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A Criteria definitions

Criteria and subcriteria of the Core MCDA Benefit-Risk tree
	Criteria
Sub-criteria
	Definition

	Comparative efficacy/ effectiveness
	Capacity of the proposed intervention to prevent or to produce a desired (beneficial) change in signs, symptoms or course of the targeted condition above and beyond beneficial changes produced by alternative interventions. Includes efficacy and effectiveness data, as available.

	Progression-free survival
	PFS is defined as the time one can live without tumor progression. Tumor progression generally means that the tumor has increased in size or that new lesions have developed, which can usually be seen on a scan.  Some doctors consider also symptoms and lab results for determining whether a tumor has progressed.

	Disease symptoms
	Impact of treatment on symptoms (worsening or improvement)

	Tumor regression rate
	A decrease in the size of a tumor or in the extent of cancer in the body

	Overall survival
	Overall survival is defined as time to death from any cause. It is difficult to precisely measure the impact of a treatment on overall survival in advanced NETs trials because the disease progresses slowly and because patients in the trials are allowed to switch treatments.

	Level of chromogranin A
	Chromogranin A is a protein produced by NET cells that is commonly detected in the blood of patients. Some studies suggest that the measured level of chromogranin A may indicate whether or not a patient is responding to treatment

	Comparative patient-reported outcomes and convenience (including follow-up)
	Capacity of the proposed intervention to produce beneficial changes in patient-perceived health and patient-reported outcomes (PROs) (e.g., quality of life) above and beyond beneficial changes produced by alternative interventions; also includes improvement in convenience to patients, and considerations of autonomy and dignity.

	Health-related quality of life (HRQoL)
	Health Related Quality of Life relates to the impact of a person’s physical and mental health status on his/her quality of life. It is a multi-dimensional concept that includes physical, mental, emotional, and social functioning.

	Impact on autonomy
	Aspect of intervention resulting in limitations of autonomy (e.g., impact on ability to travel)

	Impact on dignity
	Aspect of intervention affecting dignity (e.g., impact on appearance)

	Convenience/Ease of use/ Mode and setting of administration

	A measure of the usability of the injection device, the ease, comfort and/or speed of administration and its safety

	Comparative safety/tolerability
	Capacity of the proposed intervention to produce a reduction in intervention-related harmful or undesired health effects compared to alternative interventions.

	Non-fatal non-serious adverse events
	An adverse event is defined as any untoward medical occurrence in a patient who takes a drug. Examples of non-serious adverse events include diarrhea, nausea, gallstones, headache, and high sugar or fat levels in blood.

	Non-fatal serious adverse events
	A serious adverse event is defined as any untoward medical occurrence that is life-threatening, requires hospital admission (or longer stay in hospital if already hospitalized) or results in persistent or significant disability/incapacity.

	Fatal adverse events
	Reported fatalities






Domains, criteria and sub-criteria of the Modulated MCDA Benefit-Risk tree, including qualitatively considered criteria
	Criteria
· Sub-criteria
	Definition

	Quantitative criteria

	OUTCOMES (BENEFIT-RISK) OF INTERVENTION

	Comparative efficacy/effectiveness
	See definition and subcriteria in above table

	Comparative patient-reported outcomes and convenience (including follow-up)
	See definition and subcriteria in above table

	Comparative safety/tolerability
	See definition and subcriteria in above table

	TYPE OF BENEFIT OF INTERVENTION

	Type of therapeutic benefits 
	Nature of the clinical benefit provided by the proposed intervention at the patient level (e.g., symptom relief, prolonging life, cure) 

	Type of preventive benefits 
	Disease risk reduction provided by the proposed intervention at the population level (e.g., prevention, reduction in disease transmission, reduction in the prevalence of risk factors).

	NEED FOR INTERVENTION

	Disease severity 
	Severity of the health condition of patients treated (or severity of the health condition that is to be prevented) with the proposed intervention with respect to mortality, morbidity, disability

	Unmet needs
	Shortcomings of interventions in their ability to prevent, cure, or ameliorate the condition targeted; also includes shortcomings with respect to safety, patient-reported outcomes and convenience

	Size of the population
	Number of people affected by the condition (treated or prevented by the proposed intervention) among a specified population at a specified time; can be expressed as annual number of new cases (annual incidence) and/or proportion of the population affected at a certain point in time (prevalence).

	ECONOMIC CONSEQUENCES AND CONSTRAINTS OF INTERVENTION

	Cost of intervention:  
· Cost of intervention to patient
· Cost of intervention to the healthcare system 

	Net cost of purchasing (for patient) or providing (for a private payer or the hospital) the intervention (excluding other spending – see criteria below). This represents the differential between expected expenditure for the proposed intervention and potential cost savings that may result from opting for the intervention(s). Limited to cost of intervention (e.g., acquisition cost, administration costs).

	Other medical costs and constraints 
· Cost and constraints to patient
· Cost and resource utilization to the healthcare system 
	Impact of the proposed intervention on other medical costs and constraints. This includes costs and constraints associated with: the number of hospital visits and their duration, physician consultations, monitoring, adverse events, etc. (excluding drug acquisition cost).


	Non-medical costs and constraints 
	Impact of the intervention on patients and caregivers in terms of lost productivity, time away from work, time away from family, disability costs, social services, caregiver time, etc., as well as financial impact on patient and caregiver (i.e., transportation)

	KNOWLEDGE ABOUT INTERVENTION

	Quality of evidence
	Extent to which evidence on the proposed intervention is relevant to the decision (in terms of study population, disease stage, comparator interventions, outcomes, etc.) and valid with respect to scientific standards (i.e., study design, etc.) and conclusions (agreement of results between studies). This includes consideration of uncertainty (e.g., conflicting results across studies, limited number of studies and patients). Consistent and complete reporting of evidence is a pre-requisite to assess validity.

	Expert consensus/ Clinical practice guidelines
	Concurrence of the proposed intervention (or similar alternatives) with the current consensus of experts on what constitutes state-of-the-art practices in the management of the targeted health condition; guidelines are usually developed via an explicit process and are intended to improve clinical practice.

	FEASIBILITY

	System capacity and appropriate use of intervention
	The capacity of a healthcare system to implement the intervention and to ensure its appropriate use depends on its infrastructure, organization, skills, legislation, barriers and risks of inappropriate use. Such considerations include mapping current systems and estimating whether the use of the intervention under scrutiny requires additional capacities

	Qualitative criteria
	

	FEASIBILITY (contextual)

	Opportunity costs and affordability
	The consideration of the medical resources that may be forgone (opportunity costs) if the intervention is implemented and whether the healthcare system can afford implementing the intervention. Both affordability and opportunity cost considerations require a financial/budgeting exercise. Opportunity costs and affordability is a feasibility criterion and can be considered at system/institution level and at the patient level (e.g., making choices between treating several diseases, or between health spending and other necessities such as food or shelter).

	Political, historical or cultural context
	The political, historical or cultural context may influence the value of an intervention with respect to specific political situations and overall priorities (e.g., priority for innovation) as well as habits, traditions and precedence

	NORMATIVE CONTEXTUAL

	Environmental impact
	The extent to which the production, use or implementation of the intervention causes environmental damages

	Mandate and scope of the healthcare system
	Alignment of the intervention with the mandate/scope of the healthcare system. The goal of healthcare is to maintain normal functioning. Mission and scope of healthcare plans/systems derive from this principle.

	Common goals and specific interests
	Pressures or barriers from groups of stakeholders or individuals are often part of the context surrounding healthcare interventions






[bookmark: _Toc485124414]B Recruitment criteria for panelists
	Type of participant
	Criteria for Recruitment

	Patient
	· Recruited through patient associations, such as the Asociación de Pacientes con Tumores Neuroendocrinos de España (NET España), Grupo Español de Pacientes con Cáncer (GEPAC), or local patient support group (if available)
· A mix of adult patients with locally advanced or metastatic nonfunctioning (asymptomatic) GEP-NET receiving treatment (SSA) or under watchful waiting
· Interest in shared decisionmaking on the management of the disease
· Signed informed consent

	Clinician*
	· Active practitioner (oncologist, endocrinologist) specializing in treating patients with locally advanced or metastatic GEP-NET 
· Member of the professional society pertaining to disease management and education, GETNE
· A mix of physicians with different approaches in management of patients with locally advanced or metastatic GEP-NET, from both academic and community practices and some contributors to prominent guidelines or other publications in the field
· A mix of physicians from different regions of Spain


*Identification of potential participants was made based on a mix of literature review (prominent publications, guidelines, etc.), membership of specialist association, involvement in GEP-NET community activities, and recommendations from the GEP-NET community
GETNE, Grupo Español de Tumores Neuroendocrinos.
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