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D2.01 DEFINITION OF A SET OF OUTCOMES FOR INDIVIDUAL HMS 

 

1. PUBLISHABLE SUMMARY: 

The purpose of this document regarding the deliverables of the WP2 ‘Outcomes Definition’ is to provide 

further information on the deliverable D2.01 “Definition of a set of outcomes for individual HMs”. 

In the first six months of the funding period, the outcomes definition discussion has started in all 

individual HM groups (including ALL, AML, MDS, CLL, NHL, MM, and childhood HM). Also, individual 

HM-specific questions and outcomes considering both clinical outcome measures and patient-related 

factors for patients and caregivers have been defined. 

Within an ongoing discussion in close collaboration with other WPs—especially WP6 but also WP3/4, 

WP5, and WP8—, the HM outcomes defined by HARMONY will have an impact on the future of patient 

management in Europe.  
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2. SCOPE: 

Definition of a set of outcomes for individual HMs (including MM, AML, ALL, CLL, NHL, MDS and 

childhood HMs) and individual HM-specific questions that will consider both clinical outcome measures 

and patient-related factors for patients and caregivers. 

The outcome definitions will make an impact on how clinical and observational studies are conducted, 

lead to the identification of novel paths for drug development, and influence the approval requirements 

for novel compounds. Therefore, important considerations concerning outcome definitions and 

measurement are currently being made within a continuing discussion / interaction between WP2 and 

WP6 members, as well as with input from other WPs (e.g. WP3/4, WP5, and WP8).  
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3. PURPOSE AND OBJECTIVES: 

Under the co-ordination of the WP2 leads, academic and EFPIA KOLs (hereon referred to as KOLs) have 

started to develop a set of outcomes for each HM (disease-specific outcome measures for MM, AML, 

ALL, CLL, NHL, MDS and pediatric HMs) 

While the outcomes’ selection is influenced by design characteristics and resource limitations inherent 

to the data sets available to HARMONY at the start of the project, the pilot studies’ endpoints were 

chosen to maximize the validity, usefulness and meaningfulness of the answers that can be given to novel 

questions. 

Examples of the HM-specific questions that are going to be addressed within HARMONY are outlined 

below. These questions, as well as novel outcome definitions, will be instrumental in meeting the unmet 

needs of patients. In the future, we will continue to further structure the outcomes 

definitions/measurements, such as clinical factors (including surrogate parameters for cure, e.g. CR rate 

at “X” months, as well as early surrogate parameters for response, e.g. MRD, metabolic imaging, etc.), 

molecular factors (both host susceptibility and tumour-associated factors), and patient-related factors 

(including quality outcomes for use in routine care and to drive value-based payments). 

During the course of the project, novel questions will arise on the basis of the currently determined 

outcome definitions and based on new insights and discoveries. These can be added and addressed by 

HARMONY and outcome measurements will be refined accordingly, thus guaranteeing a dynamic and 

flexible process that can address medical needs in a timely fashion. 
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4. METHODS AND RESULTS: 
 

4.1. Methods 

Since the start of the HARMONY project all participants in WP2 have started the discussions on 

potential outcomes definitions and questions. First interactions with WP6 members have been 

established  at the kick-off meeting in Salamanca. We have started to work on the basis for the 

definition of a standard set of outcomes, as well as a specific one for each HM (disease specific 

outcome measures) by gathering current outcome definitions having unmet clinical needs of 

consideration.  

In order to involve more the viewpoint of the stakeholders of WP6 (patients’ associations, regulatory 

and HTA agencies, and payers), WP2 and WP6 started to have several TCs and a F2F WP leads 

meeting at this year’s annual meeting of the European Hematology Association (EHA).  

In the next few months, there will be regular updates provided by the participants of WP2 and WP6 

relying on the progress of the different disease proposals and on a planned WP2/WP6 “awareness 

session on outcomes definition” at the general assembly meeting in October 2017 which will be 

presented by the different stakeholders. This awareness session will be the baseline for a separate 

WP2/WP6 “outcomes definition brainstorming meeting” in November 23/24, 2017. 

 

4.2. Results 

Within the following subsections, the first set of HM relevant questions are summarized, which will 

form the basis for ongoing discussions on outcome definitions. It is planned to involve the 

participants for further detailed discussions from the second half of 2017.  

 

4.2.1. AML 

- Define patients who are suitable for intensive therapy and who benefit from SCT in CR1  

- Determine treatment impact on outcome in elderly APL patients 

- Investigation of MRD (based on molecular analyses and FC) to inform treatment in various 

genetically-defined AML subgroups 

- Delineation of differences in the genomic landscape between elderly and young adult well-

annotated AML patients and potential impact on differing outcomes 

- Identification of a priori predictive sensitivity markers for novel therapies 

- Improved molecular characterisation of the MDS/AML overlap subtype and definition of 

prognostic markers and potential novel therapeutic strategies 

- Discuss the role of efficacy endpoints other than OS in patients suitable for intensive treatment 

and SCT 

- Determine the impact of the start of treatment in very-low to intermediate risk MDS on AML 

progression 
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- Determine the impact of immune checkpoint inhibitors on outcome in AML patients 

- Delineate the differences, if any, between responders to allogeneic transplantation and 

immune checkpoint inhibitors 

- Investigate the impact of erythrocyte and thrombocyte transfusions on survival endpoints in 

MDS/AML 

 

4.2.2. ALL 

- Correlation of novel molecular risk factors with long term outcomes 

- Outcomes of patients with several types of Ph-like ALL with tyrosine kinase inhibitors 

- Impact of current therapeutic strategies on outcomes of elderly patients with ALL 

- Prognostic impact of MRD in distinct ALL molecular subtypes 

- Impact of age and ethnicity on genomic alterations in ALL 

- Evaluation of the impact of novel agents (e.g. blinatumumab, inotuzumab) regarding long 

term outcomes in ALL and their place in the ALL treatment algorithm 

- Identification of clinical and molecular markers of treatment refractoriness 

- Definition of MRD cut-off levels and timepoints for risk group assignment 

- Definition of clinical, age, and molecular groups that benefit the most of allogeneic SCT after 

CR1 

 

4.2.3. MDS 

- Identify new consensus outcomes and potential surrogates for overall survival (=> updating of 

International IWG 2006 criteria) 

- Evaluate the role of newer drugs 

- Find the optimal drug/s to add to hypomethylating agents (HMAs) to improve survival 

advantage in higher-risk MDS 

- Find new treatments to avoid RBC transfusion dependence in lower-risk MDS with anemia 

(especially relevant for erythropoiesis stimulating agents [ESAs]-resistant patients) 

- Reduce relapse risk after allogeneic hematopoietic cell transplantation (HCT), especially in 

very high-risk patients 

- Assess the independent prognostic role of molecular data (especially somatic mutational 

analysis) for refining prognosis of MDS 

- Identify those lower-risk MDS patients who may benefit from intensive therapies, including 

allogeneic HCT and set the best timing for starting treatment 

- Explore the potential value of the variant allele frequency of specific somatic mutations as 

measurement of minimal residual disease 
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4.2.4. CLL 

- Definition of a prognostic model that will clearly distinguish MBL/CLL cases that are more 

likely to progress to a life-threating disease requiring treatment 

- Shift toward front-line noncytotoxic regimens 

- Definition of MRD negativity as a therapeutic goal in younger and fit patients 

- Optimization of a risk-adapted therapy based upon biomarkers: cytogenetics, IGVH status etc. 

- Explore combinations of targeted agents aimed at deep remissions-> prolonged TTNT -> cure? 

- Definition of a predictive model to better select treatment for patients with progressive 

disease, keeping in account both the host-derived and tumour-derived profiles particularly in 

the setting of the newer targeted and non-genotoxic treatments 

- Optimization of the sequence of treatments to improve efficacy and long-term control of the 

disease. 

 

4.2.5. NHL 

- Delineate, at diagnosis, which patients are the most difficult to treat / cure by combining 

clinical and molecular data (from tumour and/or blood) and bring the evaluation of these 

parameters into routine practice 

- Define, within the different subtypes, patients that will benefit (or escape) from new targeted 

therapies (BCR inhibitors, epigenetic modifiers, BCL2 inhibitors,… ) and reliably identify them 

- Further define anti-CD20 resistance, assess its potential reversibility and find ways to 

potentiate anti-CD20 or overcome this resistance (a critical question given the pivotal role of 

anti-CD20 in B-cell NHL)  

- Assess the current and emerging tools (translocations, IG sequences, clonotypes, mutated 

circulating DNA…) to monitor MRD in NHL, to develop MRD monitoring as a clinically relevant 

endpoint for clinical trials in NHL  

- Enhance the standardization of PET-CT in the evaluation of (early and final) response to 

treatment (compare available scales, delta SUV, new approaches such as metabolic tumour 

volume, etc.) 

 

4.2.6. MM 

- Define (long term) outcomes in pre-defined subsets of (NDMM?) patients 

- Limit to outcomes currently recorded in available data sets (e.g. EFS, OS, response rate) 

- NDMM patient sub-groups of interest: 

- Transplant eligible vs ineligible 

- Patients with poor prognostic markers [FISH] 

- Age-groups (including elderly patients)  
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- By comorbidity 

- Subgroups of patients with early deaths (Primary resistant vs early progression vs toxic deaths) 

- Rare forms, e.g. PCL 

- Describe patient outcomes by decade 

- Define relevant cut-off values for chromosomal abnormalities/aberrations 

- Define prognostic factors for long term survival in patients with unfavourable FISH [e.g. 

del(17p)] 

- Identify Factors for Refractoriness to treatment (e.g. IMiD, PI, High-dose, new agents) 

- Characterise utility of MRD as a surrogate endpoint for OS/EFS 

- Validate R-ISS and/or ISS in EU data 

 

4.2.7. Pediatric HM 

- Identification of clinical predictors and biological determinants of primary refractory disease 

(<5% patients). 

- Identification of robust biomarkers of very low-risk disease, which can be treated with reduced 

toxicity protocols. 

- Definition of the role of a variety of targeted therapies in improving the treatment and outcome 

of ALL 

- Evaluation of genetic biomarkers in predicting outcome after first relapse. 

- Determination of the clinical and genetic risk factors for major toxicities (e.g. pancreatitis, 

osteonecrosis etc.) which are highly relevant in paediatric HM of children and adolescents (in 

particular with regard to long term sequelae) 
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5. DISCUSSION AND CONCLUSION: 

 

5.1. Discussion 

While so far, we have not encountered any significant deviations from the DoA and the contingency 

plans, progress with regard to joint “outcomes definition” discussions was a little slowed down due 

to the focus of WP2 on the pilot project(s), which is crucial to build up the HARMONY platform.  

In order to guarantee a further successful continuation of the WP2 work plan, we have come up with   

a detailed objective list for 2017 

 

Theme No. Objective for 2017 

A. Key 
stakeholders 
identified and 
engaged 

A 1 

A 2 

A 3 

✓ To maintain accurate and up to date lists of public partners as well as EFPIA members by 
disease area, identifying key contact persons for each disease area.  

✓ To identify key cooperate groups which can participate in HARMONY 

✓ Create a framework for regular communication (e.g. F2F meetings, regular calls)  

B. Close 
Collaboration 
with other 
Harmony WP 
activities and  
results 

 B1 

 B2 

 B3 

✓ Core team takes lead in ensuring good communications with the other WPs (within monthly 
steering committee calls) 

✓ Ensure sharing information via SharePoint and other approaches 

✓ Create transparency between work package leads   

C. Set up of the 
guidance and 
approval 
process for pilot 
studies 

 C1  

 C2 

 C3 

 C4 

• Checklist for study pilots 

• First proposal in each disease area  and allocation of potential datasets by month 3 

• Start of approval and negotiation process by month 6 

• Close Alignment with WP1 

D. Desired 
Outcomes 
defined 

 D1 

 D2 

 D3 

• Mapping of current outcome measures for each disease area 

• Align with key stakeholders of other  WPs  

• Provide guidance to disease area leads on process for proposing valid outcome measures 
from the core team 

E. Development 
and 
Implementation 
of the results of 
the AML pilot  

 E1 

 E2 

 E3 

 E4 

• Work on legal topics e.g. ICF, anonymization vs. pseudoanonnymization 

• Establish data platform /workflow  through WP3 

• SWOP  assessment 

• Disseminate of results to all WPs 

Table 1. WP2 objectives for 2017. 
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5.2. Conclusion 

First WP2 milestones were achieved and first outcome questions and definitions have been delivered 

by all HM groups. While there is an ongoing discussion, the first lists —as outlined above— will form 

a good basis to establish (i) a comprehensive list of the current outcomes definition standards for 

each individual HM group, and then also on overarching areas of outcomes.   

Thus, this first comprehensive pan-European public-private partnership started well and there has 

been an increasing and very productive interaction of both EFPIA and public partners within WP2 

(see Figure 1). While the networking efforts have already resulted in a well-established collaboration, 

this network will continue growing and, based on optimized communication structures, will become 

more and more effective over time. 

Outcome-definition activities have started and are on-going for all HM groups.  Novel aspects and 

details will be discussed more in detail in the second half of 2017 with one workshop for all 

participants of WP2 and WP6 . 

 

 

 

Figure 1. Key contacts of core and extended WP2 team (including public and private KOLs) interaction to deliver 
outcomes in individual HM groups. 
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