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Amendment 3 

Protocol Title:  Real-world Evidence of the Use of Carfilzomib Among Patients 
With Relapsed Multiple Myeloma in Europe 

 

Amgen Protocol Number 20150262 

 

Amendment Date: 12 March 2018 
 
Rationale: 
This is Amendment 3 for carfilzomib Study 20150262.  The primary change to the 

protocol is to remove the relapse inclusion criteria to allow all on-label multiple myeloma 

subjects to be eligible for the study, not just those who have relapsed. 

Additional changes to the protocol are to: 

• Remove the 1-year enrollment duration limit for the sites and the language around 
site specific caps for subject enrollment 

• Clarify that subjects who are receiving carfilzomib treatment within a compassionate 
use program will not be eligible for the study 

• Clarify when specific outcome measures will be collected 
• Remove electrocardiogram (ECG) changes and left ventricular ejection fraction 

(LVEF) decrease as recorded in test performed per routine practice as part of the 
safety profile of carfilzomib 

• Clarify that blood pressure and heart rate will be collected as part of the 
cardiovascular assessments conducted 

• Update the counries involved in the study 
• Update the schedule of assessments to provide clarity on the data to be collected 

from the sites 
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Section:  4 Abstract, Study Population 

Replace: 

Subjects with MM who received at least 1 prior line of treatment and are treated with 

carfilzomib per routine practice in a European country where reimbursement for 

carfilzomib is in place (anticipated participation in study:  9 countries [Austria, Belgium, 

France, Greece, Israel, Italy, the Netherlands, Portugal, and Switzerland] and 2 regions 

[Central and Eastern Europe (CEE); Nordics & Baltics]) between 2016 and 2020. 

With: 

Subjects with MM who received at least 1 prior line of treatment and are treated with 

carfilzomib per routine practice in a European country where reimbursement for 

carfilzomib is in place (anticipated participation in study:  9 countries [Austria, Belgium, 

France, Greece, Israel, Italy, the Netherlands, Portugal, and the United Kingdom] and 

2 regions [Central and Eastern Europe (CEE); Nordics & Baltics]) between 2016 and 

2020. 

Section:  4 Abstract, Secondary Objectives 

Add: 

− Describe a cardiovascular assessment at carfilzomib regimen initiation and at 
occurrence of cardiac adverse events, where available per routine care 
(electrocardiogram [ECG], echocardiography, left ventricular ejection fraction 
[LVEF]). 

Section:  4 Abstract, Study Population 

Replace: 

Subjects with MM who received at least 1 prior line of treatment and are treated with 

carfilzomib per routine practice in a European country where reimbursement for 

carfilzomib is in place (anticipated participation in study:  9 countries [Austria, Belgium, 

France, Greece, Israel, Italy, the Netherlands, Portugal, and Switzerland] and 2 regions 

[Central and Eastern Europe (CEE); Nordics & Baltics]) between 2016 and 2020. 

With: 

Subjects with MM who received at least 1 prior line of treatment and are treated with 

carfilzomib per routine practice in a European country where reimbursement for 

carfilzomib is in place (anticipated participation in study:  9 countries [Austria, Belgium, 

France, Greece, Israel, Italy, the Netherlands, Portugal, and the United Kingdom] and 
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2 regions [Central and Eastern Europe (CEE); Nordics & Baltics]) between 2016 and 

2020. 

Section:  4 Abstract, Study Population 

Add: 

However, the final list of countries will depend on reimbursement and feasibility. 

Section:  4 Abstract, Summary of Subject Eligibility Criteria, sub-bullet 2 

Delete: 

− experienced a relapse (eligible regardless of the type of relapse experienced; 
molecular, hematologic, or symptomatic) 

Section:  4 Abstract, Summary of Subject Eligibility Criteria, sub-bullet 7 

Add: 

− subjects who are enrolled in a carfilzomib clinical trial will not be eligible to take 
part in this observational study.   

− Subjects who are receiving carfilzomib treatment within a compassionate 
use program will not be eligible to take part in this observational study. 

Section:  4 Abstract, Follow-up 

Replace: 

The follow-up period for a subject is defined as the period from day 1 of cycle 1 of 

carfilzomib treatment until 30 days after the final carfilzomib dose (end of study, EOS) or 

until 18 months after initiation of carfilzomib treatment, death, withdrawal of consent, 

31 March 2020, or loss to follow-up (whichever occurs earliest).   

With: 

The follow-up period for a subject is defined as the period from day 1 of cycle 1 of 

carfilzomib regimen until 30 days after the final carfilzomib dose (end of study, EOS) or 

until 18 months after initiation of carfilzomib treatment, death, withdrawal of consent, 

31 March 2020, or loss to follow-up (whichever occurs earliest).   

Section:  4 Abstract, Variables, Outcome Variables, sub-bullet 5 

Replace: 

− baseline demographic characteristics (age at baseline, age at MM initial 
diagnosis, sex, height, weight, body surface area [BSA]) 
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With: 

− baseline demographic characteristics (age at MM initial diagnosis, and age, sex, 
height, weight, body surface area [BSA] at carfilzomib regimen initiation) 

Section:  4 Abstract, Variables, Outcome Variables, sub-bullet 10 

Delete: 

− for subjects who relapsed:  type of relapse (molecular, hematologic, or 
symptomatic) 

Section:  4 Abstract, Variables, Outcome Variables, sub-bullet 11 

Replace: 

− Eastern Cooperative Oncology Group (ECOG) performance status (Appendix G) 
category at MM diagnosis and during follow-up 

With: 

− Eastern Cooperative Oncology Group (ECOG) performance status (Appendix G) 
category at MM diagnosis and carfilzomib regimen initiation 

Section:  4 Abstract, Variables, Outcome Variables, sub-bullets 14 and 15 

Add: 

− specific concomitant therapy that is not part of the carfilzomib regimen  
− cardiovascular assessment as conducted per routine practice at carfilzomib 

regimen initiation and at occurrence of cardiac adverse events 

Section:  4 Abstract, Sample Size 

Replace: 

A sample size of approximately 1000 subjects was selected for this observational study 

to permit individual countries (or regions, where applicable) to enrol between 100 and 

200 subjects. 

With: 

A sample size of approximately 800 subjects has been selected for this observational 

study to permit individual countries (or regions, where applicable) to enrol between 

100 and 200 subjects. 
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Section:  5 Amendments and Updates 

Add: 

Amendment 
or Update No. Date 

Section of Study 
Protocol 

Amendment or 
Update Reason 

1 10 November 2016 See summary of changes 

2 24 May 2017 See summary of changes 

3 12 March 2018 See summary of changes 

Section:  8.2 Secondary, Bullet 7 

Add: 

• Describe a cardiovascular assessment at carfilzomib regimen initiation and at 
occurrence of cardiac adverse events, where available per routine care 
(electrocardiogram [ECG], echocardiography, left ventricular ejection fraction 
[LVEF]). 

Section:  9.1 Study Design, Paragraph 1 

Replace: 

This is a noninterventional observational study of a single arm cohort of adult subjects 

with relapsed MM receiving carfilzomib in routine clinical practice. 

With: 

This is a noninterventional observational study of a single arm cohort of adult subjects 

with MM who have received at least 1 prior therapy receiving carfilzomib in routine 

clinical practice. 

Section:  9.1 Study Design, Paragraph 1 

Add: 

Each subject will have baseline data collected and all details on their MM treatment from 

their first dose of carfilzomib regimen until 30 days after their final carfilzomib 

administration (end of study [EOS]) or until 18 months after carfilzomib treatment 

initiation (whichever occurs earlier). 

Section:  9.2.1 Study Period 

Delete: 

Upon site initiation, each site has a one year enrolment window, with each enrolled 

subject being followed for a maximum of 18 months.  Therefore, the maximum study 
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duration at the site level will be 30 months.  For countries in which carfilzomib is already 

reimbursed on the initial approval date of this study protocol, the study period is 

anticipated to start in the first quarter of 2017; in these first wave countries it is thus 

anticipated that the last subject last visit (LSLV) will occur no later than quarter (Q)3 of 

2019.  Should enrolment be slower than expected within a country, it may be necessary 

to add additional sites within a country, or if that is not possible, to extend the enrolment 

window at some (or all) sites of that country in order to meet the minimum required 

sample size. 

Section:  9.2.2 Selection and Number of Sites 

Delete: 

The total number of sites within each country will range depending on the number of 

subjects to be enrolled within each country, assuming between 5 to 15 subjects will be 

enrolled at each site.  To ensure that the total subject quota for the study is not filled by 

countries in which reimbursement for carfilzomib is obtained early, a site-specific cap will 

be applied to define the maximum number of subjects that can be enrolled at each site.  

Should a site in one country (or region) have difficulty enrolling, the subject cap at other 

sites may be lifted, provided that the number of subjects of one type of site (eg, 

academic) will not be overrepresented in the overall patient population enrolled in the 

study for that country (or region). 

Section:  9.2.3.1 Inclusion Criteria, Bullet 2 

Delete: 

• experienced a relapse (regardless of the type of relapse experienced; molecular, 
hematologic, or symptomatic) 

Section:  9.2.3.1 Inclusion Criteria, Paragraph 2 

Replace: 

Subjects who previously received treatment with carfilzomib, either through participation 

in a clinical trial, or through routine practice, are eligible to take part in the study. 

With: 

Subjects who previously completed treatment with carfilzomib in a clinical trial, a 
compassionate use program, or through routine practice, are eligible to take part in the 

study. 
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Section:  9.2.3.1 Inclusion Criteria, Paragraph 5 

Subjects who are also enrolled in other observational studies in which standard of 
care is not altered are eligible to take part in the study. 

Section:  9.2.3.2 Exclusion Criteria 

Add: 

Subjects who are receiving carfilzomib treatment within a compassionate use 
program will not be eligible to take part in this observational study.   

Section:  9.2.5 Study Follow-up 

Replace: 

The follow-up period for a subject is defined as the period from day 1 of cycle 1 of 

carfilzomib treatment until 30 days after the final dose of carfilzomib (EOS) or until 

18 months after initiation of carfilzomib treatment, death, withdrawal of consent, 

31 March 2020, or loss to follow-up (whichever occurs earliest).   

With: 

The follow-up period for a subject is defined as the period from day 1 of cycle 1 of 

carfilzomib regimen until 30 days after the final dose of carfilzomib (EOS) or until 

18 months after initiation of carfilzomib treatment, death, withdrawal of consent, 

31 March 2020, or loss to follow-up (whichever occurs earliest).   

Section:  9.3.2 Outcome Assessment, primary outcome measures, Bullet 1 Sub-bullet 9 

Delete: 

o carfilzomib dosing per label (ie, allowing for dose reductions for adverse events) 

Section:  9.3.2 Outcome Assessment, secondary outcome measures, Bullets 1 and 2 

Replace: 

• Baseline demographic characteristics (age at baseline, age at MM initial diagnosis, 
sex, height, weight, body surface area [BSA]) 

• Baseline MM disease characteristics:  
o type of monoclonal protein (heavy [A, G, E, M] and light chain [kappa, lambda]) 
o presence of CRAB features (yes/no) 
o International Staging System (ISS) and revised ISS stage at diagnosis (I, II, III, or 

unknown) 
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o ECOG performance status category at MM diagnosis (0, 1, 2, 3, 4, or unknown; 
Appendix G) 

o cytogenetic analysis performed (yes/no) 
o cytogenetic risk at diagnosis (high risk/unfavourable, intermediate, 

normal/favourable, unknown, no cytogenetic analysis performed) 
o cytogenetic profile (del(17p), t(4:14), t(14;16) or other) 
o number of lines of prior treatment (1, 2, 3, 4, or more)  
o timing of relapse after first-line treatment (relapse less than 1 year versus 1 year 

or more after front-line therapy discontinuation) 
o magnetic resonance imaging (MRI) performed at diagnosis (yes/no) 
o abnormal MRI results (yes, no, unknown) 
o positron emission tomography–computed tomography (PET-CT) performed at 

diagnosis (yes/no) 
o abnormal PET-CT results (yes, no, unknown) 
o presence of comorbidities, diagnosed at any point in time before baseline  
o baseline measurement of serum M-component (in g/100 ml), urine M-component 

(in mg per 24h), percent of bone marrow plasma cells, serum creatinine, 
creatinine clearance (mL/min), serum albumin and serum beta-2-microglobulin 
(mg/L), based on the diagnostic test performed closest before initiation of 
carfilzomib treatment 

o baseline measurement of lactate dehydrogenase (LDH) 
With: 

• Baseline demographic characteristics (age at MM initial diagnosis, and age, sex, 
height, weight, body surface area [BSA] at carfilzomib regimen initiation) 

• Baseline MM disease characteristics:  
o type of monoclonal protein (heavy and light chain) 
o presence of CRAB features at MM diagnosis 
o International Staging System (ISS) and revised ISS stage at diagnosis (I, II, III, or 

unknown) and carfilzomib regimen initiation 
o ECOG performance status category at MM diagnosis and carfilzomib regimen 

initiation (0, 1, 2, 3, 4, or unknown; Appendix G) 
o cytogenetic analysis performed (yes/no) 
o cytogenetic risk at diagnosis (high risk/unfavourable, intermediate, 

normal/favourable, unknown, no cytogenetic analysis performed) 
o cytogenetic profile 
o number of lines of prior treatment (1, 2, 3, 4, or more)  
o timing of relapse after first-line treatment (relapse less than 1 year versus 1 year 

or more after front-line therapy discontinuation) 
o magnetic resonance imaging (MRI), positron emission tomography-computed 

tomography (PET-CT), computed tomography (CT), and X-ray performed at 
MM diagnosis and carfilzomib regimen initiation (yes/no) 



Product:  Carfilzomib (Kyprolis) 
Protocol Number:  20150262 
Date:  12 March 2018 Page 14 of 20 

CONFIDENTIAL   

o myeloma/osteolytic lesions detected by MRI, PET-CT, CT, and X-ray at MM 
diagnosis and carfilzomib regimen initiation 

o presence of comorbidities, diagnosed at any point in time before carfilzomb 
regimen initiation 

o measurement of serum M-component (in g/100 ml), urine M-component (in mg 
per 24h), percent of bone marrow plasma cells, serum creatinine, creatinine 
clearance (mL/min), serum albumin and serum beta-2-microglobulin (mg/L), at 
MM diagnosis and carfilzomib regimen initiation 

o baseline measurement of lactate dehydrogenase (LDH) at MM diagnosis and 
carfilzomib regimen initiation 

Section:  9.3.2 Outcome Assessment, secondary outcome measures, Bullet 4, 

sub-bullet 3 

Delete: 

o ECG changes as recorded in tests performed per routine practice 

Section:  9.3.2 Outcome Assessment, secondary outcome measures, Bullet 7 

Replace: 

• ECOG performance status (Appendix G) category at MM diagnosis and during 
follow-up 

With: 

• ECOG performance status (Appendix G) category at MM diagnosis and carfilzomib 
regimen initiation 

Section:  9.3.2 Outcome Assessment, secondary outcome measures, Bullet 10 

Replace: 

• Concomitant therapy that is not part of the carfilzomib regimen (thromboprophylaxis/ 
anticoagulants, antihypertensive and heart failure treatment, antiviral treatment, 
antibiotic treatment, bone targeting agents, hematopoietic growth factors, pain 
control) 

With: 

• Specific concomitant therapy that is not part of the carfilzomib regimen 
(thromboprophylaxis/ anticoagulants, antihypertensive and heart failure treatment, 
antiviral treatment, antibiotic treatment, bone targeting agents, hematopoietic growth 
factors, pain control) 
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Section:  9.3.2 Outcome Assessment, secondary outcome measures, Bullet 11 

Add: 

• Cardiovascular assessment as conducted per routine practice at carfilzomib 
regimen initiation and occurrence of cardiac adverse events: 
o ECG category (normal, prolonged QT, abnormal clinically significant, abnormal 

not clinically significant) 
o echocardiography performed (yes, no, unknown) 
o LVEF (%) 
o blood pressure 
o heart rate 

Section:  9.4 Data Sources, Paragraphs 3 and 4 

Replace: 

II.  Follow-up data – for the time period between starting carfilzomib treatment and 

enrolling into the study, the initial set of follow-up data will be collected retrospectively at 

the same time as collection of baseline information.  Thereafter, follow-up data will be 

collected every three months. 

III.  End of study – collected 30 days after the final carfilzomib administration (unless 

preceded by 18 months of follow-up, subject death, loss to follow up, withdrawal of 

consent, or 31 March 2020). 

With: 

II.  During treatment – for the time period between starting carfilzomib treatment and 

enrolling into the study, the initial set of follow-up data will be collected retrospectively as 

collection of baseline information.  Thereafter, follow-up data will be collected every 

3 months. 

III.  End of study – data will be documented in the eCRF up to 30 days after the final 

carfilzomib administration (unless preceded by 18 months of follow-up, subject death, 

loss to follow up, withdrawal of consent, or 31 March 2020). 

Section:  9.5 Study Size, Paragraph 1 

Delete: 

The primary objective of this study is to describe utilisation of carfilzomib in routine 
clinical practice for subjects with relapsed MM who have received at least 1 prior line of 
treatment.   
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Section:  9.5 Study Size, Paragraph 1 

Replace: 

A total of 9 countries and 2 regions are anticipated to take part in the study, provided 
that reimbursement for the use of carfilzomib is obtained on a local level.  Specifically, 
we plan to conduct the study in Austria, Belgium, France, Greece, Israel, Italy, the 
Netherlands, Portugal, and Switzerland as well as the Central and Eastern Europe 
(CEE) and Nordics & Baltics regions, given that these countries have either a 
requirement (Portugal, Bulgaria, and France) or a strong need to provide real-world 
evidence of how carfilzomib is used within a limited time period after obtaining 
reimbursement. 

With: 

A total of 9 countries and 2 regions are anticipated to take part in the study, provided 
that reimbursement for the use of carfilzomib is obtained on a local level.  Specifically, 
we plan to conduct the study in Austria, Belgium, France, Greece, Israel, Italy, the 
Netherlands, Portugal, and the United Kingdom as well as the Central and Eastern 
Europe (CEE) and Nordics & Baltics regions, given that these countries have either a 
requirement (Portugal, Bulgaria, and France) or a strong need to provide real-world 
evidence of how carfilzomib is used within a limited time period after obtaining 
reimbursement. 

Section:  9.5 Study Size, Paragraph 1 

Add: 

However, the final list of countries will depend on reimbursement and feasibility. 

Section:  9.5 Study Size, Paragraph 2 

Replace: 

A sample size of approximately 1000 subjects was selected for this observational study 
to permit individual countries (or regions, where applicable) to enrol between 100 and 
200 subjects. 

With: 

A sample size of approximately 800 subjects has been selected for this observational 

study to permit individual countries (or regions, where applicable) to enrol between 100 

and 200 subjects. 
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Section:  9.7.2.5.1 Subgroup Analysis 

Add: 

Where relevant and appropriate, analyses will be presented by subgroups of interest 

including but not limited to: 

Section:  9.9.1.1 Measurement Error(s)/Misclassification(s), Paragraph 1 

Delete: 

To mitigate this risk, this study also collects data to facilitate calculation of response to 

treatment ourselves, by using consistent methodology across all study sites and 

countries.   

Section:  9.9.1.2 Information Bias 

Delete: 

Additionally, there may be missing information on adverse events as underreporting of 

less serious adverse events in the medical record may occur.   

Section:  11 Collection of Safety Information and Product Complaints 

Replace: 

All grade 3 or above adverse events (adverse drug reactions, serious adverse drug 

reactions, product complaints, and other safety findings [eg, pregnancy, lactation]) in 

routine clinical practice will be documented in accordance with Amgen requirement 

documents (eg, SOPs). 

With: 

All grade 3 or above safety events (adverse drug reactions, serious adverse drug 

reactions, product complaints, and other safety findings [eg, pregnancy, lactation]) in 

routine clinical practice will be documented in accordance with Amgen requirement 

documents (eg, SOPs).  

Section:  11.2 Safety Reporting Requirements, Paragraph 2 

Add: 

The investigator is responsible for ensuring that all grade 3 or above safety events 

(adverse events, product complaints, and other safety findings) observed by the 

investigator or reported by the subject that occur after initiation of carfilzomib through the 

final study contact are recorded in the subject’s appropriate study documentation. 
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Section:  11.2 Safety Reporting Requirements, Paragraph 2 

Replace: 

Thus, this study will only collect grade 3 or higher adverse events. 

With: 

Thus, this study will only collect grade 3 or higher safety events. 

Section:  Appendix F Schedule of Assessments 

Replace: 

  Observational Period 

Data to be collected Baselinea 
3 monthly 

follow-up datab EOT EOSc 

Demographics X    

Medical history X    

Treatment history X    

Disease characteristics  X X   

Disease treatment  X  X 

Concomitant medication X X  X 

Adverse events  X  X 

Cardiovascular assessment X X  X 

Frailty score assessment X  X  

ECOG X X   

Response to carfilzomib treatment  X X  

Relapse status and type Xd  Xe  

Hospitalizations   X  X 

Enrolment in a patient support 
programme 

   X 

Planned subsequent treatment 
regimen 

   X 

ECOG = Eastern Cooperative Oncology Group; EOS = end of study; EOT = end of treatment; MM = multiple 
myeloma  

a Baseline period – initial MM diagnosis date until day 0 of cycle 1 of carfilzomib treatment. 
b Follow-up data – for the time period between starting carfilzomib treatment and enrolling into the study, the 

initial set of follow-up data will be collected retrospectively at the same time as collection of baseline 
information.  Thereafter, follow-up data will be collected every three months. 

c EOS – collected 30 days after the final dose of carfilzomib (unless preceded by 18 months of follow-up, 
subject death, loss to follow up, withdrawal of consent, or 31 March 2020). 

d At baseline, relapse status and type are captured in relation to receipt of prior therapies. 
e At EOT, relapse status and type are captured in relation to carfilzomib treatment. 
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With: 

  Observational Period 

Data to be collected Baselinea 
During 

Treatmentb EOT EOSc 

Site characteristics X - - - 

Subject log for nonparticipants X - - - 

Demographics X - - - 

Medical history X - - - 

MM history and disease X - - - 

Physical measurements X - - - 

Vitals (BP) X - - - 

Echocardiogram X X - - 

ECG X - - - 

ECOG performance status (at MM 
diagnosis) 

X - - - 

ECOG performance status X - - - 

MRI (at diagnosis) X - - - 

MRI X - - - 

PET-CT, CT, X-ray (at MM diagnosis) X - - - 

PET-CT, CT, X-ray X - - - 

Chemistry (at MM diagnosis) X - - - 

Chemistry X - - - 

Haematology (at MM diagnosis) X - - - 

Haematology X - - - 

Bone marrow aspirate (at MM diagnosis) X - - - 

Bone marrow aspirate X - - - 

FISH/cytogenetics (at MM diagnosis) X - - - 

Serum electrophoresis (at MM diagnosis) X - - - 

Serum electrophoresis X - - - 

Urine electrophoresis (at MM diagnosis) X - - - 

Urine electrophoresis X - - - 

Serum free light chains (at MM diagnosis) X - - - 

Serum free light chains X - - - 

Prior MM therapy X - - - 
Page 1 of 2 

Footnotes are on the last page of table. 
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  Observational Period 

Data to be collected Baselinea 
During 

Treatmentb EOT EOSc 

Prior radiotherapy X - - - 

Planned regimen (at baseline) X - - - 

Radiotherapy for current malignancy - X - - 

Myeloma response assessment - X - - 

Myeloma response assessment (EOT) - - X - 

Myeloma assessment - X X - 

Events - X - X 

Hospitalizations  - X - X 

Concomitant medications - X - X 

Carfilzomib administration - X - - 

Dexamethasone administration - X - - 

Lenalidomide administration - X - - 

Last carfilzomib dose - X - - 

Last lenalidomide dose - X - - 

Last dexamethasone dose - X - - 

EOS - - - X 

Planned MM subsequent treatments - - - X 

Patient support program - - - X 

Cardiac assessments - X - X 
Page 2 of 2 

BP = blood pressure; CT = computed tomography; ECG = electrocardiogram; ECOG = Eastern 
Cooperative Oncology Group; EOS = end of study; EOT = end of treatment; FISH = fluorescent in situ 
hybridization; MM = multiple myeloma; MRI = magnetic resonance imaging; PET-CT = positron 
emission tomography-computed tomography 

a Baseline period – initial MM diagnosis date until day 0 of cycle 1 of carfilzomib treatment. 
b During treatment – for the time period between starting carfilzomib treatment and enrolling into the study, 

the initial set of follow-up data will be collected retrospectively as collection of baseline information.  
Thereafter, follow-up data will be collected every 3 months. 

c EOS – data will be documented in the eCRF up to 30 days after the final dose of carfilzomib (unless 
preceded by 18 months of follow-up, subject death, loss to follow-up, withdrawal of consent, or 
31 March 2020). 
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