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Research Question and 
Objectives

The research question is whether additional risk 
minimisation measures introduced for the safe and 
effective use of Blincyto® (blinatumomab) are 
effective in patients with Philadelphia chromosome–
negative (Ph-) relapsed/refractory (R/R) B-precursor 
acute lymphoblastic leukaemia (ALL) and their 
caregivers.
The primary objectives of the survey are to describe
receipt of the educational materials and knowledge 
about key safety messages in the educational 
materials, among patients with Ph- R/R B-precursor 
ALL receiving Blincyto and their caregivers.

The secondary objectives of the survey are: 
- To describe behaviours outlined in the 

educational materials, by patients with Ph–
R/R B-precursor ALL receiving Blincyto and 
their caregivers.

- To describe the level of understanding of key 
safety messages in the educational 
materials, among patients with Ph– R/R B-
precursor ALL receiving Blincyto and their 
caregivers.

- To describe usage of the educational 
materials, among patients with Ph– R/R B-
precursor ALL receiving Blincyto and their
caregivers.

Country(-ies) of Study Target countries include France, Germany, Italy, 
Spain, United Kingdom, and potentially other 
European countries. The final list of countries 
will be dependent on country-specific factors 
including the timing of Blincyto launch and 
levels of usage.
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Confidentiality Notice
This document contains confidential information of Amgen Inc.

 

The information in this document cannot be used for any purpose other than the 
evaluation or conduct of the research without the prior written consent of Amgen Inc.

If you have questions regarding how this document may be used or shared, call  

 Amgen’s general number in the US (1-805-447-

1000). 
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I have read the attached protocol entitled ‘A cross-sectional survey of patients and 

caregivers receiving Blincyto in routine clinical practice in Europe to evaluate the 
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agree to abide by all provisions set forth therein.  

I agree to ensure that the confidential information contained in this document will not be 

used for any purpose other than the evaluation or conduct of the clinical investigation 

without the prior written consent of Amgen Inc.
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Study Design Schema

Identify haematology centres where Blincyto is or may be prescribed
Amgen’s country affiliates will work with  to identify centres where Blincyto is prescribed or may be prescribed. A sampling 

list will be created. All centres/identified haemato-oncologists in this list will be approached. A qualification assessment will be 
performed to identify those centres/haematologists who are eligible and willing to participate. A total of approximately  

haematology centers will be selected to participate in the study

Questionnaire development and testing
The patient/caregiver questionnaire will be developed in English. This questionnaire will be first reviewed by 5 haemato-oncology 
non-ALL patients not treated with Blincyto and caregivers in the UK and will be later translated and linguistically validated with 3 

patients/caregivers in each of the participating countries.  

Selection of patients and caregivers
Patients and their caregivers will be selected by the centre’s haemato-oncologists/nurses in a consecutive manner based on the 

date of initiation of treatment with Blincyto. Sites will be asked to keep a log of anonymized demographic profiles (age and sex) of 
all patients administered Blincyto and their caregivers.

Survey data collection
Patients/caregivers who agree to participate in the study with informed consent will be asked to complete a paper questionnaire 
while they are in the clinic. The questionnaire will be completed after discharge from hospital when they return to clinic for a bag 

change or monitoring prior to completing  treatment with Blincyto.
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4. Abstract

! Study Title:
A cross-sectional survey of patients and caregivers receiving Blincyto in routine clinical 
practice in Europe to evaluate the effectiveness of additional risk minimisation measures.
! Study Background and Rationale: 
Blincyto® (blinatumomab) is indicated for the treatment of adults with Philadelphia 
chromosome–negative (Ph-) relapsed or refractory (R/R) B-precursor acute lymphoblastic 
leukaemia (ALL) as a continuous infusion. Due to the seriousness and rarity of the 
indication, and the lack of alternative medicinal products for the subset of patients with Ph-
disease, Blincyto was designated by the European Medicines Agency (EMA) as an orphan 
medicinal product. The product was approved in November 2015 by the European 
Commission and is due to become available throughout the EU according to country-
specific timelines. 
During the marketing authorisation application, two important safety risks were identified 
to require additional risk minimisation measures (aRMMs): neurological events and the 
potential for medication errors (MEs). 
A condition to the marketing authorisation for the safe and effective use of Blincyto is the 
implementation of aRMMs consisting of educational materials targeting healthcare 
professionals (HCPs; physicians, pharmacists, nurses), as well as patients/caregivers. 
Educational materials for patients/caregivers include a patient card and brochure. 
In line with regulatory guidance (e.g. EMA GVP XVI and GVP VIII) a survey of patients
and caregivers is herein presented to help assess whether the processes put in place for 
the Blincyto educational efforts are effective in achieving a sufficient level of receipt and 
knowledge. A survey of physicians, nurses and pharmacists is also proposed but 
described in a separate protocol.
! Research Question and Objective(s)

∀ Primary Objectives
The primary objectives of the survey are to describe receipt of the educational 
materials and knowledge about key safety messages in the educational 
materials, among patients with Ph- R/R B-precursor ALL receiving Blincyto and
their caregivers.

- Secondary Objectives

o To describe behaviours outlined in the educational materials, by patients 
with Ph- R/R B-precursor ALL receiving Blincyto and their caregivers. 

o To describe the level of understanding of key safety messages in the 
educational materials, among patients with Ph– R/R B-precursor ALL 
receiving Blincyto and their caregivers.

o To describe usage of the educational materials, among patients with Ph–
R/R B-precursor ALL receiving Blincyto and their caregivers.

∀ Hypothesis(es)/Estimation 
This study is descriptive and therefore no formal hypothesis will be tested.  

This study will help indicate if the aRMMs are successful if a majority of patients and 
caregivers participating in the survey confirm receipt of the patient/caregiver brochure and 
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card and have knowledge of key safety messages in the patient/caregiver brochure. These 
results will be interpreted in context of the wider study including the secondary objectives 
and the results of individual questions, response rate and recruitment. In addition, any 
available information external to the study to help understand the experience of the 
patient/caregiver aRMMs will be considered to determine what action, if any, should be 
taken.
! Study Design/Type
This is an observational cross-sectional survey of patients and caregivers to help evaluate 
the effectiveness of the patient/caregiver card and brochure in minimising the risk of MEs
and neurological events.
! Study Population or Data Resource
The survey is planned to be conducted in a selection of EU countries. Target countries 
include France, Germany, Italy, Spain, United Kingdom, and potentially other
European countries. The final list of countries will be dependent on country-specific 
factors including the timing of Blincyto launch and levels of usage. . Haematology 
centres where Blincyto is prescribed or expected to be prescribed after its launch will be 
selected to participate. Participating haemato-oncologists/nurses will include patients and 
caregivers who fulfil all selection criteria in a consecutive manner according to the date of 
initiation of treatment with Blincyto. Patients and caregivers who agree to participate in the 
study with informed consent will be asked to complete a paper questionnaire after 
discharge from hospital when they return to the clinic for a bag change or monitoring.
! Summary of Patient/Caregiver Eligibility Criteria 
Inclusion criteria: 

- Patient/caregiver completing questionnaire is 18 years of age or older. 
- Patient and/or caregiver of a patient with Ph- R/R B-precursor ALL who has 

received Blincyto as an outpatient.
- Patient/caregiver completing questionnaire can read and understand the native 

language of the country in which the study is being conducted.

Exclusion criteria: 

- Patient and/or caregiver of a patient who has only received Blincyto as an in-
patient only. 

- Patient/caregiver is currently employed by Amgen/delegate.
- Patient and/or caregiver of a patient who is participating in Blincyto clinical 

trials or is receiving Blincyto through a compassionate use program

! Variables
The questionnaire will assess the following key concepts related to the patient card and 
brochure: 

- Receipt of the patient/caregiver brochure and card.
- Knowledge about key information in the patient/caregiver brochure. 
- Behaviours outlined in the patient/caregiver brochure and card.  
- Usage of the patient/caregiver brochure and card.
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- Understanding of the patient/caregiver brochure and card. 
! Study Sample Size
The study population will include approximately  patients and/or their associated
caregivers to allow precisions of –  for correct responses of 60 and 90%, 
respectively, for the primary endpoint of receipt. For the score of correct responses to 
knowledge questions ranging from 0 to 10, when the estimated standard deviation ranges 
from , a sample size of  patients and  caregivers will produce a two-sided 
95% confidence interval with a distance from the mean to the limits ranging from  

! Data Analysis
Categorical data will be summarized by counts and percentages. Continuous data will be 
summarized using number, mean, standard deviation (SD), median, quartiles, minimum 
and maximum and in the case of non-normally distributed data, median, range and 
interquartile range. 95% confidence intervals will be presented to three decimal places.
Analyses will be mainly descriptive for the overall study population and certain subgroups, 
such as those who read the material vs. those who did not. The statistical analysis will 
include a summary of the study conduct, a descriptive analysis and the analysis of the 
objectives.
Receipt will be described through the percentage of patients and caregivers who report
having received the patient/caregiver card and/or brochure.
Knowledge: A mean score will be created to summarise individual patient and caregiver 
scores. An individual patient/caregiver score is calculated as the proportion of all 
knowledge questions with correct responses.
Behaviour: A mean score will be created to summarise individual patient and caregiver
scores. An individual patient/caregiver score is calculated as the proportion of all 
behaviour questions with correct responses.
Understanding: Among patients and caregivers who have read the patient/caregiver 
brochure and/or card, an ordinal scale  will describe the self-reported level of 
understanding. 
Usage: A mean score will be created to summarise individual patient and caregiver scores. 
An individual patient/caregiver score will be calculated as the sum of the ‘value’ of 
responses to all usage questions (ordinal scale) divided by the maximum possible score. 
Among patient and caregivers who have not read the materials, a categorical variable will 
describe the reasons for not reading them.
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5. Amendments and Updates

Amendment or 
Update No.

Date Section of Study 
Protocol

Amendment or 
Update

Reason

1 06 November 
2017

See Summary of Changes
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6. Milestones

Milestone Planned date

Start of data collection** Aug 2017

Final report of study results Aug 2019

 

 

7. Rationale and Background
7.1 Diseases and Therapeutic Area
Acute lymphoblastic leukaemia (ALL) is a malignant proliferation of lymphocytes at early 

stage of differentiation. ALL can affect patients of all ages but it mainly occurs in late 

adulthood and children aged 2 to 5 years (Katz et al. 2015). In the European Union (EU), 

more than 7,200 new incident cases are diagnosed annually (Gatta et al. 2011) with 

approximately 40% occurring in adults (Larson 2006). The prevalence of ALL is estimated 

to be 1.8 people in 10,000 (92,000 people in the EU). These figures qualify ALL as a rare 

disease in adults (Hoelzer et al. 2016). 

The currently available front-line treatments, chemotherapies with severe side effects, 

often result in clinical remission. However, for many patients ALL remains a serious, life-

threatening and incurable disease due to its high rate of relapse. Approximately 10% of 

patients are refractory to current chemotherapy treatment regimens. Up to 90% of newly 

diagnosed patients with adult ALL will achieve initial clinical remission (Benjamin & Stein 

2016), however, up to 50% of patients will relapse and need a second line of therapy

(Gökbuget et al. 2009; Linker et al. 2002; Thomas et al. 1999). Patients who relapse a 

second time have a median OS of no more than 3 months (O’Brien et al. 2008). In the 

relapsed/refractory (R/R) adult population, the goal of therapy is to induce remission and 

proceed to allogeneic stem cell transplantation (HSCT), which is the only potentially 

curative option in adult patients with R/R B precursor ALL, or to obtain long-term disease 

free survival and increase OS, if HSCT is not an option (Tavernier et al. 2007).
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Blincyto® (blinatumomab) is indicated for the treatment of adults with Philadelphia 

chromosome–negative (Ph-) R/R B-precursor ALL as a continuous infusion. Due to the 

seriousness and rarity of the indication, and the lack of alternative medicinal products for 

the subset of patients with Ph- disease, Blincyto was designated by the European 

Medicines Agency (EMA) as an orphan medicinal product. The product was approved in 

November 2015 by the European Commission and is due to become available throughout 

the EU according to country-specific timelines. 

Patients initially receive 2 cycles of treatment. Based on an individual benefit-risk

assessment, 3 additional cycles of Blincyto consolidation treatment may be considered if 

complete remission has been achieved. A single cycle of treatment is 4 weeks of 

continuous infusion and each cycle of treatment is separated by a 2 week treatment-free 

interval. 

Blincyto safety profile

During the marketing authorisation application, two important safety risks were identified 

to require additional risk minimisation measures (aRMMs): neurological events and the 

potential for medication errors (MEs). 

Neurological events such as fits, problems with speech, alterations in consciousness, 

confusion and disorientation, problems with balance and coordination occur in 

approximately 50% of patients treated with Blincyto (Topp et al. 2015).

Blincyto is infused continuously using a pump device. Hospitalisation is recommended for 

initiation at a minimum for the first 9 days of the first cycle and the first 2 days of the second 

cycle (and also subsequent cycles). Blincyto may be administered at home after 

discharge with an ambulatory pump. Medication errors can occur at any time during the 

reconstitution, dilution and administration of Blincyto that may result in patients receiving

a dose that is too high or too low. Mistakes in setting up the pump, or problems with the 

pump can also cause MEs. In the pivotal Phase II trial that led to the approval of Blincyto

in the EU, MEs were observed in  of subjects. In the pooled safety dataset, 

which includes  patients exposed to Blincyto in  studies of different indications, MEs 

were reported in of subjects. The following MEs were reported:  

 

 Overdoses were primarily due to infusion pump errors and Blincyto preparation 

errors. Most MEs did not result in an adverse event. Of the ones associated with adverse 
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events, most events were consistent with the known safety profile, mild in severity, and 

resolved.

Examples of medication errors related to the wrong usage of Blincyto by patient/caregivers 

include overdose due to pump setting problems, infusion bag placed on the counter to 

warm it up and pump turned off when the pump alarms low battery.

Blincyto additional risk minimisation 

As a requirement linked to the Blincyto Risk Management Plan (RMP), Amgen as the 

Marketing Authorisation Holder (MAH), shall ensure that in each member state where 

Blincyto is marketed all healthcare professionals (HCPs) who are expected to prescribe, 

dispense or administer the product, and patients/caregivers who are expected to use the 

product, be provided with the aRMMs presented in Table 1. 

Table 1. Blincyto aRMMs in the European Union
Measure Target population Key messages
Educational brochure for 
nurses

Haematology Nurses ! Remarks on the importance of reporting adverse drug 
reactions (ADRs) 

! Description of the administration procedures of Blincyto

! Description on patient’s monitoring and management of 
early signs and symptoms of neurological events 

! Recommendation for patients not to drive while receiving 
Blincyto and to contact immediately the treating physician / 
nurse if they experience neurological symptoms 

Educational brochure for 
physicians

Haematologist
Oncologist

! Remarks on the importance of reporting ADRs 

! Information on treatment with Blincyto, administration and 
posology, duration of hospitalisation, interruption and/or 
permanent discontinuation of the treatment

Educational brochure for 
pharmacists

Hospital Pharmacists ! Remarks on the importance of reporting ADRs 

! Detailed description of the reconstitution and preparation 
procedures of Blincyto infusion solution for intravenous 
administration, using aseptic techniques 

Educational brochure for 
patients/caregivers

ALL patients receiving 
Blincyto and their 
caregivers

! Remarks on the importance of reporting ADRs 

! Description of the administration procedures of Blincyto and 
how to reduce the risk of MEs while using the infusion 
pump. 

! Description of the main signs and / or symptoms of 
neurologic events and the importance of notifying the 
treating physician or nurse immediately if symptoms occur 

! Recommendation for patients not to drive while receiving 
Blincyto

Patient Card ALL patients receiving 
Blincyto and their 
caregivers

! Remarks on the importance of reporting ADRs 

! A warning message for HCPs treating the patient at any 
time, including emergency conditions, that the patient is 
using Blincyto

! Contact details of the Blincyto prescriber 

! Blincyto treatment start date
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Effectiveness of Blincyto educational tools  

In line with regulatory guidance (e.g. EMA Good Pharmacovigilance Practice [GVP] XVI) 

effectiveness of risk minimisation interventions requires an evaluation of the processes 

put in place to implement the aRMMs together with an assessment of relevant clinical and 

safety outcome(s).  

A patient and caregiver survey was proposed to the EMA to describe receipt, knowledge, 

and behaviours outlined in the aRMMs among patients/caregivers. A HCP survey to 

describe receipt, knowledge and behaviours outlined in the aRMMs among pharmacists, 

physicians and nurses was also proposed. The HCP survey is described in a separate 

protocol but results of the two surveys should be interpreted together.

This protocol focuses on the patient and caregiver survey. This study is classified as a 

Post-Authorisation Safety Study (PASS) and has been designed to meet the requirements 

of GVP module VIII: ‘Post-authorization safety studies’ (EMA 2016) and module XVI: ‘Risk 

minimization measures - Selection of tools and effectiveness indicators’ (EMA 2014) and 

to follow the recommendations provided by the Council for International Organizations of 

Medical Sciences (CIOMS) Working Group IX (CIOMS 2014). This protocol also takes into 

account the key elements of survey methodology described in GVP Module XVI (EMA 

2014) in terms of sampling procedures and recruitment strategy; design and 

administration of the data collection instruments; analytical approach; as well as ethics, 

privacy, and overall study feasibility.

7.2 Rationale
Evaluating the effectiveness of risk minimisation interventions is key to successful 

therapeutic risk management. Such an evaluation is particularly valuable when aRMMs

are introduced in addition to those applied routinely (labelling, SmPC, prescription status, 

etc.). This is the case with Blincyto, since an aRMM programme targeting both HCPs and 

patients/caregivers has been introduced. The educational materials developed for the 

aRMM program were designed to increase awareness about the safety profile of the 

product and to ensure its safe and effective use.

The proposed survey is intended to describe receipt and usage of the educational 

materials, knowledge and understanding of key messages, and behaviours in terms of 

safe and appropriate use of the medication by patients and caregivers.
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The results of this survey will complement data from a twin HCP Survey and should be 

interpreted in the context of the assessment of safety outcomes. 

7.3 Statistical Inference (Estimation or Hypothesis[es])
This study is descriptive and therefore no formal hypothesis will be tested. 

8. Research Question and Objectives
This survey aims to address the following research questions:

! Has key safety information contained in the patient/caregiver educational materials
reached the target population?

! What is the level of knowledge and understanding of the target audience with regard 
to the key safety information described in the patient/caregiver educational materials?

! What is the level of the behaviours outlined in the educational materials?

! Are the patient/caregiver educational materials used as intended?

8.1 Primary
The primary objectives of the study are to describe receipt of the educational materials 

and knowledge about the patient/caregiver educational materials, among patients with 

Ph– R/R B-precursor ALL receiving Blincyto and their caregivers.

8.2 Secondary
The secondary objectives of the study are: 

- To describe behaviours outlined in the patient/caregiver educational materials, 
among patients with Ph– R/R B-precursor ALL receiving Blincyto and their 
caregivers.

- To describe the level of understanding of key safety messages in the 
patient/caregiver educational materials, among patients with Ph– R/R B-precursor 
ALL receiving Blincyto and their caregivers.

- To describe usage of the educational materials, among patients with Ph– R/R B-
precursor ALL receiving Blincyto and their caregivers. 

This study will help indicate if the aRMMs are successful if a majority of patients and 

caregivers participating in the survey confirm receipt of the patient/caregiver brochure and 

card and have knowledge of key safety messages in the patient/caregiver brochure. These 

results will be interpreted in context of the wider study including the secondary objectives 

and the results of individual questions, response rate and recruitment. In addition, any 

available information external to the study to help understand the experience of the patient 

aRMMs will be considered to determine what action, if any, should be taken.
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9. Research Methods
9.1 Study Design
To meet the study objectives, an observational cross-sectional survey of patients and 

caregivers is planned in a selection of EU countries. Target countries may include
France, Germany, Italy, Spain, the UK, and potentially other European countries. , The 
final list of countries will be dependent on country-specific factors including the 

timing of Blincyto launch and levels of usage .

The timing of the patient/caregiver survey is sufficiently early in the product lifecycle to 

identify and promptly rectify any aspect of the educational program that might need to be 

modified.

9.2 Setting and Study Population
The survey will be conducted in a selection of EU countries. Target countries may 
include France, Germany, Italy, Spain, the UK, , and potentially other European 
countries. The selection of countries will correspond to the combination of expected 

product uptake and adequate timing of the product launch, in order to allow for the 

completion of the study within the required timeframe. The choice of study countries will 
also attempt to support the external validity of the study findings by collectively,

encompassing a wide range of healthcare systems: the General Practitioner gate-keeper 

function, health insurance which is part of the social security system and mixed.

This rationale is based on factors that may change as the study progresses (i.e. initial 

usage forecasts and planned launch schedule). Therefore, if recruitment of patients and 

caregivers is slower than anticipated other countries may be added to meet sample size 

goals within the study timeline. 

9.2.1 Study Period
Product launch is expected to occur in a staggered manner in Europe and the time 

needed for regulatory/ethics approvals varies between countries.Therefore, the duration 
of the study period will vary between countries, and the entire study period will 
allow enough time for data collection for the later launching countries.   

As this is a one-wave cross-sectional design, data from patients and caregivers will be 

collected at one point in time.

9.2.2 Selection and Number of Sites
Site selection and sampling strategy:  
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The sampling frame will consist of haematology centres (and identified prescribers where 

available) where Blincyto is prescribed or expected to be prescribed after its launch in 

each participating country (data on file provided by Amgen). This list will be assembled by 

working closely with Amgen’s country affiliates to identify Blincyto prescribers or potential 

prescribers. Given the poor prognosis of R/R ALL and the complexities of allogenic HSCT

and experience required to manage these patients, and the highly selective use of 

Blincyto, usage is expected to be mainly in tertiary haematological centres.

 

 

 As shown in Figure 1, all centres in the list will 

be approached (by mail, telephone, fax or email, as appropriate) to identify prescribers or 

potential prescribers willing to participate. During this initial contact, site eligibility will be 

assessed to ensure that they meet the requirements to participate in the study: at least 

one staff hematologist with experience of managing patients with ALL; a staff member 

available to coordinate the research; the centre has already prescribed Blincyto to one 

patient or is likely to prescribe Blincyto to at least patients during the study period. 

The number of eligible hematologists identified and contacted but not enrolled in the study,

the number of non-respondents and the number eligible and willing to participate will be 

recorded.

In case the number of patients that each unit is able to recruit proves to be lower than 

expected, the inclusion of additional hospitals will be considered.

Patient/caregiver selection:

Haemato-oncologists/nurses in participating centres will include patients and their 

associated caregivers who fulfil all the selection criteria listed below in a consecutive 

manner according to the date of initiation of treatment with Blincyto until reaching the target 

number of patients/caregivers to be recruited per centre. Caregivers can be a spouse, 

family member, friend or professional helper who has helped with Blincyto treatment. The 

consecutive selection of patients and caregivers at each site is designed to minimise 

selection bias and to allow for the study results to be generalisable to the entire population 

of Blincyto treated patients. To assess generalizability of the data, sites will be asked to 

keep a log of anonymized demographic profiles (age and sex) of patients administered 

Blincyto, and their caregivers.
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Figure 1. Illustration of sampling strategy

Patients/caregivers who agree to participate in the study with informed consent will be 

asked to complete a paper questionnaire after discharge from hospital preferably when 

they return to clinic for a bag change or monitoring (Figure 2). Both the patient and the 

caregiver will be invited to participate in the survey: however, one can participate 
without the participation of the other. If the patient is not well enough to complete the 

questionnaire on returning to clinic after hospital discharge on Blincyto, the patient will be 

asked again at the next visit. If a caregiver is not available at a visit, they will be asked at 

the next available visit to participate. Only one caregiver per patient will be recruited. 

Appropriate measures will be adopted to ensure physicians do not influence

patient/caregiver’s choices (e.g. patients and caregivers will place their completed 

questionnaires in a sealed envelope).
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Figure 2. Illustration of treatment characteristics and questionnaire administration

Note: Patients/Caregivers will complete the questionnaire based upon their first exposure to 
Blincyto at home. However, the questionnaire may be administered subsequent to blincyto cycle 1

9.2.3 Subject Eligibility
9.2.3.1 Inclusion Criteria

! Patient/caregiver completing questionnaire is 18 years of age or older. 

! Patient and/or caregiver of a patient with Ph- R/R B-precursor ALL who has received
Blincyto as an outpatient.

! Patient/caregiver completing questionnaire can read and understand the native 
language of the country in which the study is being conducted.

9.2.3.2 Exclusion Criteria

! Patient and/or caregiver of a patient who has only received Blincyto as an in-patient
only.

! Patient/caregiver is currently employed by Amgen/delegate. 
! Patient and/or caregiver of a patient who is participating in Blincyto clinical 

trials or is receiving Blincyto through a compassionate use program

9.2.4 Baseline Period
This is a cross-sectional survey that does not involve any follow-up of patients and 

caregivers. Eligibility criteria will be assessed and patient/caregiver questionnaire 

completed at one point in time within the data collection period. 

9.3 Variables
.  

The questionnaire will contain multiple-choice questions with no free text fields. 
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The patient/caregiver questionnaire will be structured as follows:  

A. Acceptance to participate (Informed consent: date and signature as required) 

B. Screening: eligibility, demographics

C. Main questionnaire domains 

Section B (Screening) will collect socio-demographic characteristics (age, gender, 

educational status) about patients/caregivers. The questionnaire will be designed to take 

a maximum of 10-15 minutes to complete.  

The questionnaire will assess the following key concepts related to the patient/caregiver

card and brochure: 

! Receipt of the patient/caregiver brochure and card.
! Knowledge about key information in the patient/caregiver brochure. 
! Behaviours outlined in the patient/caregiver brochure and card.  

! Usage of the patient/caregiver brochure and card i.e. whether the patient card is filled 
in with the required information, whether the patient card is shown to healthcare 
providers while on treatment with Blincyto, whether patients/caregivers read and refer 
to the educatonal materials and reasons for not reading them.

! Understanding of the patient/caregiver brochure and card. 

9.3.1 Exposure Assessment 
Patients included in the study will have been exposed to blincyto: they will be asked 
about their experience of Blincyto educational materials. Questionnaires may be 
completed at first exposure or following first exposure (Figure 2) . Caregivers of 

patients meeting the selection criteria will also be invited to participate. 

9.3.2 Outcome Assessment
The primary endpoints for the patient/caregiver survey are: 

! Receipt: A categorical variable will describe if patients and caregivers received the 
brochure and/or card.

! Knowledge: A mean score will be created to summarise individual patient and 
caregiver scores. An individual patient/caregiver score is calculated as the proportion 
of all knowledge questions with correct responses.

The secondary endpoints for the patient/caregiver survey are: 

! Behaviour: A mean score will be created to summarise individual patient and caregiver
scores. An individual patient/caregiver score is calculated as the proportion of all 
behaviour questions with correct responses.   
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! Understanding: Among patient and caregivers who have read the patient/caregiver 
brochure and card, an ordinal scale will describe the self-reported level of 
understanding. 

! Usage: A mean score will be created to summarise individual patient and caregiver 
scores. An individual patient/caregiver score is calculated as the sum of the ‘value’ of 
responses to all usage questions (ordinal scale) divided by the maximum possible 
score. Among patients and caregivers who have not read the materials, a categorical 
variable will describe the reasons for not reading them. 

9.3.3 Covariate Assessment
The following sociodemographic characteristics will be collected and used to describe the 

sample: 

- Country

- Age group (<65 years; >65 years)

- Gender (male/female)

- Respondent type (patient/caregiver)

- Educational level (categories vary by country)

- Number of days on Blincyto

9.3.4 Validity and Reliability
Qualitative techniques will be used to ensure that the patient/caregiver questionnaire is

readable, understandable and easy-to-use. 

The questionnaire will be developed in English and conceptually reviewed by 5 haemato-

oncology non-ALL patients (and not treated with Blincyto) and/or caregivers in the UK. 

The questionnaire will be subsequently translated and linguistically validated with 3 

patients/caregivers in each of the participating countries. ALL patients will not be used to 

validate the questionnaire so that the recruitment for the survey is not affected.

During the linguistic validation interviews, trained interviewers will ask participants to 

complete the questionnaire while ‘thinking aloud’ and to describe their thinking and thought 

processes as they answer each question, each section and the questionnaire as a whole. 

The results will be used to optimize instructions, guidance, wording, response choices, as 

well as language.

A master version of the questionnaire will be generated following linguistic validation in 

the participating countries. 
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9.4 Data Sources
Data for this survey will be collected by means of a questionnaire developed for patients

and their caregivers. In view of the severity of the disease, responses will be collected 

through a paper questionnaire in the clinic.  

The questionnaire will be developed following standard survey principles. It will mainly 

include multiple choice questions with no free text fields. 

In addition to the paper questionnaire, an identification log will be completed by the study 

site. The feasibility and recruitment process will be registered in an excel database.

9.5 Study Size
Based on precision calculations provided in Table 2, the survey aims to recruit 

approximately  patients and/or their associated caregivers to allow precisions of  

 for correct responses of 60% and 90%, respectively, for the primary endpoint 

question of receipt. For the score of correct responses to knowledge questions ranging 

from 0 to 10 (

Table 3), a sample size of patients and  caregivers would produce two-sided 95% 

confidence intervals with a distance from the mean to the confidence limits ranging from 

 when the estimated standard deviation ranges from  respectively.

These confidence intervals are wider than generally used, however, considering the 

orphan indication for Blincyto, severity of disease and variable patient well-being during 

treatment that may limit the number of patients available to participate in the study, this 

sample size is considered feasible and also appropriate to address the study objectives. 

It is to be noted that the final survey sample size will depend on patients/caregivers’ 

willingness to participate in the survey within the study period.

Table 2. Precision of survey for  patients and caregivers according to a 
range of correct response to the primary endpoint question of receipt using the 

Clopper-Pearson method

Sample 
size

Correct 
Response

95% Lower 
Confidence 

Limit

95% Upper 
Confidence 

Limit

60%
70%
80%
90%
60%

CCI

C
CI

CCI

C
CI

C
CI

CCI CCI

CCI

CCI CCI



Product:  Blincyto
Protocol Number:  20150228
Date:  06 November 2017 Page 28 of 57

Sample 
size

Correct 
Response

95% Lower 
Confidence 

Limit

95% Upper 
Confidence 

Limit

70%
80%
90%
60%
70%
80%
90%
60%
70%
80%
90%
60%
70%
80%
90%

Table 3. Precision of survey for  patients and caregivers according to 
assumed standard deviations for the mean score of a range of correct responses 

to the primary endpoint questions of knowledge using the Clopper-Pearson 
method

Sample 
size

Expected SD around 
the mean score of 
correct responses

Precision 
(distance from 
mean to limits)

0.5
1.5
0.5
1.5
2.5
3.5
0.5
1.5
2.5
3.5
0.5
1.5
2.5
3.5
0.5
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Sample 
size

Expected SD around 
the mean score of 
correct responses

Precision 
(distance from 
mean to limits)

1.5
2.5
3.5
0.5
1.5
2.5
3.5

Approximately  patients and  caregivers will be recruited from approximately  units 

across all participating countries in proportion to the volume of patients with R/R Ph- ALL 

in each country; usage of Blincyto will be unknown in some countries and only estimated

at the initiation of launch.   

9.6 Data Management
A data management plan (DMP) will be written to guide of all aspects of data handling. It 

will include all data forms and annotations, testing documentation and summaries, 

database documentation, merging of datasets and transfer of files into SAS for statistical 

analysis. All data collected during the survey will be held confidentially.

As discussed in Section 10.3 the identities of patients taking part in the survey will be 

controlled by the use of unique identification codes. These source ID numbers will be held 

securely, and these data will be used solely for the purpose of identifying whether the 

patient/caregiver has completed the survey. 

9.6.1 Obtaining Data Files
Completed paper forms will be forwarded to  by the site staff for data entry.  

data entry staff will enter the paper questionnaire into a database for analysis.

A database will be created and tested before data entry, two copies of the same database

will be prepared. Double data entry will be performed and databases compared until no 

discrepancies are found. The final database will be transferred to SAS for analysis.

9.6.2 Linking Data Files
In addition to the paper questionnaire, an identification log will be completed by the study 

site. As described in Section 10.3, a unique code will be assigned to each patient and 

caregiver, which will be used to link the paper questionnaire with the identification log
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which will be kept by the investigator and site staff. The feasibility and recruitment process 

will be registered in an excel database and managed by the study operations staff involved 

in the recruitment of centres.

9.6.3 Review and Verification of Data Quality
As this study is collecting data from patients and caregivers through a survey 

questionnaire, it is not planned to generate queries in the study. Double data entry will be 

performed to minimize potential errors.

9.7 Data Analysis
Statistical analyses will be mainly descriptive. A detailed statistical analysis plan (SAP) will 

be developed before final database lock and will include methods of analysis and 

presentation and table shells. All analyses will be performed using SAS 9.3 (or higher) 

statistical software (SAS, Cary, North Carolina, USA).

9.7.1 Planned Analyses
9.7.1.1 Primary Analysis
The primary analysis will be performed at one point in time, once the database is locked 

for analysis, and will address all the study objectives as described below.

9.7.2 Planned Method of Analysis
The study endpoints will be addressed using descriptive statistics. 

9.7.2.1 General Considerations
Categorical data will be summarized by counts and percentages. Continuous data will be 

summarized using number, mean, standard deviation (SD), median, quartiles, minimum 

and maximum and in the case of non-normally distributed data, median, range and 

interquartile range. Corresponding 95% confidence intervals will be reported as 

appropriate. No adjustment will be made for multiple comparisons or for multiple analyses.

All figures will be presented to three decimal places.

The statistical analysis will include a summary of the study conduct, a descriptive analysis 

and the analysis of the objectives. Site characteristics (type of centre i.e. academic/non-

academic) will be described. 

Patient/caregiver representativeness: Patients/caregivers approached at the sites for 

enrollment, whose demographic profile information has been collected in the patient log

(age and gender), will be divided into: 

! Eligible patients/caregivers who agree to participate in the study 
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! Eligible patients/caregivers who refuse to participate in the study 

9.7.2.2 Missing or Incomplete Data and Lost to Follow-up
Responses to questions in the patient/caregiver questionnaire may be missing or illegible. 

They will be dealt with in two ways:

! In the primary analysis, missing/illegible data will be ignored.
! As a sensitivity analysis, a conservative assumption will be made in which missing 

values will be considered as incorrect or worst responses.

For questions without a correct or best response, missing/illegible data will be ignored in 

the analysis.

9.7.2.3 Descriptive Analysis
9.7.2.3.1 Description of Study Enrollment
The study populations as identified in the recruitment process will be described.

Recruitment rates and a description of the number of patients/caregivers in the study and 

analysis populations will be provided.

Analysis sets: As shown in Figure 3, datasets for analysis will be further described in the 

SAP and will include: 

- Study population: All adult patients with R/R Ph- B-precursor ALL initiating Blincyto
(or their caregivers).

- Eligible Set: All patients/caregivers who fulfill the eligibility criteria.
- Enrolled Set: All eligible patients/caregivers who agree to participate in the study. 
- Full Analysis Set: All patients/caregivers who complete the questionnaire of their 

corresponding survey and have valid responses to allow for the assessment of the 
primary objective.

- Safety Set: This is the same as the Enrolled Set.

Figure 3. Study Population and Datasets flow-chart
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9.7.2.3.2 Description of Subject/Patient Characteristics
The following sociodemographic and treatment characteristics will be summarised: age 

group, gender, country, respondent type, educational level and time since Blincyto

initiation. 

9.7.2.4 Analysis of the Primary and Secondary Endpoint(s)
The primary analysis for the survey will be performed for patients and caregivers 

separately for the endpoints below described, and will include the total number of patients 

and caregivers with valid responses to all relevant questions and the percentage of 

patients and caregivers with a positive response for the endpoint:   

! Receipt will be assessed through the percentage of patients and caregivers who 
received the brochure and/or card.

! A mean knowledge score will be created to summarise individual patient and 
caregiver scores. An individual patient/caregiver score is calculated as the proportion 
of all knowledge questions with correct responses.

The secondary analyses are:
! A mean behaviour score will be created to summarise individual patient and caregiver

scores. An individual patient/caregiver score is calculated as the proportion of all 
behaviour questions with correct responses.

! Among patient and caregivers who have read the patient/caregiver brochure and/or 
card, an ordinal scale will describe the self-reported level of understanding.

! A mean usage score will be created to summarise individual patient and caregiver
scores. An individual patient/caregiver score is calculated as the sum of the ‘value’ of 
responses to all usage questions (ordinal scale) divided by the maximum possible 
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score. Among patients and caregivers who have not read the materials, a categorical 
variable will describe the reasons for not reading them.

9.7.2.5 Sensitivity Analysis
9.7.2.5.1 Subgroup Analysis
The results will be presented overall and by country, educational level, and whether the 

materials were read or not.

9.8 Quality Control
Standard operating procedures will be applied to ensure quality to all aspects of the study 

conduct, data management and statistical analysis. 

In addition, data generated by this survey must be available for inspection upon request 

by representatives of national and/or local health authorities, sponsor monitors, 

representatives, and collaborators, as appropriate. The investigator must notify Amgen

promptly of any inspections scheduled by regulatory authorities, and promptly forward 

copies of inspection reports to Amgen.  

Paper questionnaires received at  will be tracked and identified at arrival and stored 

in a secure and controlled area following  procedures.

9.9 Limitations of the Research Methods
The number of patients willing/able to participate in the survey may be lower than expected 

because of the severity of the condition and complications during treatment with Blincyto: 

neutropenic fever, infections, and neurological side effects. Responses by caregivers may 

be anticipated to be different (better?) than patients, as they are often more attentive of 

the details of the management of their family member or friend, especially in these 

patients, many of whom will experience side effects and be quite ill during their therapy 

with Blincyto. This will be assessed by analyzing patients and caregivers separately.

The questionnaire has been designed to facilitate completion by the patient/caregiver on 

paper. For this reason, some of the questions that address secondary endpoints refer to 

‘educational materials’ in general (e.g. understanding, usage) and do not allow drawing 

conclusions for each type of material i.e. card and brochure. However, most of the 

questions apply only to the brochure and some of the questions apply only to the card. 

The survey will exclude patients (caregivers of patients) who have only received Blincyto

in hospital. This restriction will result in a more meaningful assessment as only

patients/caregivers who have the chance to have used the materials will be included; 

materials are mainly used in the outpatient setting where MEs are more likely to occur. In 
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addition, the completion of the survey by the patient/caregiver will be restricted to the 

period after discharged from hospital and ambulatory treatment at home. This time interval 

is expected to allow sufficient time for the provision and usage of the materials, and the 

occurrence of MEs (if any), without hindering recruitment. 

The survey may be affected by selection bias within centres and non-participation. 

Consecutive recruitment based on treatment initiation during the study period will be used 

to avoid selection bias. A log of patients initiating Blincyto during the study period will be 

kept to check this recruitment process.   

Only patients/caregivers able to understand and complete the informed consent and 

questionnaire will be included in the survey. Efforts will be made to write the questions in 

such a way that they can be readily understood by patients/caregivers with different 

educational levels so that ineligibility and inaccurate or missing responses for this reason 

are kept to a minimum. Non-response of items should be minimized due to the rigorous 

process of questionnaire development, validation and testing.  

Patients/caregivers’ responses may be biased if they are allowed to refer to the aRMM 

educational brochure and patient card. As a result, this would be minimized by explaining 

that responses should be based on assessing what they currently know and that they 

should not refer to the materials. At the time of completing the questionnaire, in the hospital 

clinic setting keeping materials out of reach should be readily feasible.    

Self-reporting of actions and behavior may be biased towards positive values. The 

development of a questionnaire carefully pre-tested before actual study starts aims to 

minimize such a bias.  

Recall bias is an inherent limitation of questions asking about the past. However, in this 

situation where cycles of therapy are administered over a short period of time (28 days

each), this should be minimal.   

The conduct of the survey may cause centres to provide more information to patients and 

caregivers. This ‘Hawthorne’ effect will be minimized by training sites to provide limited 

information about the survey in communications with the patients/caregivers.

The size of the study populations will allow an acceptable level of precision (considering 

the rarity of the disease) for each strata (patients and caregivers) for the study primary 

endpoints. Subgroup analyses will be exploratory and limited due to the small number of 

patients.
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10. Protection of Human Subjects
10.1 Informed Consent
In accordance with local regulations and the ethical principles that have their origin in the 

principles of the Declaration of Helsinki, patients should provide informed consent before 

enrollment into the study. Investigators must ensure that patients and/or their caregivers, 

are clearly and fully informed about the purpose of the study, potential risks, the 

patient/caregiver’s rights and responsibilities when participating in this study. If local 

regulations do not require an ICF to be signed by the patient/caregiver, the site staff should 

document key elements of the informed consent process in the patient’s medical record.

Informed consent for the survey questionnaire will be sought where required. By signing 

the ICF, the patient/caregiver consents to participate in the questionnaire.

10.2 Institutional Review Board (IRB)/Independent Ethics Committee
(IEC)

This type of study requires review and approval by a central ethics committee (EC) in the 

participating countries and ICF from the patients for their participation in the survey. Thus, 

the study will be conducted under the auspices of an independent EC (and any local EC

as applicable) in each country, as defined in local regulations, and in accordance with the 

ethical principles that have their origin in the Declaration of Helsinki.

10.3 Patient/Caregiver Confidentiality
The confidentiality of records that could identify patients within the database will be 

protected, and all privacy and confidentiality rules will be followed in accordance with the 

applicable regulatory requirement(s). 

For the purposes of protecting a patient/caregiver's identity, a unique code will be assigned 

to each patient/caregiver, such as a series of numbers and/or letters (for example, 

CA180330-0001-00001). The data that is recorded with the patient/caregiver's assigned 

code is called “key-coded data”. Key-coded study data will be managed by the sponsor 

and/or its delegates in a study-specific electronic database (the “study database”). Only 

the investigator and the site staff have access to the link between patient/caregiver’s 

assigned code and the patient/caregiver’s identity. However, in case of an audit or 

inspection, subject to local laws and regulations, government officials, IRB/EC 

representatives and sponsor representatives may access this information at the study site. 

Data that could directly identify the patient will not be collected in the “study database”. 
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The investigator's personal data, which may be included in the study database, shall be 

treated in compliance with all local applicable laws and regulations. 

When archiving or processing personal data pertaining to the investigator, all appropriate

measures to safeguard and prevent access to this data by any unauthorized third party.

The investigator must retain all study records and source documents for the maximum 

period required by applicable regulations and guidelines, or institution procedures, or for 

the period specified by the sponsor, whichever is longer. The investigator must contact 

Amgen prior to destroying any records associated with the study. Location of database 

and supporting documentation will be outlined in the final study report.

10.4 Patient’s Decision to Withdraw
Patients have the right to withdraw from the study at any time and for any reason 
without prejudice to their future medical care by the  physician or at the institution. 

Withdrawal of consent for a study means that the patient does not wish to or is 
unable to continue further study participation. Patient data up to withdrawal of 
consent will be included in the analysis of the study and, where permitted, publically 
available data can be included after withdrawal of consent. The investigator is to 
discuss with the patient appropriate procedures for withdrawal from the study. 

11. Collection of Safety Information and Product Complaints
As the questionnaire is completely multiple choice, very few reports of adverse events for 

Blincyto are expected.

11.1 Definition of Safety Events
11.1.1 Adverse Events
An adverse event is any untoward medical occurrence in a subject/patient administered a 

pharmaceutical product(s) irrespective of a causal relationship with this treatment.

An adverse event can therefore be any unfavorable and unintended sign (including an 

abnormal laboratory finding, for example), symptom, or disease temporally associated 

with the use of a product(s), whether or not considered related to the product(s).  The 

definition of an adverse event includes:

! Worsening of a pre-existing condition or underlying disease 
! Events associated with the discontinuation of the use of a product(s), (e.g., 

appearance of new symptoms)
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It is the physician’s responsibility to evaluate whether an adverse event is related to 

Blincyto prior to reporting the adverse event to Amgen.

11.1.2 Serious Adverse Events
A serious adverse event is any adverse event as defined above that meets at least one of 

the following serious criteria: 

! is fatal
! is life threatening (places the subject at immediate risk of death)
! requires in-patient hospitalization or prolongation of existing hospitalization

! results in persistent or significant disability/incapacity
! is a congenital anomaly/birth defect
! is an “other significant medical hazard” that does not meet any of the above criteria

A hospitalization meeting the regulatory definition for “serious” is any in-patient hospital 

admission that includes a minimum of an overnight stay in a healthcare facility. 

“Other significant medical hazards” refer to important medical events that may not be 

immediately life-threatening or result in death or hospitalization, but may jeopardize the 

subject or may require intervention to prevent one of the other outcomes listed in the 

definition above.  Examples of such events could include allergic bronchospasm, 

convulsions, and blood dyscrasias, drug-induced liver injury, events that necessitate an 

emergency room visit, outpatient surgery, or other events that require other urgent 

intervention.

11.1.3 Other Safety Findings
Other Safety Findings (regardless of association with an adverse) include:  

! Medication errors, overdose, whether accidental or intentional, misuse, or abuse,  
involving an Amgen product,

! Pregnancy and lactation exposure,
! Transmission of infectious agents,  
! Reports of uses outside the terms for authorized use of the product including off-label 

use,
! Occupational exposure,
! Any lack or loss of intended effect of the product(s).
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11.1.4 Product Complaints
Product Complaints include any written, electronic or oral communication that alleges 

deficiencies related to the identity, quality, durability, reliability, safety, effectiveness, or 

performance of a product or device after it is released for distribution to market or clinic by 

either Amgen or by distributors and partners for whom Amgen manufactures the material. 

This includes any drug(s) or device(s) provisioned and/or repackaged /modified by 

Amgen.  Drug(s) or device(s) includes investigational product.  

Product complaints of Blincyto will be reported.

11.2 Safety Reporting Requirements
is responsible for ensuring that safety events (adverse events, product complaints 

and other safety findings) reported by the physician, patient/caregiver or interviewer that 

occur in patients treated with Blincyto after study enrolment through the final study contact 

and submitted as individual case safety reports to Amgen via the applicable Amgen Safety 

Reporting Form (paper form) within 1 business day of awareness.  

See Appendix C for sample Safety Report Form(s), Appendix D for Additional Safety 

Reporting Information regarding the adverse event grading scale used in this study, and 

Appendix E for sample Pregnancy and Lactation Notification Worksheets.  

The physician may be asked to provide additional information for any event submitted, 

which may include a discharge summary or extracts from the medical record.  Information 

provided about the event must be consistent with the medical records.

11.2.1 Safety Reporting Requirement to Regulatory Bodies
Amgen will report safety data as required to regulatory authorities, 

Investigators/institutions, IRBs/IECs or other relevant ethical review board(s) in 

accordance with Pharmacovigilance guidelines and in compliance with local regulations.  

The Investigator is to notify the appropriate IRB/IEC or other relevant ethical review board 

of Serious Adverse Events in accordance with local procedures and statutes.

12. Administrative and Legal Obligations
12.1 Protocol Amendments and Study Termination
Amgen may amend the protocol at any time. If Amgen amends the protocol, written 

agreement from the Investigator must be obtained where applicable per local governing 

law and/or regulations. The IEC or other relevant ethical review board in the participating 

countries must be informed of all amendments and give approval. The Investigator must
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send a copy of the approval letter from the IEC or other relevant ethical review board in 

the participating countries to Amgen.

Amgen reserves the right to terminate the study at any time. Both Amgen and the 

Investigator reserve the right to terminate the Investigator’s participation in the study 

according to the contractual agreement. The Investigator is to notify the IEC or other 

relevant ethical review board in the participating countries in writing of the study’s 

completion or early termination and send a copy of the notification to Amgen.  

13. Plans for Disseminating and Communicating Study Results
The protocol, study status updates and report(s) will be included in regulatory 

communications according to the risk minimisation plan, periodic benefit-risk evaluation 

reports and other regulatory milestones and requirements. 

This study will be registered on the European Network of Centres for 

Pharmacoepidemiology and Pharmacovigilance (ENCePP) website before the start of 

data collection, and the study summary results will be posted on this public website no 

later than 12 months after study termination (defined as ‘database lock’).

A final study report will be developed and submitted to PRAC, and will serve as a basis 

for the development of publications and presentations in scientific journals, and press 

releases. 

Abstracts, summaries, presentations and manuscripts will be prepared in line with 

dissemination guidelines of the International Committee of Medical Journal Editors 

(International Committee of Medical Journal Editors n.d.) and Guidelines for Good 

Pharmacoepidemiology Practice (International Society for Pharmacoepidemiology 2008)

to help ensure the quality and integrity of pharmacoepidemiological research and to 

provide adequate documentation of research methods and results. 

13.1 Publication Policy
The results of this study will be submitted for publication. Authorship of any publications 

resulting from this study will be determined on the basis of the International Committee of 

Medical Journal Editors (ICJME) Recommendations for the Conduct, Reporting, Editing 

and Publication of Scholarly Work in Medical Journals, which states:

! Authorship credit should be based on (1) substantial contributions to conception and 
design, acquisition of data, or analysis and interpretation of data; (2) drafting the article 
or revising it critically for important intellectual content; (3) final approval of the version 
to be published and (4) agreement to be accountable for all aspects of the work in 
ensuring that questions related to the accuracy or integrity of any part of the work are 
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appropriately investigated and resolved.  Authors should meet conditions 1, 2, and 3 
and 4.

! When a large, multicenter group has conducted the work, the group should identify the 
individuals who accept direct responsibility for the manuscript.  These individuals 
should fully meet the criteria for authorship defined above.

! Acquisition of funding, collection of data, or general supervision of the research group, 
alone, does not justify authorship.

! All persons designated as authors should qualify for authorship, and all those who 
qualify should be listed.

! Each author should have participated sufficiently in the work to take public 
responsibility for appropriate portions of the content.

All publications (e.g., manuscripts, abstracts, oral/slide presentations, book chapters) 

based on this study must be submitted to Amgen for corporate review. The vendor 

agreement will detail the procedures for, and timing of, Amgen’s review of publications.

14. Compensation
Patients/caregivers will not receive any incentives for their participation in the survey. 

Investigators will receive a compensation for the recruitment of participants into the study

if permitted under applicable regional laws or regulatory guidelines. This compensation 

will be based on a Fair Market Value (FMV) assessment (e.g., time and effort) in each 

participating country.
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16. Appendices
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Appendix A. List of Stand-alone Documents

No. Title

1 Patient/Caregiver Questionnaire
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Appendix B.  ENCePP Checklist for Study Protocols
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Appendix C.  Sample Safety Reporting Form(s)
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Appendix D.  Additional Safety Reporting Information 
Adverse Event Severity Scoring System

Grade Amgen Standard Adverse Event Severity Scoring System

1 MILD:  Aware of sign or symptom, but easily tolerated

2 MODERATE:  Discomfort enough to cause interference with usual activity

3 SEVERE:  Incapacitating with inability to work or do usual activity
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Appendix E.  Pregnancy and Lactation Notification Worksheets
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Appendix F.  Educational materials

Bincyto Patient Card
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Bincyto Educational Brochure for Patients and Caregivers
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