To treat or watch? Identifying drivers of decisions for patients with GEP-NET using reflective
Multi-Criteria Decision Analysis
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ABSTRACT

BACKGROUND: GEP-NET are slow-growing tumors with heterogeneous
presentation. Somatostatin analogs (SSAs) or watchful waiting are
recommended for management of unresectable, well- or moderately-
differentiated non-functioning GEP-NET. This study aimed to develop a
comprehensive shared-decisionmaking MCDA framework, and explore drivers
of decision.

METHODS: A decision support tool was designed using a holistic MCDA
framework (EVIDEM), literature review and insights from a Chatham-house
panel of US physicians and patients with GEP-NET. A second extended panel
(5 patients, 6 physicians) explored drivers of decision using two scenarios
(SSA [reference case lanreotide] versus watchful waiting; lanreotide versus
octreotide). Evidence was synthesized from a comprehensive literature review.
Participants assigned weights through two techniques. For each criterion,
participants were prompted to share experiential insights and knowledge, and
assign a score (+5 [Much in favor of option 1] to -5 [Much in favor of option 2]).
Contributions to relative benefit-risk balance (RBRB) and modulated RBRB
(NormWeight X Score) were calculated for each criterion. Sensitivity analyses
were performed.

RESULTS: At group level, when exploring treatment over watchful waiting,
Type of therapeutic benefit, Disease severity, Effectiveness (mainly due to
Progression-free survival and Disease symptoms) and Quality of evidence
favored treatment (mean contribution: 0.08 £ SD 0.06, 0.07 = 0.09, 0.07 £ 0.09
and 0.06 = 0.06 respectively) whereas Costs aspects (interventions, medical
and non-medical) favored watchful waiting. When comparing two treatment
options, the majority of criteria did not favor one option over another. System
capacity (0.02 £ 0.02) and Non-medical costs and constraints (0.02 + 0.03) tip
the scale in favor of lanreotide and Cost of intervention in favor of octreotide
(0.08 = 0.12). Sub-criteria Impact on autonomy and Impact on dignity favored
lanreotide. Wide SDs reflect variability of drivers of decision across
participants.

CONCLUSIONS: Exploration of scenarios identified drivers of decision for
GEP-NET management and revealed the diversity of participants’ perspectives.
Holistic MCDA embedded with evidence supports individual reflection and
informed shared-decisionmaking.

OBJECTIVES

 To explore the preferences and underlying criteria that patients and
clinicians use in making their decisions on the treatment options of
unresectable, well- or moderately differentiated nonfunctioning GEP-NET,
by elucidating which criteria are considered and how they are considered
using an MCDA approach. The study aims to develop a comprehensive
decision framework and identify preferences of patients and clinicians.

BACKGROUND

* Neuroendocrine tumors (NETs) are rare slow-growing tumors arising in the
endocrine system. In the United States, the prevalence is estimated to be
103,312 cases or 35 per 100,000." GEP-NET symptoms are often
nonspecific and mimic a variety of disorders, obstructing and delaying
diagnosis. Diagnosis typically occurs at an advanced stage, often
inadvertently and after metastases have developed.23
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METHODS

Development of the decision support tool

BACKGROUND (cont.)

RESULTS (cont.)

For patients with unresectable, well- or moderately differentiated .
nonfunctioning GEP-NET with asymptomatic stable disease and mild tumor

burden, treatment options include watchful waiting or systemic therapy with

somatostatin analogues (SSAs) such as octreotide or lanreotide.

The criteria with the highest contributions to RBRB in favor of treatment with
lanreotide were Progression-free survival (0.1 = 0.13) and Disease
symptoms (0.05 £ 0.06). Watchful waiting was favored with respect to the
criteria Non-fatal non-serious adverse events (-0.02 = 0.03), Non-fatal
serious adverse events (-0.01 + 0.02) and Convenience (-0.01 = 0.01).
Costs considerations, namely Cost of intervention, Other medical costs and
constraints and Non-medical cost and constraints favored watchful waiting
(mean contributions: -0.14 £ 0.12; -0.05 £ 0.07; -0.03 + 0.07, respectively).

The open-source EVIDEM MCDA framework was designed to stimulate
structured reflection and pragmatic collection of insights on the true value of
interventions from all stakeholders, through a broad set of quantitative and
qualitative criteria, each explicitly rooted in ethical aspects inherent to fair

and accountable decisionmaking.* - Among patients, Comparative effectiveness obtained the highest mean

The EVIDEM framework was selected for this study as a comprehensive co.ntr?bution (0.12 + O._11), favqring treatment with Ianrgptide, whereas the
platform to explore decision criteria and preferences underlying treatment criterion Cost of the intervention favored watchful waiting (mean -0.12 +
options for patients with GEP-NET. 0.1).

* Among clinicians, Disease severity (0.10 £ 0.15 and Type of therapeutic
benefit (0.10 £ 0.07) obtained the highest mean contributions favoring
treatment with lanreotide. The criterion Cost of the intervention favored
watchful waiting (-0.15 score = 0.15).

Figure 1. Mean Modulated RBRB contributions* of each
quantitative criterion and overall Modulated RBRBT for
treatment (using lanreotide as reference case) vs. watchful
waiting

A decision support tool was designed using the EVIDEM framework.
Decision criteria were identified from the framework, the literature review
and insights of patients and physicians collected as part of a Criteria
workshop held in March 2016.
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«——— Favors watchful waiting Favors lanreotidle ———

At group level, an overall mean modulated RBRB of 0.12 (+0.4) favored
treatment with lanreotide over watchful waiting (see Figure 1).

*Values shown represent the contribution of criteria to Modulated relative benefit risk balance calculated as normalized weight
(summing to 1) multiplied by score for each criterion (theoretical range from -1 to +1).

TRelative benefit risk balance is the sum of contributions from all criteria (theoretical range from -1 to +1)

Error bars show standard deviations across 11 participants.
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Type of therapeutic benefit (mean contribution, 0.08 £ 0.06), Comparative
effectiveness (0.07 + 0.09) Disease severity (0.07 £ 0.12), and Quality of
evidence (0.06 + 0.10) favored treatment with lanreotide over watchful
waiting.

RESULTS (cont.)

 When comparing two treatment options (lanreotide vs. octreotide), the
majority of criteria did not favor one option over another and the overall
mean RBRB was -0.04 £ 0.13 in favor of octreotide (see Figure 2). System
capacity (0.02 £ 0.02) and Non-medical costs and constraints (0.02 + 0.03)
tip the scale in favor of lanreotide, and Cost of intervention in favor of
octreotide (-0.08 £ 0.12).

« Among patients and clinicians, most of the modulating criteria did not favor
one option over the other. Other medical costs obtained the highest value in
favor of lanreotide by patients (0.02 + 0.02).

« Clinicians indicated System capacity (0.03 + 0.03), Non-medical costs (0.02
t+ 0.03), Disease severity (0.01 £ 0.03) and Patient-perceived health/PRO
(0.008 £ 0.01) favored lanreotide whereas Cost of intervention obtained the
highest mean in favor of octreotide by both patients and physicians (0.04 +
0.06 and -0.1 £ 0.14, respectively).

*  Four of 11 participants indicated that the criterion Opportunity costs and
affordability is in favor of watchful waiting in the first scenario and of
octreotide in the second scenario. None of the qualitative criteria favored
lanreotide.

Figure 2. Mean Modulated RBRB contributions* of each
quantitative criterion and overall Modulated RBRBT in the
scenario comparing lanreotide vs. octreotide
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TRelative benefit risk balance is the sum of contributions from all criteria (theoretical range from -1 to +1)

Error bars show standard deviations across 11 participants.

CONCLUSIONS

The MCDA EVIDEM framework was selected as it allows evidence, values,
perspectives and trade-offs to be incorporated into a comprehensive and
pragmatic approach combining both quantitative and qualitative insights
when making decisions regarding treatment options for patients with
unresectable, well- or moderately differentiated nonfunctioning GEP-NET.

*  Most participants deemed that all criteria of the EVIDEM MCDA framework
are relevant to engage in a discussion around treatment initiation.

«  Through the exploration of two scenarios (watchful waiting vs. treatment
with lanreotide, and lanreotide vs. octreotide), applying the MCDA process
allowed the in-depth exploration of what matters and how it matters in the
shared decisionmaking process.

« Scenarios comparing watchful waiting to treatment with lanreotide at a
group and subgroup level indicate that patients and clinicians prefer to opt
for treatment, whereas scenarios comparing SSAs did not seem to favor
one treatment option over the other, despite a trend observed in favor of
lanreotide.

* Holistic MCDA embedded with evidence supports individual reflection and
informed shared-decisionmaking. This exploration highlights the importance
of identifying what matters to patients and conveying, to patients and their
caregivers, the available evidence and relevant information.

ACKNOWLEDGEMENTS

We would like to thank the workshop participants: Dr. Al B. Benson Ill , Robert
H. Lurie Comprehensive Cancer Center of Northwestern University, Chicago,
IL; Ms. Claire Coen; Ms. Carol Dansky; Dr. Thorvardur Halfdanarson, Mayo
Clinic, Rochester, MN; Dr. Matthew H. Kulke , Dana-Farber Cancer Institute,
Boston, MA; Dr. Heloisa Soares, Moffitt Cancer Center, Tampa, FL; Ms.
Patricia Strong; Dr. Keith Stuart, Lahey Hospital and Medical Center,
Burlington, MA; Ms. Donna Tracey; Dr. Namrata Vijayvergia, Fox Chase
Cancer Center, Philadelphia, PA; Ms. Lana Woodcock. The authors would like
to thank the Carcinoid Cancer Foundation for their assistance in recruiting
patients for the study. This study was funded by IPSEN Pharma SAS.

REFERENCES

1. Yao JC, Hassan M, Phan A, Dagohoy C, Leary C, Mares JE, et al. One hundred years after "carcinoid":
epidemiology of and prognostic factors for neuroendocrine tumors in 35,825 cases in the United States. J
Clin Oncol. 2008;26(18):3063-72.

2. Vinik Al, Chaya C. Clinical Presentation and Diagnosis of Neuroendocrine Tumors. Hematol Oncol Clin
North Am. 2016;30(1):21-48.

3. International Neuroendocrine Cancer Alliance. Global survey. On International Neuroendocrine Cancer
Alliance website [updated 2016; cited 2016 Jul 21]. Available from: http://incalliance.org/tag/qlobal-survey/.

4. Tony M, Wagner M, Khoury H, Rindress D, Papastavros T, Oh P, et al. Bridging health technology
assessment (HTA) with multicriteria decision analyses (MCDA): field testing of the EVIDEM framework for
coverage decisions by a public payer in Canada. BMC Health Serv Res. 2011;11:329.

5. Daniels N. Decisions about access to health care and accountability for reasonableness. J Urban Health.
1999;76(2):176-91.

6. Goetghebeur MM, Wagner M, Khoury H, Levitt RJ, Erickson LJ, Rindress D. Bridging health technology
assessment (HTA) and efficient health care decision making with multicriteria decision analysis (MCDA):
applying the EVIDEM framework to medicines appraisal. Med Decis Making. 2012;32(2):376-88.

7. Wagner M, Khoury H, Willet J, Rindress D, Goetghebeur M. Can the EVIDEM framework tackle issues
raised by evaluating treatments for rare diseases: analysis of issues and policies, and context-specific
adaptation. Pharmacoeconomics. 2016;34(3):285-301.

8. van Til J, Groothuis-Oudshoorn C, Lieferink M, Dolan J, Goetghebeur M. Does technique matter; a pilot
galflc‘ity1e2xplor|ng weighting techmques for a multi-criteria decision support framework. Cost Eff Resour Alloc

WMMMW ””W wmmuammam WM': nﬁmm lm'ommmnm'ﬁ WMMMMMWM 'M'Mm Qmmm



