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[bookmark: _Toc459367005]Appendix 1: Patient and clinician recruitment criteria 
	Type of Participant
	Criteria for Recruitment

	Patient 
	· Member of patient association such as the Neuroendocrine Cancer Awareness Network (NCANN) or Carcinoid Cancer Foundation or local patient support group
· A mix of patients with locally advanced or metastatic nonfunctioning (asymptomatic) GEP-NET receiving either an SSA or under watchful waiting
· Interest in shared decisionmaking on the management of the disease

	Clinician
	· Active practitioner (oncologist) specializing in treating patients with locally advanced or metastatic GEP-NET 
· Member of the professional society pertaining to disease management and education
· A mix of clinicians 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






Appendix 2: Core MCDA Benefit-Risk tree criteria and sub-criteria definitions
	CRITERION/ Sub-criterion
	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
	Defined as the time from initiation of intervention until objective tumor progression or death. Formal guidelines to define or standardize tumor progression in NETs are lacking. Some experts consider it is a combination of multiple symptomatic, radiologic and laboratory elements. In many trials (not in practice), the Response Evaluation Criteria In Solid Tumors (RECIST) is used to assess disease progression.

	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
	The time from initiation of intervention until death from any cause. Survival is considered the most reliable cancer endpoint, and when studies can be conducted to adequately assess survival, it is usually the preferred endpoint. However, overall survival was not deemed to be a practical endpoint for most advanced NETs trials in the Consensus Report of the National Cancer Institute Neuroendocrine Tumor Clinical Trials Planning Meeting.

	Level of chromogranin A
	Surrogate marker of response. Chromogranin A (CgA) is a 49-kDa protein that is contained in the neurosecretory vesicles of NET cells and is commonly detected in the plasma of patients with endocrine neoplasms.

	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)
	Measure of the effects of an illness to see how that illness affects a person’s day‐to‐day life

	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
	Any untoward medical occurrence in a patient administered a pharmaceutical product and which has a causal relationship with this treatment

	Non-fatal serious adverse events
	Any untoward medical occurrence that at any dose is life-threatening, requires inpatient hospitalization or prolongation of existing hospitalization, results in persistent or significant disability/incapacity

	Fatal adverse events
	Reported fatalities





[bookmark: _Toc459367007]Appendix 3: Modulated MCDA Benefit-Risk tree domains, criteria and subcriteria definitions
	DOMAIN/Criterion/Subcriterion
	Definition

	OUTCOMES (BENEFIT-RISK) OF INTERVENTION

	Comparative efficacy/effectiveness
	See definition and subcriteria in Appendix 2

	Comparative patient-reported outcomes and convenience (including follow-up)
	See definition and subcriteria in Appendix 2

	Comparative safety/tolerability
	See definition and subcriteria in Appendix 2

	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 (insurer, HMO, etc.)
	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





[bookmark: _Toc449102818]Appendix 4:  Targeted Systematic Literature Review Methodology for decision Support workshop manual
i. [bookmark: _Toc354069633][bookmark: _Toc420671544][bookmark: _Toc449102819]Searches
Sources and database
Sources of information included:
· biomedical literature databases
· organization websites 
· bibliographies of full text articles retrieved
· Non-public domain data provided by the developer (IPSEN).

Databases and websites
· PubMed
· ASCO
· NANETS
· Patient association websites
· Trial registries

Search terms included: 
	Search term
	Filter

	(gastroenteropancreatic NET OR gastroenteropancreatic neuroendocrine tumor OR GEP NET OR GEP carcinoid OR gastroenteropancreatic carcinoid OR pancreatic NET OR pancreatic neuroendocrine tumor OR pancreatic carcinoid OR small bowel NET OR small bowel neuroendocrine tumor OR small bowel carcinoid OR gastrointestinal neuroendocrine tumor OR GI NET OR carcinoid tumor OR GI carcinoid OR gastrointestinal carcinoid OR duodenal NET OR duodenal neuroendocrine tumor OR duodenal carcinoid OR small intestinal neuroendocrine tumor OR small intestinal carcinoid OR small intestine carcinoid OR large intestine NET OR large intestinal NET OR large intestine neuroendocrine tumor OR large intestine carcinoid OR large intestinal carcinoid OR rectum carcinoid OR rectal carcinoid OR rectum NET OR rectal NET OR rectal neuroendocrine tumor OR colon neuroendocrine tumor OR colonic carcinoid OR colon carcinoid OR appendiceal carcinoid OR appendix carcinoid OR appendiceal neuroendocrine tumor OR appendix neuroendocrine tumor OR appendiceal NET OR appendix NET OR jejunum NET OR jejunal NET OR jejunum carcinoid OR jejunal carcinoid OR jejunal neuroendocrine tumor OR ileal NET OR ileum NET OR ileal carcinoid OR ileum carcinoid OR ileal neuroendocrine tumor OR stomach NET OR stomach carcinoid OR gastric carcinoid OR stomach neuroendocrine tumor OR gastric NET OR gastric neuroendocrine tumor OR cecal NET OR cecum NET OR caecal NET OR caecum NET OR cecal carcinoid OR cecum carcinoid OR caecal carcinoid OR caecum carcinoid OR cecum neuroendocrine tumor OR cecal neuroendocrine tumor)
	

	AND (adherence OR persistence OR compliance OR satisfaction)
	-Last 10 years

	AND (treatment pattern” OR management OR practice OR “treatment practice” OR “therapeutic approach” OR lanreotide OR octreotide OR somatostatin analog)
	-Reviews, last 5 years

	AND (guideline OR statement OR consensus OR recommendation) 
	-Guideline, practice guideline last 10 years

	AND (incidence OR prevalence OR epidemiolog*) 
	-Last 5 years

	AND (quality of life OR QoL OR utility OR utilities OR burden OR HRQOL OR health-related quality of life OR EQ-5D OR EuroQuol-5D OR SF-36 OR Functional Assessment of Cancer Therapy OR EORTC-QLQ-C30 OR QLQ-GI.NET21 OR QLQ-GINET21 OR Norfolk QOL-NET)
	-Last 5 years

	AND (death OR mortality)
	-Core clinical journal, English, last 5 years

	AND (symptom OR etiology OR aetiology OR presentation OR manifest* OR co-morbid* OR comorbid OR progression) 
	-Reviews, English, last 5 years

	((neuroendocrine tumor) OR (neuroendocrine tumour)) AND (lanreotide OR octreotide OR (somatostatin analog))
	-Clinical trials, meta-analyses last 10 years

	AND (cost* OR econom* OR finance* OR price)
	--



ii. [bookmark: _Toc420671545][bookmark: _Toc449102820]Selection criteria for sources of data reported in the Decision Support manual
Disease impact and context of intervention 
Peer reviewed articles and reviews, clinical practice guidelines were included. Recent studies with representative populations, and recent reviews in prominent journals were preferentially selected. Epidemiology information was preferentially sourced from recent peer-reviewed studies; where these were not available, registry data, prominent disease associations and databases were consulted.

Clinical studies
Only key pivotal studies (Phase 3 and 4 randomized controlled trials [RCTs]; prospective studies) were included in the assessment. Phase 1 and 2 RCTs, studies with no pooled data, and case series were not included. Research abstracts were also excluded. In this case, only one placebo-controlled phase 3 trial for lanreotide (CLARINET) was available and there were no head-to-head trials. Data from CLARINET was supplemented by data from the only phase 3 placebo-controlled trial of the comparator octreotide (PROMID).

Contextual criteria
Relevant peer-reviewed articles and literature reviews as well as information published by steering committees were included. Additional data were taken from international and regional cancer research networks and patient organizations.


iii. [bookmark: _Toc354069635][bookmark: _Toc420671546][bookmark: _Toc449102821]Data extraction and validation 
Outcomes selection was based on regulatory requirements for oncology trials (FDA and CHMP32,33); efficacy outcomes included were progression-free survival (acceptable primary endpoint), overall survival, in addition to other disease-specific endpoints (e.g. chromogranin A). Relevant safety outcomes were common adverse events (AEs; both treatment-related and all-cause), serious AEs, discontinuations and deaths.
	Client name
	IPONMO06 MCDA GEP-NETs manuscript v3.0.docx



	
	MCDA SupplMat




	LA-SER Analytica
	Page 3



	LASER 
	Page 10



Appendix 5: Excerpt of evidence matrix (criterion: Comparative efficacy/effectiveness, sub-criterion: Progression-free survival)
	
CRITERION: COMPARATIVE EFFICACY/EFFECTIVENESS


	Definition of criterion: 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.

	SUB-CRITERIA
Definition
	EVIDENCE AND INSIGHTS
	IMPACT ON DECISION (score) 

	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.
	WHAT IS THE EVIDENCE on the effect of the interventions on PFS? 
Published evidence – CLARINET trial6
Compared to patients who received placebo, patients receiving lanreotide had significantly longer PFS (P<.001) and were 3.27 times as likely to be alive without disease progression at the end of the 96-week study (odds ratio).
	
	Lanreotide
	Placebo

	Intent-to-treat analysis
	n=101
	n=103

	Primary: PFS (time to disease progression* or death within 96 weeks after the first injection of the study drug)

	Median (95% CI) months
	Not reached
	18.0 (12.1–24.0)

	HR (95% CI); P value
	0.47 (0.30–0.73); P < 0.001†

	% Patients alive without disease progression**

	At week 48
	66%
	49%

	Between-groups odds ratio (95% CI) 
	2.11 (1.19–3.76); P < 0.05†

	At week 96
	52%
	25%

	Between-groups odds ratio (95% CI)
	3.27 (1.81–5.93); P < 0.001†


CI: confidence interval; HR: hazard ratio (the hazard of experiencing PFS in lanreotide vs placebo; HR=1 indicates no difference between the 2 groups; HR < 1  means that lanreotide was more effective than placebo)
*Centrally assessed according to RECIST; **Patients counted as having treatment success or failure at each assessment (Any patient who withdrew from the study before the visit was counted as having disease progression or having died); †Statistically significant difference versus placebo

Insights you may wish to provide 


Information you would have wanted to see
	HOW does consideration of progression-free survival impact my decision?

|_| 5  Much more in favor of lanreotide
|_| 4
|_| 3 
|_| 2
|_| 1 
|_| 0  No difference
|_| -1
|_| -2 
|_| -3
|_| -4 
|_| -5  Much more in favor of watchful waiting

|_| Not considered 
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