence has been defined as the “active, voluntary, and collaborative involvement of the 
patient in a mutually acceptable course of behavior to produce a therapeutic result.” 
(Meichenbaum D, Turk DC: Facilitating Treatment Adherence: A Practitioner's Guide-book. 
New York, Plenum Press, 1987). Medication adherence usually refers to whether patients 
take their medications as prescribed (eg, twice daily), as well as whether they continue to 
take a prescribed medication. Adherence to any intervention over long periods is largely 
determined by the individual's perception of the risks, benefits, and costs of the intervention. 
Costs include not only economic outcomes but also the potential toxic effects of therapy. 

Adherence rates for many long-term drug therapies have been shown to be strikingly low, 
often no more than 40%–50% (Sackett DL, Haynes RB. Compliance with therapeutic 
regimens. Baltimore (MD): The Johns Hopkins University Press; 1976. Cooper JK, Love 
DW, Raffoul PR. Intentional prescription nonadherence (noncompliance) by the elderly-J 
Am Geriatr Soc 1982. Horwitz RI, Horwitz SM. Adherence to treatment and health 
outcomes-Arch Intern Med 1993). 

Adherence to treatment is a complex issue that can alter the outcomes of therapy. Dosing 
schedule is an important factor in the effectiveness of some chemotherapeutic agents, and 
taking drugs more or less frequently than prescribed may affect therapeutic efficacy. 

Poor adherence attenuates optimum clinical benefits and therefore reduces the overall 
effectiveness of health systems. 

Overadherence to self-administered medication, in the case of oral chemotherapy, lead to 
substantially increased toxicity. 

Several factors may influence adherence to abiraterone and enzalutamide in elderly 
metastatic castration-resistant prostate cancer. 

No direct assessment of adherence to abiraterone or enzalutamide is still available. 

 

OBJECTIVES 

To evaluate adherence to abiraterone or enzalutamide in both pre- or post-chemotherapy 
elderly setting in the metastatic castration-resistant prostate cancer. 
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Primary objective 

The primary objective of this study is to assess the proportion of nonadherence to the study 
drugs in a 12-month follow-up period and in the first 3 months after the start of treatment 
according to the pill counting and patient-reported Basel Assessment of Adherence Scale 
(BAAS) questionnaire. 

 

 

Secondary study objectives include: 

-    the description of patient characteristics according to the different treatment (i.e. 
abiraterone or enzalutamide); 

-    the evaluation of nonadherence to the fulfilling of the clinical diary in the whole 12-
month follow-up period and in the first 3 months; 

-    the description of self-reported reasons for missing of the study drugs according to 
the BAAS questionnaire in the whole 12-month follow-up period and in the first 3 
months; 

-  the evaluation of the steroid used during the treatment with abiraterone (or possibly 
enzalutamide) and of its possible dose reductions; 

- the evaluation of overall response rate (ORR), disease control rate (DCR) and PSA 
decline according to the two different treatments; 

- the evaluation of toxicity according to the two different treatments; 
- the median radiographic progression-free survival (rPFS) and the 1-year overall 

survival (1yr-OS) rate according to the two different treatments; 
- possible interaction with nonadherence rate in the whole 12-month follow-up period 

and in the first 3 months of the following factors: patients and disease characteristics 
(including age, PSA at the treatment start, steroid use, G8 score, age-adjusted 
Charlson score, the number of concomitants drugs, the presence of a caregiver, the 
dependency index); the characteristics of therapy (including pre- or post-
chemotherapy setting, toxicity, treatment duration); the radiological disease 
response; the PSA decline; 

- the evaluation of the possible role of nonadherence on rPFS and 1yr-OS of patients; 
- the evaluation of the Investigator’s attitude for the prescription of abiraterone or 

enzalutamide in pre- and post-chemotherapy setting. 

  

TRIAL DESIGN        

This is an observational prospective cohort study on elderly patients with metastatic 
castration-resistant prostate cancer (mCRPC) candidate to abiraterone or enzalutamide. 

After enrollment patients will be followed-up for a maximum of 12 months. The enrollment 
period will last for 12 months. Therefore the total study duration is expected to last up to 24 
months. 

At screening, a clinical evaluation including Geriatric Assessment by G8 Questionnaire, 
Age-adjusted Charlson comorbidity score, the dependency index in the instrumental 
activities of everyday life (IADL scale) and a short caregiver evaluation questionnaire will be 
performed. A monthly clinical diary and BAAS questionnaire will be delivered to the patient. 

A short interview to the Principal Investigator of each Center will be performed regarding the 
attitude for the prescription of abiraterone or enzalutamide in pre- and post-chemotherapy 
setting. 

Pill counting, BAAS, toxicity forms and completion of clinical diaries will be evaluated every 
cycle on a monthly basis up to 12 months. 
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Disease evaluation will be performed by imaging every 4 months and PSA assessment 
every 2 months. 

 

NUMBER OF SUBJECTS   

At least 300 patients. 

 

TARGET POPULATION    

Elderly patients with metastatic castration-resistant prostate cancer (mCRPC) candidate to 
abiraterone or enzalutamide. 

 

PATIENT SELECTION 

 
Inclusion Criteria 

Patients must meet the following criteria for study entry: 

-    Signed informed consent form; 

-    Age ≥ 70 years; 

-    Histologically documented prostate carcinoma; 

-    Metastatic or relapsed disease documented by imaging, increasing PSA and castrate 
level of serum testosterone < 50 ng/dL, following androgen deprivation therapy; 

-    Initiation or ongoing treatment with abiraterone or enzalutamide in the setting of 
mCRPC; 

-    Initiation or ongoing treatment with androgen deprivation therapy; 

-    Patients with measurable and non-measurable disease according to RECIST v1.1; 

-    Life expectancy ≥ 12 weeks. 

 
Exclusion Criteria 

Patients who meet any of the following criteria will be excluded from study entry: 

1. Cancer-related. Eastern Cooperative Oncology Group (ECOG) Performance Status 
≥ 4; 

2. Prior, current or planned treatments related. Prior treatment with or 
hypersensitivity to the same drug to be investigated; 

3. Laboratory related. Blood cell counts:         Absolute neutrophils < 2.0 x 109/L; 
Platelets < 80 x 109/L; Hemoglobin < 8.5 g/dl. Renal function: creatinine clearance 
should be > 15 mL/min. Hepatic functions: Serum bilirubin > 3 x upper normal limits 
(UNL); ASAT and ALAT > 2.5 x UNL; Alkaline phosphatase > 5 x UNL (unless 
accompanied by extensive bone metastases). 

4. Prior or concomitant medical conditions or procedures related. Significant 
cardiovascular disease, such as New York Heart Association cardiac disease ≥Class 
III, myocardial infarction within 3 months, unstable arrhythmias, or unstable angina. 
Significant neurological or psychiatric disorders such as dementia that would prohibit 
them to understanding or rendering informed consent or from fully complying with 
treatment and follow-up or seizures. Active infection requiring iv antibiotics. Active 
ulcer, unstable diabetes mellitus or other contra-indication to steroid therapy. Any 
other condition which in the judgement of the investigator would place the subject at 
undue risk or interfere with the study. 
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LENGTH OF STUDY          

Twenty-four months 

 

INVESTIGATIONAL MEDICINAL PRODUCTS 

 

DOSE/ ROUTE/ REGIMEN 

 

Abiraterone acetate 

Abiraterone acetate 1000mg PO once daily continuously. 

Prednisone 5mg PO twice daily continuously. 

Abiraterone acetate should be taken once a day on an empty stomach, at least one hour 
before or at least two hours after food. Available as 500 mg tablets. 

Prednisone should be taken twice a day with food. Available as 5mg tablets. 

 

Enzalutamide 

Enzalutamide 160mg PO once daily continuosly. 

Enzalutamide is available as 40mg capsules, which should be swallowed whole with water, 
with or without food. 

         

ASSESSMENTS OF ADHERENCE AND OTHER OUTCOMES 

Adherence analyses will be based on the population of all patients that will receive at least 
one cycle (ie one month) of study drug administration. Patients will be evaluated for 
adherence for up to 12 months of treatment. Patients outcome will be analysed according 
to the “intention-to-treat” principle. 

 

Primary endpoint 

For each of the two treatments, the proportion of nonadherence to the study drugs will be 
evaluated in a 12-month follow-up period and in the first 3 months since the start of treatment 
according to the pill counting and patient-reported BAAS questionnaire. The total drug pills 
taken over those prescribed, the ratio between total prescribed and taken pills, and the mean 
omitted days of therapy per patient will be evaluated for the whole 12-month follow-up period 
and in the first 3 months according to the pill counting. The omitted drug doses and the ratio 
between doses prescribed and those that were referred to be taken will be evaluated for the 
whole 12-month follow-up period and in the first 3 months according to the patient-reported 
BAAS questionnaire. 

 

Secondary endpoints     

The characteristics of patients according to the different study drug will be evaluated 
including the steroid used and its dose. 

The number of completed monthly clinical diaries and adherence to the fulfilling of clinical 
diaries based on the ratio between fulfilled and delivered diaries will be evaluated for the 
whole 12-month follow-up period and in the first 3 months. 
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The description of self-reported reasons for missing of the study drugs according to the 
patient-reported BAAS questionnaire in the whole 12-month follow-up period and in the first 
3 months will be described. 

The steroid used during treatment with abiraterone (or possibly enzalutamide), including the 
type and the dose used and possible dose reductions will be reported. 

Overall response rate (ORR), including complete response (CR) and partial response (PR), 
and disease control rate (including CR, PR and stable disease) will be assessed by RECIST 
1.1; PSA decline will be assessed as the number of patients having a decline of PSA and 
as the median percentage of value reduction. Both will be reported according to the two 
different treatments. 

The median radiographic progression-free survival and the 1-year overall survival rate will 
be estimated using the Kaplan-Meier analysis according to the two different treatments. 

The following factors will be studied for possible interaction with adherence rate in the whole 
12-month follow-up period and in the first 3 months: patients and disease characteristics 
(including age, PSA at the treatment start, steroid use, geriatric G8 score, the dependency 
index, comorbidities according to age-adjusted Charlson score, number of concomitants 
drugs, the presence of a caregiver); characteristics of therapy (including pre- or post-
chemotherapy setting, toxicity, treatment duration); radiological disease response; PSA 
decline. 

For the evaluation of the possible role of nonadherence on progression-free survival and the 
overall survival of patients, the nonadherence percentage that will be found in the overall 
population will be used as the cut-off for evaluating outcome parameters between adherent 
and nonadherent patients. 

The answers of Investigators to the initial survey on their attitude for the prescription of 
abiraterone or enzalutamide in pre- and post-chemotherapy setting will be described. 

 

SAFETY       

Toxicity will be evaluated according to the different treatment and setting and will be 
classified by the CTC v4.0. 

 

STATISTICAL CONSIDERATIONS        

 

Statistical analyses 

All data will be included in an ad hoc database and statistical analyses will be performed 
using SPSS (IBM SPSS Statistics for Windows, version 23.0). Descriptive statistics will be 
used to characterize the population using frequencies, mean and standard deviations, 
median and quartiles values. 

In both cohorts of patients, adherence will be expressed both in the whole follow-up period 
(of 12 months) and in the first 3 months as: the ratio between total prescribed and taken 
pills, and the mean omitted days of therapy per patient by the pill counting and the ratio 
between doses prescribed and those that were referred to be taken according to the patient-
reported BAAS questionnaire, including patient-reported reasons for not taking the doses. 
Adherence to the fulfilling of the clinical diary will be presented for the whole follow-period 
and in the first 3 months as the ratio between fulfilled and delivered diaries. 

The possible association between adherence behaviour and potential clinical variables will 
be explored. Variables taken into this analysis will include: patients and disease 
characteristics (including age, PSA at the treatment start, steroid use, geriatric G8 score, 
the dependency index, comorbidities according to age-adjusted Charlson score, number of 
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concomitants drugs, the presence of a caregiver); characteristics of therapy (including pre- 
or post-chemotherapy setting, toxicity, treatment duration); radiological disease response; 
PSA decline. 

Continuous variables will be compared by using the Student’s t test and/or the Wilcoxon 2-
sample test. The two-tailed Chi-square test or the Fisher exact test will be used for the 
statistical comparison of proportions and the crude odds ratios (ORs) and the corresponding 
95% confidence intervals (95% CIs) will be computed (univariate analyses). Furthermore, in 
order to control for confounder factors multivariable logistic regression analyses will be 
performed including in the model variables/characteristics with p < 0.1 on univariate 
analysis. Thus, adjusted ORs (aOR) with the respective 95% CIs will be computed. 
Propensity score matching analysis, a tool to adjust for measured confounders in non-
randomized studies will be used together with the regression adjustment. Radiographic 
progression-free survival (rPFS) will be calculated from the date the first pill was taken until 
the date of progressive disease (PD) or death from any reason. Overall survival (OS) will be 
calculated from the date of treatment was started until death or the last follow-up. Patients 
who were not dead or whose disease had not progressed at the time of the final analysis 
will be censored at the date of last contact. PFS and OS analyses will be estimated by the 
Kaplan-Meier method. rPFS and OS will be presented with their 95% confidence intervals. 
Correlation analysis between adherence to treatment drugs and clinical and demographic 
patient variables will be performed by using the Pearson and/or the Spearman correlation 
coefficient. 

 

Sample size consideration 

It is foreseen that approximately 23 Italian centers will be involved, and that at least 300 
patients will be recruited during an enrollment period of 12 months. This target sample size 
has been determined on the basis of the management capabilities of the considered Italian 
centers. Patients will be enrolled consecutively, based on the scheduled visits as for current 
clinical practice. 

In case the target sample size (i.e. 300 patients) is reached before the end of the 12th month 
of the enrollment period, then the Coordinating Center will evaluate the opportunity to 
prolong the recruitment up to the conclusion of the 12-month enrolment period or up to a 
maximum target of 500 patients.  
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PROTOCOL 

1.0 BACKGROUND 

Adherence has been defined as the “active, voluntary, and collaborative involvement of the 
patient in a mutually acceptable course of behavior to produce a therapeutic result.” 
(Meichenbaum D, Turk DC: Facilitating Treatment Adherence: A Practitioner's Guide-book. 
New York, Plenum Press, 1987). Medication adherence usually refers to whether patients 
take their medications as prescribed (eg, twice daily), as well as whether they continue to 
take a prescribed medication. Adherence to any intervention over long periods is largely 
determined by the individual's perception of the risks, benefits, and costs of the intervention. 
Costs include not only economic outcomes but also the potential toxic effects of therapy. 

Adherence rates for many long-term drug therapies have been shown to be strikingly low, 
often no more than 40%–50% (Sackett DL, Haynes RB. Compliance with therapeutic 
regimens. Baltimore (MD): The Johns Hopkins University Press; 1976. Cooper JK, Love 
DW, Raffoul PR. Intentional prescription nonadherence (noncompliance) by the elderly-J 
Am Geriatr Soc 1982. Horwitz RI, Horwitz SM. Adherence to treatment and health 
outcomes-Arch Intern Med 1993). 

Adherence to treatment is a complex issue that can alter the outcomes of therapy. Dosing 
schedule is an important factor in the effectiveness of some chemotherapeutic agents, and 
taking drugs more or less frequently than prescribed may affect therapeutic efficacy. 

Poor adherence attenuates optimum clinical benefits and therefore reduces the overall 
effectiveness of health systems. 

Overadherence to self-administered medication, in the case of oral chemotherapy, lead to 
substantially increased toxicity. 

Several factors may influence adherence to abiraterone and enzalutamide in elderly 
metastatic castration-resistant prostate cancer. 

No direct assessment of adherence to abiraterone or enzalutamide is still available. 

2.0 STUDY OBJECTIVES 
To evaluate adherence to abiraterone or enzalutamide in both pre- or post-chemotherapy 
elderly setting in the metastatic castration-resistant prostate cancer. 

 

2.1. Primary objective 

The primary objective of this study is to assess the proportion of nonadherence to the study 
drugs in a 12-month follow-up period and in the first 3 months after the start of treatment 
according to the pill counting and patient-reported Basel Assessment of Adherence Scale 
(BAAS) questionnaire. 

 

2.2 Secondary objectives 

-    the description of patient characteristics according to the different treatment (i.e. 
abiraterone or enzalutamide); 
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-    the evaluation of nonadherence to the fulfilling of the clinical diary in the whole 12-
month follow-up period and in the first 3 months; 

-    the description of self-reported reasons for missing of the study drugs according to 
the BAAS questionnaire in the whole 12-month follow-up period and in the first 3 
months; 

-  the evaluation of the steroid used during the treatment with abiraterone (or possibly 
enzalutamide) and of its possible dose reductions; 

-    the evaluation of overall response rate (ORR), disease control rate (DCR) and PSA 
decline according to the two different treatments; 

-    the evaluation of toxicity according to the two different treatments; 

-    the median radiographic progression-free survival (rPFS) and the 1-year overall 
survival (1yr-OS) rate according to the two different treatments;    

possible interaction with adherence rate in the whole 12-month follow-up period and 
in the first 3 months of the following factors: patients and disease characteristics 
(including age, PSA at the treatment start, steroid use, G8 score, the dependency 
index, age-adjusted Charlson score, the number of concomitants drugs, the presence 
of a caregiver); the characteristics of therapy (including pre- or post-chemotherapy 
setting, toxicity, treatment duration); the radiological disease response; the PSA 
decline; 

-    the evaluation of the possible role of nonadherence on rPFS and 1yr-OS of patients; 

-    the evaluation of the Investigator’s attitude for the prescription of abiraterone or 
enzalutamide in pre- and post-chemotherapy setting. 

 

3.0 TRIAL DESIGN 
This is an observational prospective cohort study on elderly patients with metastatic 
castration-resistant prostate cancer (mCRPC) candidate to abiraterone or enzalutamide. 

After enrollment patients will be followed-up for a maximum of 12 months. The enrollment 
period will last for 12 months. Therefore the total study duration is expected to last up to 24 
months. 

At screening, a clinical evaluation including Geratric Assessment by G8 Questionnaire, Age-
adjusted Charlson comorbidity score, the dependency index in the instrumental activities of 
everyday life (IADL scale)  and a short caregiver evaluation questionnaire will be performed. 
A monthly clinical diary and BAAS questionnaire will be also delivered to the patient. 

A short interview to the Principal Investigator of each Center will be performed regarding the 
attitude for the prescription of abiraterone or enzalutamide in pre- and post-chemotherapy 
setting. 

Pill counting, BAAS, toxicity forms and completion of clinical diaries will be evaluated every 
cycle on a monthly basis up to 12 months. 

Disease evaluation will be performed by imaging every 4 months and PSA evaluation every 
2 months. 

 

3.1 Sample size consideration 

It is foreseen that approximately 23 Italian centers will be involved, and that at least 300 
patients will be recruited during an enrollment period of 12 months. This target sample size 
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has been determined on the basis of the management capabilities of the considered Italian 
centers. Patients will be enrolled consecutively, based on the scheduled visits as for current 
clinical practice. 

In case the target sample size (i.e. 300 patients) is reached before the end of the 12th month 
of the enrollment period, then the Coordinating Center will evaluate the opportunity to 
prolong the recruitment up to the conclusion of the 12-month enrolment period or up to a 
maximum target of 500 patients.   

 

4.0 PATIENT SELECTION 
4.1 Inclusion Criteria 

Patients must meet the following criteria for study entry: 

-    Signed informed consent form; 

-    Age ≥ 70 years; 

-    Histologically documented prostate carcinoma; 

-    Metastatic or relapsed disease documented by imaging, increasing PSA and castrate 
level of serum testosterone < 50 ng/dL, following androgen deprivation therapy; 

-    Initiation or ongoing treatment with abiraterone or enzalutamide in the setting of 
mCRPC; 

-    Initiation or ongoing treatment with androgen deprivation therapy; 

-    Patients with measurable and non-measurable disease according to RECIST v1.1; 

-    Life expectancy ≥ 12 weeks. 

 

4.2 Exclusion Criteria 

Patients who meet any of the following criteria will be excluded from study entry: 

1. Cancer-related. Eastern Cooperative Oncology Group (ECOG) Performance Status 
≥ 4; 

2. Prior, current or planned treatments related. Prior treatment with or 
hypersensitivity to the same drug to be investigated; 

3. Laboratory related. Blood cell counts:         Absolute neutrophils < 2.0 x 109/L; 
Platelets < 80 x 109/L; Hemoglobin < 8.5 g/dl. Renal function: creatinine clearance 
should be > 15 mL/min. Hepatic functions: Serum bilirubin > 3 x upper normal limits 
(UNL); ASAT and ALAT > 2.5 x UNL; Alkaline phosphatase > 5 x UNL (unless 
accompanied by extensive bone metastases). 

4. Prior or concomitant medical conditions or procedures related. Significant 
cardiovascular disease, such as New York Heart Association cardiac disease ≥Class 
III, myocardial infarction within 3 months, unstable arrhythmias, or unstable angina. 
Significant neurological or psychiatric disorders such as dementia that would prohibit 
them to understanding or rendering informed consent or from fully complying with 
treatment and follow-up or seizures. Active infection requiring iv antibiotics. Active 
ulcer, unstable diabetes mellitus or other contra-indication to steroid therapy. Any 
other condition which in the judgement of the investigator would place the subject at 
undue risk or interfere with the study. 
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4.3 Study Exit Criteria 

The study exit criteria are the followings: 
- informed consent withdrawal; 
- death, or; 
- loss to follow-up. 

5.0 TREATMENT PLAN 
5.1 Abiraterone acetate 

Abiraterone acetate 1000mg PO once daily continuously. 

Prednisone 5mg PO twice daily continuously. 

Abiraterone acetate should be taken once a day on an empty stomach, at least one hour 
before or at least two hours after food. Available as 500 mg tablets. 

Prednisone should be taken twice a day with food. Available as 5mg tablets. 

 

5.2 Enzalutamide 

Enzalutamide 160mg PO once daily continuosly. 

Enzalutamide is available as 40mg capsules, which should be swallowed whole with water, 
with or without food. 

5.3 DOSING AND SCHEDULING OF STUDY DRUGS 
5.3.1 Dose modifications and delays 

No dose modification or delays are foreseen. 

Table 1 - Management of grade 3 or 4 experimental drug -related adverse events 

First occurrence Withdraw the drug untill resolution or recovery to a grade 1 or 2 
toxicity 

Second 
occurrence 

Withdraw definitely the drug. 

 

5.3.2 Management of treatment related adverse events 

Adverse events will be managed according to the Investigator clinical experience based on 
prescribing information of each study drug. 

 

5.3.3 Concomitant Medications 
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All concomitant medications will be recorded. 

 

5.3.4 Criteria for Premature Withdrawal 

Patients have the right to withdraw from the study at any time for any reason. 

Should a patient decide to withdraw, all efforts will be made to complete and report the 
observations as thoroughly as possible. 

The investigator should contact the patient or a responsible relative by telephone or through 
a personal visit to establish as completely as possible the reason for the withdrawal. A 
complete final evaluation at the time of the patient’s withdrawal should be made with an 
explanation of why the patient is withdrawing from the study.  If the reason for patient’s 
withdrawal from the study is an adverse event the principal specific event will be recorded 
on the eCRF. If the AE is deemed serious, it should be recorded on the SAE pages of the 
CRF. 

In the case that the patient decides to prematurely discontinue study treatment [“refuses 
treatment”], she should be asked if she can still be contacted for further information. The 
outcome of that discussion should be documented in both the medical records and in the 
eCRF. 

 

6.0 ASSESSMENTS AND PROCEDURES DURING THE STUDY TREATMENT 
6.1 Screening Examination and Eligibility Screening Form 

All patients must provide written informed consent before any study-specific assessments 
or procedures are performed. 
All the consenting patients should be registered even those who result not eligible 
because of missing/having one or more inclusion/exclusion criteria, in order to allow the 
description of the generalizability of the study data. 
 

6.2 Adherence assessment 

Three methods to assess adherence to AOT will be used in this study. 

Firstly, through the pill counting, patients will bring their pill bottles to medical appointments, 
at which time investigators will subtract the number of pills remaining in the bottle from the 
number of pills prescribed. The percentage of adherence will be based on how many pills 
should be left over (e.g., with perfect adherence, how many would be left on day X of the 
prescription) versus how many will be left over (e.g., how many pills will actually still in the 
bottle on day X). 

Secondly, the BAAS will be conducted by physicians, nurses, or other research-dedicated 
personnel and comprises four questions: how often have you not taken 
abiraterone/enzalutamide? (item No. 1); how often have you not taken 
abiraterone/enzalutamide because you forgot it? (item No.2); have you ever not taken 
abiraterone/enzalutamide because you believed you did not need it? (item No.3); have you 
ever reduced the amount of abiraterone/enzalutamide because you believed you did not 
need as much of it as your physician thought you did? (item No.4). The recall period will be 
limited to four weeks. Nonadherence will be estimated according to the reported omission 
of drug doses and missing reasons. 
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Thirdly, the compilation of a clinical diary will be evaluated every cycle on a monthly basis. 
In the clinical diary, the patients will note what they did every day in that month, if they forgot 
the therapy and eventually in which day or days (if more than one).  

 

6.3 Other assessments 

At screening, a clinical evaluation including Geriatric Assessment by G8 Questionnaire 
(Stuck AE, Siu AL, Wieland GD, et al. Comprehnsive geriatric assessment: a meta-analisys 
of controlled trials. Lancet 1993; Devons CA. Comprehnsive Geriatric Assessment (CGA): 
making the most of the aging years. Curr Opin Clin Nutr Metab Care 2002), Age-adjusted 
Charlson comorbidity score (Charlson, Mary E.; Pompei, Peter; Ales, Kathy L.; MacKenzie, 
C. Ronald (1987). "A new method of classifying prognostic comorbidity in longitudinal 
studies: Development and validation". Journal of Chronic Diseases) and a short caregiver 
evaluation questionnaire will be performed. 

The Geriatric Assessment according to the G8 questionnaire identifies medical, 
psychosocial, and functional limitations of a frail older person in order to develop a 
coordinated plan to maximize overall health with aging (Stuck AE, Siu AL, Wieland GD, et 
al. Comprehnsive geriatric assessment: a meta-analisys of controlled trials. Lancet 1993; 
Devons CA. Comprehnsive Geriatric Assessment (CGA): making the most of the aging 
years. Curr Opin Clin Nutr Metab Care 2002).  

Age-adjusted Charlson comorbidity index (Charlson, Mary E.; Pompei, Peter; Ales, Kathy 
L.; MacKenzie, C. Ronald (1987). "A new method of classifying prognostic comorbidity in 
longitudinal studies: Development and validation". Journal of Chronic Diseases) predicts the 
one-year mortality for a patient who may have a range of comorbid conditions, such as heart 
disease, AIDS, or cancer (a total of 22 conditions). Each condition is assigned a score of 1, 
2, 3, or 6, depending on the risk of dying associated with each one. Scores are summed to 
provide a total score to predict mortality. 

Clinical conditions and associated scores are as follows: 

·    1 each: Myocardial infarction, congestive heart failure, peripheral vascular disease, 
dementia, cerebrovascular disease, chronic lung disease, connective tissue disease, 
ulcer, chronic liver disease, diabetes. 

·    2 each: Hemiplegia, moderate or severe kidney disease, diabetes with end organ 
damage, tumor, leukemia, lymphoma. 

·    3 each: Moderate or severe liver disease. 

·    6 each: Malignant tumor, metastasis, AIDS. 

The dependency index in the instrumental activities of everyday life (IADL scale) (Lawton 
MP. Instrumental Activities of Daily Living. Gerontologist 1969;9:179) 

The presence of caregivers provides a complex array of support tasks that extend across 
physical, psychological, spiritual, and emotional domains (Honea NJ, Brintnall R, Given B, 
et al.: Putting Evidence into Practice: nursing assessment and interventions to reduce family 
caregiver strain and burden. Clin J Oncol Nurs 12 (3): 507-16, 2008). Family caregivers play 
an important role in the management of cancer; enlisting their cooperation and including 
them as the unit of care from the outset are considered critical ingredients to effective cancer 
management. Most oncology teams recognize this and try to include family caregivers in 
treatment planning, decision making, and implementation (Glajchen M: The emerging role 
and needs of family caregivers in cancer care. J Support Oncol 2 (2): 145-55, 2004 Mar-
Apr). The presence of caregiver is very important to support patients at home, particularly 
when oral chemotherapy is given to elderly and frail patients. The questionnaire of caregiver 
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included: age of caregiver, relationship with the patient, type of work and degree of 
education. 

 

6.4 Procedures for Enrolment of Eligible Patients 

Once a patient has fulfilled the entry criteria, she will be assigned a unique patient 
identification number when enrolled into the study. A patient enrolment list must be 
maintained by the investigator. 
The investigator or designee will use the eCRF to enter the patient into the study. 
The patient numbers will be allocated sequentially in the order in which the patients are 
enrolled. 
A Patient Enrolment and Identification Code List must be maintained by the investigator. 
 

6.5 Clinical Assessments and Procedures 

6.5.1 Exposure and Covariates 

All the enrolled patients will be considered as exposed subjects, since each patient will 
have received abiraterone or enzalutamide therapy by the time of enrollment. The 
beginning of the exposure is when drug therapy starts due to diagnosis of metastatic 
castration-resistant prostate cancer (mCRPC). 
 

6.5.2 Study Measures (Outcomes) 

All the main variables that will be collected during the study are summarized in Table 1 
below: 
 

Variables Enrollment 
visit 

(index date 
± 15 days) 

Follow-
up visit 
(every 

28 
days) 

End of 
observation 

Investigator attitude 

Survey on Investigator attitude to the treatment 
drug prescription 

X 
  

Eligibility criteria 

Inclusion/exclusion criteria, Informed consent 
and privacy form 

Inclusion in other studies or clinical trials 

X 
  

(Socio-)demographic variables 

Age, BMI, geographic location 

X 
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Clinical characteristics 

Tumor grade (Gleason grade), tumor histology, 
PSA (at diagnosis, metastasis occurrence and 
start of treatment), TNM stage (if operated), 
sites of metastases (at diagnosis and start of 
treatment), time to metastasis, ECOG 
performance status, time to castration 
resistance, symptoms 

X 
  

Comorbidity burden 

(score according to the Charlson age-adjusted 
evaluation) 

X 
  

Polypharmacy 

(number of concomitant medications) 
X 

  

Geriatric assessment 
(score according to the G8 evaluation) 

X 
  

The dependency index assessment in the 
instrumental activities of everyday life (IADL 
scale) 

x   

Caregiver evaluation 

(presence or not, kinship type, age,  degree of 
education, according to the study questionnaire) 

X 
  

Pre-treatment patterns 

Surgery, radiotherapy, androgen deprivation 
therapy type, number of chemotherapy lines 

x 
  

Treatment patterns 

Type of treatment (abiraterone or 
enzalutamide), setting (pre- or post-
chemotherapy) 

x 
  

Treatment patterns 

Treatment duration, interruptions, response 
(PSA and imaging), use of steroid (type and 
dose), steroid dose reduction 

 
Xa Xa 
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Adverse events 

Description and timing of adverse events, 
seriousness, intensity, outcome, relationship to 
drug 

 
X 

 

Evaluation of adherence 

Pill counting, BAAS questionnaire, clinical diary 

 
X X 

Study completion 

Study completion details, reason for early 
withdrawal (if applicable) 

  X 

Additional assessments may be performed whether clinically indicated. 
aEvaluation of tumour lesions and codification according to RECIST criteria should be 
performed prior (max 4 weeks before) to Day 1, Cycle 1, and every 4 months thereafter 
(+/- 2 weeks of the scheduled visit); PSA evaluation should be performed every 2 
months. 

 

6.6 Objective response criteria 

Objective response will be evaluated according to the RECIST v 1.1 (Response Evaluation 
Criteria In Solid Tumours) criteria  summarized below. 
If a serological progression of disease is suspected based on a PSA significant  increase a 
radiological re-evaluation has to be performed. No change in the therapy programme will be 
based on PSA changes alone. 

Evaluation of tumour lesions and codification according to RECIST criteria should be 
performed prior (max 4 weeks before) to Day 1, Cycle 1, and every 4 months thereafter (+/- 
2 weeks of the scheduled visit); PSA evaluation should be performed every 2 months. 
Confirmation of response is not required. If there is suspicion of disease progression based 
on clinical or laboratory findings before the next scheduled assessment, an unscheduled 
assessment should be performed to confirm disease progression by repeated scan. 

 

6.7 Measurability of tumour lesions  

At the baseline evaluation, the lesions will be defined as follows: 
 

measurable: 
Lesions which can be accurately measured on at least one dimension 
(the longest diameter must be recorded) and found to be ³ 10 mm by CT 
scan and MRI or ³ 20mm by chest X-ray. 
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non-
measurable: 

leptomeningeal disease, ascites, pleural or pericardial effusion, 
inflammatory breast disease, lymphangitic involvement of skin or lung, 
abdominal masses/abdominal organomegaly identified by physical exam 
that is not measurable by reproducible imaging techniques. 

All measurements must be made using a centimetre rule or gauge. 

All the baseline evaluations must be performed as close to the treatment start date as 
possible, and in all cases no more than 4 weeks earlier. 

6.8 Identification of "Target" and "Non-Target" lesions 

All measurable lesions, up to a maximum of 2 lesions per organ and a total of 5 lesions, 
representing all the organs affected, are defined target lesions and recorded and 
measured during the baseline evaluation. The target lesions should be selected on the 
basis of their size (the ones with the longest diameter) and the possibility of obtaining 
repeated measurements (through image diagnostics or clinical examination). The sum of 
the largest baseline diameters of all the target lesions is used as reference for defining the 
objective response. 

All the other lesions are defined as non target lesions and must be recorded in the 
baseline evaluation. Measurement of these lesions is not required, but the presence or 
absence of each of them must be verified during the follow-up, at the scheduled restaging 
times. 

Evaluation of target lesion response 
 

Complete 
response (CR): 

Disappearance of all the lesions (including the reduction to <10 mm in 
the shortest diameter of any pathological lymph node) 

Partial 
Response 
(PR): 

reduction of at least 30% in the sum of the largest diameters of the 
target lesions, compared to the baseline evaluation. 

Progressive 
Disease (PD): 

Target Lesions: > 20% increase in the SLD taking as reference the 
smallest SLD recorded since the treatment started (nadir) and minimum 
5 mm increase over the nadir 
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Stable disease 
(SD): 

a reduction not sufficient to be defined as PR, compared to the 
baseline evaluation, or an increase not sufficient to be defined as PD, 
compared to the lowest sum of the largest diameters recorded since 
the start of treatment. 

 
Evaluation of non target lesion response 
 

Complete 
Response (CR): 

Disappearance of all non target lesions 

Non-CR/ Non-PD: Persistence of one or more non-target lesions 

Progressive 
Disease (PD): 

Appearance of one or more new lesions or indisputable, clear 
progression of an existing non target lesion. 

 

6.9 Evaluation of best overall response according to RECIST 

The best overall response is the best response recorded from the start of treatment to the 
progression of the illness or a relapse (taking the lowest measurement recorded after the 
start of treatment as reference for the progression). 
 

Target Lesions Non-Target Lesions New Lesions RECIST Response 

CR CR No CR 

CR non-CR/non-PD No PR 

PR CR or non-CR/non-PD No PR 

SD CR or non-CR/non-PD No SD 

PD Any No PD 

Any PD No PD 

Any Any Yes PD 
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An overall deterioration in the state of health leading to a suspension of the treatment without 
evidence of progression of the disease will be defined as a "symptomatic worsening". 
Patients who suspend treatment due to symptomatic worsening will be considered as non-
responding. 
 

6.10 Clinical safety assessments 

At screening, patients will undergo a complete physical examination (including observable 
tumour measurements) and laboratory safety assessments according to local standards 
and recording of all AEs grades 1-5 in the CRF will be performed by the investigator. All 
the above assessments, except height, will be recorded at each visit until the follow-up 
visit 30 days after cessation of bevacizumab. 
The National Cancer Institute’s Cancer Toxicity Criteria for Adverse Events (NCI-CTCAE) 
version 4.03 will be used to grade the clinical safety of the treatment in this study. Patients 
will be assessed for grades 1 to 5 adverse events, including SAEs, at each clinical visit and 
as necessary throughout the study. All AEs will be recorded into the CRF pages. 
Safety assessments in line with local standard of care or those that are symptom-directed 
should be undertaken at the discretion of the treating physician. 
Within 30 days after the last study drug administration, patients will undergo a safety 
follow-up assessment, including general physical examination, measurement of vital signs, 
ECOG PS, laboratory assessments and AE follow-up. 

7.0 ADVERSE EVENTS REPORTING 
7.1 Definitions 

An adverse event is any untoward medical occurrence in a patient or clinical trial subject 
administered a medicinal product and which does not necessarily have a causal 
relationship with this treatment. 
An adverse reaction is an untoward and unintended response to an investigational 
medicinal product related to any dose administered, judged by either the investigator or the 
promoter. 
An unexpected adverse reaction (UAR) is an adverse reaction, the nature or severity of 
which is not consistent with the applicable product information (e.g. investigator's brochure 
for an unauthorized investigational product or summary of product characteristics for an 
authorized product). 
A serious adverse event (SAE) is untoward medical occurrence or effect at any dose that 
results in comprising or resulting in death, risk of death, permanent disability, hospitalisation 
or prolongation of existing hospitalization or need for urgent medical treatment.  Further, any 
unexpected changes in relation to the toxicity profile of the drugs used of grade  ³ 3, as well 
as adverse event(s) which, although not falling within this definition, are considered 
unexpected and serious by the Investigator should be reported. 
A Suspected Unexpected Serious Adverse Reaction (SUSAR) is an unexpected adverse 
reaction judged serious by the Investigator and/or Sponsor, that is not consistent, either in 
nature or in severity, with the applicable product information. 
 

7.2 Collection and reporting of adverse events 

All adverse events have to be reported in the toxicity case report form graded according to 
the corresponding CTCAE term (Version 4.03). 
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7.3 Collection and reporting of serious adverse events (SAE) 

All serious adverse events occurring during treatment and in the 30 days after the 
interruption of treatment must be recorded and reported using the serious adverse event 
report form (SAE form - see enclosures). 
The Investigator must immediately report to the sponsor all serious adverse events. The 
report should be made using the SAE form online or by sending the paper copy by fax 
(FAX NUMBER) to the coordinating office immediately and not exceeding 24 hours 
following knowledge of the SAE. 
All SAE must be also reported in the toxicity case report form within the corresponding 
CTCAE term. 
 

7.4 Causality assessment between treatment and event 

The following criteria will be used for causality assessment: 
 

Term Description 

CERTAIN A clinical event, including laboratory test abnormality, occurring in 
a plausible time relationship to drug administration, and which 
cannot be explained by concurrent disease or other drugs or 
chemicals. The response to withdrawal of the drug (dechallenge) 
should be clinically plausible. The event must be definitive 
pharmacologically or phenomenologically, using a satisfactory 
rechallenge procedure if necessary. 

PROBABLE/ LIKELY A clinical event, including laboratory test abnormality, with a 
reasonable time sequence to administration of the drug, unlikely to 
be attributed to concurrent disease or other drugs or chemicals, and 
which follows a clinically reasonable response on withdrawal 
(dechallenge). Rechallenge information is not required to fulfil this 
definition. 

POSSIBLE A clinical event, including laboratory test abnormality, with a 
reasonable time sequence to administration of the drug, but which 
could also be explained by concurrent disease or other drugs or 
chemicals. Information on drug withdrawal may be lacking or 
unclear. 
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UNLIKELY A clinical event, including laboratory test abnormality, with a 
temporal relationship to drug administration which makes a causal 
relationship improbable, and in which other drugs, chemicals or 
underlying disease provide plausible explanations. 

NOT RELATED There is no causal relationship between the treatment and the 
event 

CONDITIONAL/ 
UNCLASSIFIED 

A clinical event, including laboratory test abnormality, reported as 
an adverse reaction, about which more data is essential for a 
proper assessment or the additional data are under examination. 

UNASSESSIBLE/ 
UNCLASSIFIABLE 

A report suggesting an adverse reaction which cannot be judged 
because information is insufficient or contradictory, and which 
cannot be supplemented or verified. 

7.5 Procedures for safety reporting 

The sponsor will review all adverse and serious adverse events reported in the Study and 
issue queries directly to the Investigator reporting the event. 
The sponsor will determine if event qualifies as a SUSAR. 
The sponsor will report all SUSARs to the to the EUDRA Vigilance System according to the 
upcoming EUDRA vigilance forms, to all Participating Investigators, to all Ethical 
Committees of Participating Centres in Italy, and to each international coordinating center 
within the timelines of the article 17 of the European Directive 2001/20/EC. 
The sponsor will provide an annual safety report, including all Serious Adverse Events 
occurring in the Study, to all Participating Investigators, to Ethical Committees of 
Participating Centres, and to each international coordinating center. 
All the procedures will be better defined after the publications of the EUDRA VIGILANCE 
indications for the safety reporting. 
 

8.0 STATISTICAL ANALYSIS 
8.1 Primary endpoint 
For each of the two treatment, the proportion of adherence to the study drugs will be 
evaluated for the whole 12-month follow-up period and in the first 3 months according to the 
pill counting and self-assessment by the BAAS questionnaire. The total drug pills taken over 
those prescribed, the ratio between total prescribed and taken pills, and the mean omitted 
days of therapy per patient will be evaluated for the whole 12-month follow-up period and in 
the first 3 months according to the pill counting. The omitted drug doses and the ratio 
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between doses prescribed and those that were referred to be taken will be evaluated for the 
whole 12-month follow-up period and in the first 3 months according to the patient-reported 
BAAS questionnaire. 
 

8.2 Secondary endpoints 

The characteristics of patients according to the different study drug will be evaluated 
including the steroid used and its dose. 

The number of completed monthly clinical diaries and adherence to the fulfilling of clinical 
diaries based on the ratio between fulfilled and delivered diaries will be evaluated for the 
whole 12-month follow-up period and in the first 3 months. 

The description of self-reported reasons for missing of the study drugs according to the 
patient-reported BAAS questionnaire in the whole 12-month follow-up period and in the first 
3 months will be described. 

The steroid used during treatment with abiraterone (or possibly enzalutamide), including the 
type and the dose used and possible dose reductions will be reported. 

Overall response rate (ORR) will be assessed by RECIST 1.1; PSA decline will be assessed 
as the number of patients having a decline of PSA and as the median percentage of value 
reduction. Both will be reported according to the two different treatments. 

The median radiographic progression-free survival and the 1-year overall survival rate will 
be estimated using the Kaplan-Meier analysis according to the two different treatments. 

The following factors will be studied for possible interaction with adherence rate in the whole 
12-month follow-up period and in the first 3 months: patients and disease characteristics 
(including age, PSA at the treatment start, steroid use, geriatric G8 score, the dependency 
index, comorbidities according to age-adjusted Charlson score, number of concomitants 
drugs, the presence of a caregiver); characteristics of therapy (including pre- or post-
chemotherapy setting, toxicity, treatment duration); radiological disease response; PSA 
decline. 

For the evaluation of the possible role of nonadherence on progression-free survival and the 
overall survival of patients, the nonadherence percentage that will be found in the overall 
population will be used as the cut-off for evaluating outcome parameters between adherent 
and nonadherent patients. 

The answers of Investigators to the initial survey on their attitude for the prescription of 
abiraterone or enzalutamide in pre- and post-chemotherapy setting will be described. 

Toxicity will be evaluated according to the different treatment and setting and will be 
classified by the CTC v4.0. 

8.3 Analysis Populations 

In both cohorts of patients, nonadherence will be expressed, both in the whole follow-up 
period (of 12 months) and in the first 3 months, as: the number of missed pills, or the ratio 
between total prescribed and taken pills, and the omitted days of therapy per patient by the 
pill counting; the omitted drug doses, the ratio between doses prescribed and those that 
were referred to be taken, according to the patient-reported BAAS questionnaire, including 
missing reasons for not taking the doses; the ratio between the returned completed diaries 
and those assigned by the clinical diary monitoring. 

The possible association between adherence behavior and potential clinical variables will 
be explored. Variables taken into this analysis will include: patients and disease 
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characteristics (including age, PSA at the treatment start, steroid use, geriatric G8 score, 
the dependency index, comorbidities according to age-adjusted Charlson score, number of 
concomitants drugs, the presence of a caregiver); characteristics of therapy (including pre- 
or post-chemotherapy setting, toxicity, treatment duration); radiological disease response; 
PSA decline. 

Continuous variables will be compared by using the Student’s t test and/or the Wilcoxon 2-
sample test. The two-tailed Chi-square test or the Fisher exact test will be used for the 
statistical comparison of proportions and the crude odds ratios (ORs) and the corresponding 
95% confidence intervals (95% CIs) will be computed (univariate analyses). Furthermore, in 
order to control for confounder factors multivariable logistic regression analyses will be 
performed including in the model variables/characteristics with p < 0.1 on univariate 
analysis. Thus, adjusted ORs (aOR) with the respective 95% CIs will be computed. 
Propensity score matching analysis, a tool to adjust for measured confounders in non-
randomized studies will be used together with the regression adjustment. Radiographic 
progression-free survival (rPFS) will be calculated from the date the first pill was taken until 
the date of progressive disease (PD) or death from any reason. Overall survival (OS) will be 
calculated from the date of treatment was started until death or the last follow-up. Patients 
who were not dead or whose disease had not progressed at the time of the final analysis 
will be censored at the date of last contact. PFS and OS analyses will be estimated by the 
Kaplan-Meier method. rPFS and OS will be presented with their 95% confidence intervals. 
Correlation analysis between adherence to treatment drugs and clinical and demographic 
patient variables will be performed by using the Pearson and/or the Spearman correlation 
coefficient. 

It is foreseen that approximately 23 Italian centers will be involved, and that at least 300 
patients will be recruited during an enrollment period of 12 months. This target sample size 
has been determined on the basis of the management capabilities of the considered Italian 
centers. Patients will be enrolled consecutively, based on the scheduled visits as for current 
clinical practice. 

In case the target sample size (i.e. 300 patients) is reached before the end of the 12th month 
of the enrollment period, then the Coordinating Center will evaluate the opportunity to 
prolong the recruitment up to the conclusion of the 12-month enrolment period or up to a 
maximum target of 500 patients.  

For each patient and for each type of toxicity, the worst degree ever suffered during 
treatment will be used for the analysis. 

 

9.0 QUALITY ASSURANCE AND MONITORING 

The procedures set out in this study protocol are designed to ensure that the promoter and 
the Investigators abide by the principles of the Good Clinical Practice guidelines of the 
International Conference on Harmonization (ICH) and the Declaration of Helsinki in the 
conduct, evaluation and documentation of this study. The study will be carried out adhering 
to local legal requirements and the applicable national law, whichever represents the greater 
protection for the individual. In principle, this protocol plans only centralized monitoring 
activities, with peripheral auditing visits planned in case of need.  
 

10.0 DATA COLLECTION PROCEDURES 
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Patient registration and data collection are centralized at the Coordinating Center 
(Cannizzaro Hospital of Catania). 
Patient registration is by fax (+390957262201) or by email (to 
adheremeeturo5@gmail.com). 
Data collection is electronic through or paper eCRF transmitted by email to (to 
adheremeeturo5@gmail.com), immediately after completion. 
Contacts for registration and randomization: see contacts page 

All data required to address the study objectives will be collected and entered into an 
electronic case report form (eCRF). The principal investigator at each site will be responsible 
for ensuring that the required data from the charts are extracted and all the prospective data 
for each participant patient are collected and entered into the eCRF. 
The Coordinating Center will review the data entered into the eCRF by investigational staff 
for completeness and accuracy and instruct the site personnel to make any required 
corrections or additions. The Clinical Data Manager of the Coordinating Center will perform 
the cleaning session reviewing the warning messages raised by on-line checks and running 
post-entry checks by means of validation programs and data listings specific for the study. 
During this process, if clarifications are needed, the Clinical Data Manager will raise queries 
by means of data query forms through the web application. Designated investigator site staff 
are required to respond to the queries and make the corrections to the database on the 
basis of the query response. 
The principal investigator will review the e-CRF for completeness and accuracy. 
Furthermore, the investigator will retain full responsibility for the accuracy and authenticity 
of all data entered into the e-CRF. 
 

11.0 ADMINISTRATIVE ASPECTS 

The study is a non-profit investigator initiated trial not sponsored by the pharmaceutical 
companies which produce the drugs used in the trial. 
Describe drug supply 

An agreement between the Coordinating Centre and each participating centre (or each 
coordinating center for groups outside Italy) will be stipulated. 
Study protocol, patient information and informed consent will be submitted to the appropriate 
Ethical Committees for approval. At each centre, the study will only be started after being 
approved by the institutional Ethical Committee. The promoter will inform the Ethical 
Committees about any changes in the study protocol which could interfere with the patient’s 
safety. Furthermore, the institutional review board will be informed of the planned or 
premature end of the study. 

12.0 PUBLICATION POLICY 

Publications arising from study data will be determined by the Study Steering Committee. 

Co-authorship to be reported in the front page will be selected on the basis of the specific 
contribution or the number of enrolled patients. All the Authors reported in the front page will 
be actively involved in manuscript preparation. All study publications will report the 
statement “… on behalf of the MeetURO5 - ADHERE Investigators”. 

All those who will take part in the study will be acknowledged in the appendix. 
 

13.0 COORDINATING CENTRES CONTACTS 
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Principal Investigators 

Meet-Uro5 - ADHERE: 
Name Giuseppe Luigi Banna 

Institution: Division of Medical Oncology, Cannizzaro Hospital 
Tel: +39 0957262208 

Fax: +39 0957262201 

Email: gbanna@yahoo.com 

 

Study Statisticians 

Name: Antonella Agodi 
Institution: University of Catania 

Email: agodia@unict.it 
 

Contacts for registration: 
Name: Alessandra Pitrè 

Institution: Division of Medical Oncology, Cannizzaro Hospital 
Tel: +39 0957262208 

Fax: +39 0957262201 

Email: adheremeeturo5@gmail.com 

Limitations in days and hours (From 9 to 13.00)  
 

14.0 APPENDIXES  

Appendix 1: BAAS Questionnaire (Italian version) 
Appendix 2. Toxicity assessment sheet (Italian version) 
Appendix 3. Accountability sheet for pill counting (Italian version) 
Appendix 4. Patient clinical diary (Italian version) 
Appendix 5. Caregiver evaluation (Italian version) 
 

Appendix 6. G8 evaluation (Italian version) 
 

Appendix 7. Age-adjusted Charlson comorbidity evaluation (Italian version) 
 
Appendix 8. Dependency index in the instrumental activities of everyday life (IADL 
scale) (Italian version) 
 

Appendix 9. Initial interview for the Principal Investigator (Italian version)  
 

  



 29 

Appendix 1. BAAS  

(da riconsegnare ad ogni appuntamento successivo al primo – recall 28 giorni precedenti) 

 

Nome e cognome dell’assistito …………………………………… 

  

Farmaco: □ ABIRATERONE   □ ENZALUTAMIDE 

 

Steroide (tipo/dose): ……………………………… 

 

Data ………………………………   Ciclo: ……………………………… 

 

 Mai Una volta al 

mese 

(1 giorno) 

Ogni 2 

settimane 

(2 giorni) 

Ogni 

settimana 

(4 giorni) 

Ogni 3-4 

giorni 

(5-9 giorni) 

Ogni 2 giorni 

(10-14 giorni) 

Ogni giorno 

(>14 giorni) 

Domanda  1 

Nelle ultime 4 

settimane, quante 

volte non hai 

assunto il 

“farmaco” 

 

       

Domanda 2 

Nelle ultime 4 

settimane, quante 

volte non hai 

assunto il 

“farmaco” perché lo 

hai dimenticato 

 

       

Domanda 3 

Nelle ultime 4 

settimane, non hai 

assunto il 

“farmaco” perché 

hai creduto di non 

averne bisogno 

 

       

Domanda 4 

Nelle ultime 4 

settimane hai mai 

ridotto la quantità 

del “farmaco” 

perché hai creduto 

di non avere 

bisogno della 

quantità che il 

dottore pensava 

 

       

Altro (indicare): 

 

 

 

       

*I partecipanti devono rispondere alle domande con mai (che corrisponde ad essere aderente), una volta al mese, ogni 2 

settimane, ogni settimana, ogni 3-4 giorni, ogni 2 giorni, ogni giorno 
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Appendix 2. Tossicità (da compilare da parte del Medico ad ogni ciclo) 

 
Nome e cognome dell’assistito …………………………………… 
  
Farmaco: □ ABIRATERONE   □ ENZALUTAMIDE 

 
Data ………………………………   Ciclo: ……………………………… 
 

☐ asthenia ☐ hypertension ☐ cardiovascular ☐ hepatic ☐ hematologic ☐ neurological ☐ other* 

G1   ☐  ☐  ☐  ☐  ☐  ☐  ☐ 

G2  ☐  ☐  ☐  ☐  ☐  ☐  ☐ 

G3 ☐  ☐  ☐  ☐  ☐  ☐  ☐ 

G4  ☐  ☐  ☐  ☐  ☐  ☐  ☐ 

Other (specify):__________________________________________________________________  



 31 

Appendix 3. Conteggio pillole (da registrare ad ogni appuntamento) 

 
Nome e cognome dell’assistito …………………………………… 
  
Farmaco: □ ABIRATERONE   □ ENZALUTAMIDE 
 
 
Ciclo: 1°               
N. piccole consegnate ………………………    
Data consegna ……………………………… 
Data attivazione terapia……………………   
    
Ciclo: 2°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 
Ciclo: 3°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 
Ciclo: 4°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 

Ciclo: 5°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 

Ciclo: 6°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 

 

Ciclo: 7°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 
Ciclo: 8°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 
Ciclo: 9°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 

Ciclo: 10°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 

Ciclo: 11°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
 
 
Ciclo: 12°               
N. piccole rese ……………………………… 
Data reso……………………………………. 
    
N. piccole consegnate ………………………    
Data consegna ……………………………… 
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Appendix 4. Diario clinico: Nome e cognome …………………………… Ciclo: ……… Data consegna ……………… 

Farmaco: □ ABIRATERONE   □ ENZALUTAMIDE 
(da consegnare e ritirare ad ogni appuntamento successivo) 
 

 

Data Farmaco N. cpr Osservazioni 

     
    

1
 settim

an
a 

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

2
° 

se
tt

im
an

a 

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

3
° 

se
tt

im
an

a 

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

 
 

   

4
° 

se
tt

im
an

a 
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Appendix 5. Valutazione caregiver (solo visita basale) 

 
Nome e cognome dell’assistito …………………………………… 
  
Farmaco: □ ABIRATERONE   □ ENZALUTAMIDE 

 
Data ………………………………    
 
 

1. Caregiver si/no: SI ☐ NO ☐  

2. Età del caregiver: _______ 

3. Parentela con il paziente: 

☐ moglie ☐ fratello ☐ sorella ☐ figlio ☐ figlia ☐ altro:______________ 

4. Stato lavorativo:  

 ☐ occupato ☐ pensionato ☐ disoccupato ☐ studente ☐ casalinga ☐ altro:______________ 

5. Titolo di studio: 

☐ nessuno ☐ elementare ☐ media ☐ diploma ☐ laurea 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

 



 34 

Appendix 6. Geriatric assessment (G8) (solo visita basale) 

 

Nome e cognome dell’assistito …………………………………… 

  

Farmaco: □ ABIRATERONE   □ ENZALUTAMIDE 

 

Data ………………………………    

 

Punteggio: score >14 paziente non a rischio; score ≤14 paziente a rischio. 

 

G8 Strumento di Screening 

 

 Domande Possibili risposte Punteggio 
    

 Negli ultimi 3 mesi, considerando le   

 abitudini alimentari, è diminuita 0: grave riduzione ………... 

A l’assunzione di cibo a causa di: perdita di 1: moderata riduzione  

 appetito, problemi digestivi, difficoltà di 2: normale assunzione  

 masticazione e/o deglutizione?   

 Perdita di peso durante gli ultimi 3 mesi? 0: riduzione >3kg  

B 
 1: sconosciuta ………... 
 2: riduzione fra 1 e 3 kg  

   

  3: non perdita di peso  

 Movimento 0: letto o poltrona  

C 
 1: in grado di alzarsi dal letto/sedia ………... 
 

ma senza uscire 
 

   

  2: esce  

 Problemi Neuropsicologici (anamnestico) 0: demenza o depressione severa  

E 
 1: demenza o depressione ………... 

Se sospetto, rimandare compilazione a dopo moderata/lieve  

  

 invio allo specialista (Neurologo) 2: non problemi psicologici  

 Body Mass Index 0: BMI <19  

F 
(peso in kg/altezza in m

2
) 1: BMI 19 - 21 ………... 

 2: BMI 21 - 23  

   

  3: BMI >23  

H 
Assume stabilmente più di 3 tipologie di 0: si  

farmaci al giorno? 1: no ………...  

 In confronto alle altre persone della stessa 0: non buono  

P 
età come considera il paziente il suo stato di 0,5: ignoto ………... 

salute? 1: buono  

  

  2: ottimo  

 Età 0: >85  

  1: 80-85 ………... 

  2: <80  

 Punteggio totale (0-17)   

   ………... 

Ref.: P. Soubeyran et al. Validation of a screening test for elderly patients in oncology. JCO. 
Vol 26, 15S, 2008  
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Appendix 7. Indice di comorbidità Charlson age-adjusted (solo visita basale) 

 
Nome e cognome dell’assistito …………………………………… 
  
Farmaco: □ ABIRATERONE   □ ENZALUTAMIDE 

 
Data ……………………………… 
 

 

Indice di Comorbidità di Charlson 
 

Comorbidità Punti 
Età ≤40 anni 0 
Età >40 ≤50 anni 1 
Età >50 ≤60 anni 2 
Età >60 ≤70 anni 3 
Età >70 ≤80 anni 4 
Età >80 4 
Infarto miocardio 1 
Scompenso cardiaco congestizio 1 
Malattie vascolari periferiche 1 
Malattie cerebrovascolari 1 
Demenza 1 
Malattie polmonari croniche 1 
Malattie del tessuto connettivo/reumatiche 1 
Ulcera peptica 1 
Malattia del fegato lieve 1 
Diabete mellito (senza danno d’organo) 1 
Diabete mellito con danno d’organo  2 
Emiplegia (da ictus) 2 
Malattie renali moderati o gravi 2 
Secondo tumore non metastatico 2 
Linfoma 2 
Leucemia 2 
Malattia del fegato moderata 3 
Tumore in fase metastatica  6 
AIDS 6 

Punteggio totale 

 
 

……… 

 
Malattia renale: glomerulonefrite cronica, nefrite e nefropatia, insufficienza renale cronica. 
Malattie del fegato lievi: epatite cronica, cirrosi alcolica, cirrosi biliare 
Malattie del fegato moderate: malattie con complicazioni da cirrosi 
 
(Chang et al. Adjusted Age-Adjusted Charlson Comorbidity Index Score as a Risk Measure of Perioperative 
Mortality before Cancer Surgery. PLOS, 2016 https://doi.org/10.1371/journal.pone.0148076) 

 
 
 

  

https://doi.org/10.1371/journal.pone.0148076
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Appendix 8. Indice di dipendenza nelle attività strumentali della vita quotidiana (scala IADL) 

(Ref.: Lawton MP. Instrumental Activities of Daily Living. Gerontologist 1969;9:179) 
 
A) CAPACITA’ DI USARE IL TELEFONO 
1. Usa il telefono di propria iniziativa (alza la cornetta, compone il numero.....) 
2. Compone solo alcuni numeri ben conosciuti 
3. Risponde al telefono ma non è capace di comporre i numeri 
4. Non è in grado di usare il telefono 
0. Rifiuto - non applicabile 
 
B) FARE ACQUISTI 
1. Fa tutte le proprie spese senza aiuto 
2. Fa piccoli acquisti senza aiuto 
3. Ha bisogno di essere accompagnato ogni volta che deve acquistare qualcosa 
4. Non è in grado di fare acquisti 
0. Rifiuto - non applicabile 
 
C) PREPARAZIONE DEL CIBO 
1. Organizza, prepara e serve i pasti in modo adeguato e senza aiuto 
2. Prepara pasti adeguati se gli vengono forniti gli ingredienti 
3. Scalda e serve pasti preparati oppure prepara cibi, ma non mantiene una dieta adeguata 
4. I pasti gli devono essere preparati e serviti 
0. Rifiuto - non applicabile 
 
D) CAPACITA’ DI ACCUDIRE LA CASA 
1. Sbriga le faccende domestiche da solo o con assistenza occasionale per i lavori pesanti 
2. Esegue autonomamente i lavori domestici non pesanti (rifà il letto, lava i piatti.....) 
3. Esegue autonomamente i lavori domestici non pesanti ma non è in grado di mantenere un adeguato livello di pulizia della casa 
4. Necessita di aiuto per tutti i lavori domestici 
5. Non partecipa a nessuna azione di governo della casa 
0. Rifiuto - non applicabile 
 
E) AUTONOMIA NEL LAVAGGIO DELLA BIANCHERIA 
1. Lava personalmente tutta la sua biancheria 
2. Lava solo i piccoli capi di biancheria (calzini, fazzoletti) 
3. Tutta la biancheria deve essere lavata e stirata da altri 
0. Rifiuto - non applicabile 
 
F) MEZZI DI TRASPORTO 
1. Si sposta da solo utilizzando i mezzi pubblici o guidando la propria auto 
2. Per spostarsi usa il taxi, ma non i mezzi pubblici 
3. Usa i mezzi pubblici se assistito o accompagnato da qualcuno 
4. Può spostarsi soltanto in taxi o in auto con l’assistenza di qualcuno 
5. Non si sposta con alcun tipo di mezzo di trasporto 
0. Rifiuto - non applicabile 
 
G) RESPONSABILITÀ NELL’USO DEI MEDICINALI 
1. Assume i medicinali prescritti nelle dosi giuste e negli orari corretti 
2. Assume i medicinali solo se preparati in anticipo in dosi separate 
3. Non è in grado di assumere correttamente le terapie da solo 
0. Rifiuto - non applicabile 
 
H) CAPACITA’ DI GESTIRE LE PROPRIE FINANZE 
1. Gestisce le proprie finanze in modo autonomo (scrive assegni, paga le tasse, va in banca, raccoglie e tiene nota delle entrate, riscuote 
la pensione) 
2. E’ in grado di fare piccoli acquisti ma necessita di aiuto per le operazioni più complesse (operazioni bancarie, acquisti maggiori....) 
3. Non è in grado di maneggiare denaro 
0. Rifiuto - non applicabile 

 

Istruzioni per l’uso 
Il paziente sarà classificato come disabile se: 
• abitualmente non svolge il compito analizzato; 
• non può svolgere il compito; 
• la disabilità é conseguente a problemi di salute. 
 
Se il mancato esercizio di una attività non è legato ad una perdita di funzione ma al fatto che quella attività non è mai stata 
svolta anche quando la persona era sana ed autonoma barrare la casella “non applicabile”. Nel dubbio, soprattutto per gli 
uomini e per quelle attività identificate come prevalentemente femminili, utilizzare sempre questa opzione. 
Il dato finale può essere riportato: 
• sommando i punteggi conseguiti; il risultato sarà un numero intero compreso fra 0 ed 8; 
• utilizzando la formula seguente, che determinerà un risultato decimale compreso fra 0,00 e 8,00: 
((A+B+C) x 0,25) + ((E+G+H) x 0,33) + ((D+F) x 0,20) 
0 corrisponde alla massima autonomia ed 8 alla totale dipendenza. Nei maschi, data la minore abitudine ad eseguire alcune compiti domestici, il fondo 
scala può essere limitato a 5. 
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Appendix 9. Initial Survey for the Principal Investigator (Italian version)  

 

Treatment monitoring program for the evaluation of ADHEREnce to abiraterone or 
enzalutamide in elderly metastatic castration-resistant prostate cancer (mCRPC): an 
observational prospective cohort study  - meetURO5 - ADHERE 

Initial interview for the Principal Investigator 

 

1. Quando preferisci prescrivere abiraterone acetato o enzalutamide nel trattamento del 

carcinoma prostatico metastatico resistente alla castrazione (mCRPC)? 

o prima della chemioterapia 

o dopo la chemioterapia 

o indipendentemente  

o in base a fattori clinici (età, performance status, comorbidità) 

o in base a biomarkers (es. ARV7) 

 
2. Hai una preferenza verso abiraterone o enzalutamide nel trattamento del mCRPC nel 

setting pre-chemioterapia? 

o no 

o si, in generale (rispondi di seguito) 

o si, abiteraterone in pazienti selezionati (es. epilettici o in trattamento con farmaci 

epilettogeni, con fatigue) 

o si, enzalutamide in pazienti selezionati (es. diabetici, cardiopatici) 

se si in generale, abiraterone per (permesse risposte multiple): 
o maggiore efficacia  

o migliore sequenza 

o minore tossicità 

o impiego steroide 

o modalità di somministrazione  

o monitoraggio di laboratorio 

 
se si in generale, enzalutamide per (permesse risposte multiple): 
o maggiore efficacia  

o migliore sequenza 

o minore tossicità 

o impiego steroide 

o modalità di somministrazione 

o monitoraggio di laboratorio 

 
3. Hai una preferenza verso abiraterone o enzalutamide nel trattamento del carcinoma 

prostatico metastatico castrazione resistente nel setting post-chemioterapia? 

o no 
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o si, in generale (rispondi di seguito) 

o si, abiteraterone in pazienti selezionati (es. epilettici o in trattamento con farmaci 

epilettogeni, con fatigue) 

o si, enzalutamide in pazienti selezionati (es. diabetici, cardiopatici) 

se si in generale, abiraterone per (permesse risposte multiple): 
o maggiore efficacia  

o migliore sequenza 

o minore tossicità 

o impiego steroide 

o modalità di somministrazione  

o monitoraggio di laboratorio 

 
se si in generale, enzalutamide per (permesse risposte multiple): 
o maggiore efficacia  

o migliore sequenza 

o minore tossicità 

o impiego steroide 

o modalità di somministrazione 

o monitoraggio di laboratorio 

 
 


