When Precision Meets Decision

Is It Time to Evolve Current Approaches to Health Technology Assessments
for the Evaluation of Precision Oncology Therapeutics?

3 December 2021
M Shift
The material contained in this document is strictly confidential and the sole property of Shift Health. Beyond distribution to internal recipients for . l
appraisal, this document may not be reproduced in whole or in part for any purpose without the express written permission of Shift Health. A H EA LTH



Introduction

Scientific advancements over the past two decades have ushered in a new paradigm of
precision medicine, which is changing drug development and care delivery.

Precision oncology, in particular, is redefining how we view cancer, from an organ-specific
to a molecular disease, with therapeutics targeting increasingly smaller and better-defined
patient populations.
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Precision Medicine
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Precision Oncology and Tumour-Agnostic Therapies

Tissue-Agnostic Pipeline by Highest Phase, Indication, and Biomarker, 2019

Tissue-agnostic therapies Top-10 indications of pipeline Biomarker targets of confirmed
tissue-agnostic therapies by phase pipeline tissue-agnostic therapies
Solid umor (NN NTRK1-4 [ 5
FGFR1-4/FGF9,FGF19 IS 4
NSCLC MSI-H/dMMR | —— 3
Breast cancer (D RgSE1T = %
Cancer g TMB.H D 1 ~80 molecules with
. ALK /D 1 ) )
26 Ovarian cancer |} BRAF | D 1 potential tumour-agnostic
Myelodysplastic syndrome EGFR | N 1 indicati i
N=7 yelodysplastic sy L N =78 EbE NN 1 N =21 indication are being developed, of
19 Melanoma S GGNﬁa = ] which ~20 have a confirmed
Biliary tract cancer [l HER) D 1 biomarker target.
Acut loid leukemi KIT - 1
cute myelold feukenia. |SEE KRAS G12/G13 D 1
10 Lymphoma i MDM2 | 1
6I 10 < Bladder cancer i S ]
Phasel Phase II Phase III Pre-Reg 0 20 40 60 80 0 5
Potential tissue-agnostic therapy @ rrosc1: @D rhasci @D rhase i @D Pre-registration

- Confirmed tissue-agnostic therapy

. . . . . . . . . . . .
) \/ Sh Reference: https://mww.igvia.com/insights/the-iqvia-institute/reports/supporting-precision-oncology . .
0< ift Confidential * 3

/,\\ HEALTH



Challenges of Assessing Precision Oncology Therapeutics

Genomic Sequencing
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Expert Working Group

Dr. Jean-Yves Blay Ms. Anne-Pierre Pickaert Dr. Brian O’Rourke
Director General, Centre Léon Bérard; Director, HTA and patient engagement specialist, . _ .
European Reference Network-EURACAN; Patvocates; Founder, Care4Access; Patient Former President & CEO, CADTH; Chair, HTA

Steering Committee, Centre for Innovation in
Regulatory Science; Council Chair, ISPOR HTA
Council

Former President, European Organisation for Advocacy Committee member, European Blood
Research and Treatment of Cancer (EORTC) Marrow Transplant society (EBMT);

Dr. UIf Persson, Sir Andrew Dillon
Professor in Health Economics, Lund University; Independent Advisor. Founding Chief Executive,
Senior Advisor and Former CEO, Institute of National Institute for Health and Care Excellence
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Critical Considerations for the Assessment of Precision Oncology

Therapeutics

¢ Early and broad engagement with all partners through a process that appreciates diverse stakeholder interests.
¢ Inclusion of broader value drivers in the assessment to help manage evidence uncertainties.

& Establishment of risk-sharing agreements with conditional criteria, predetermined performance targets and exit points to
adequately allocate risk across relevant partners.

¢ Development of frameworks, processes, policies and infrastructure for data collection in real-world settings to enable
post-market reassessment and pricing negotiation, potentially supported by an independent third party.

¢ Harmonization and collaboration across HTA agencies and Payers across jurisdictions to enable sustainable healthcare
systems and equitable access to patients.
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High-Level Framework

A life cycle HTA framework will empower stakeholders to better manage the uncertainties and reduce the risks
associated with new precision therapeutics.

Pre-Market Market Entry Post-Market
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Multi-Stakeholder Collaboration & Process Harmonization

)
Y, Indicates an iterative step that may take place more than once during the life cycle.

* Real-World Data (RWD): Data collected during the routine delivery of health care; Real-World Evidence (RWE): Evidence derived from the
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Poll Question 1

Rank the pillars of the proposed life cycle HTA framework in terms of importance to overcoming the
challenges of assessing precision oncology therapeutics:

€ Horizon Scanning & Early Scientific Dialogue
€ Broader Value Drivers

€ Conditional Access & Reimbursement

€ Real-World Data & Evidence

€ Reassessment
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Poll Question 2

One key recommendation emerging from our discussions was the use of an independent
multidisciplinary third party (e.g. academic centre of excellence) to advise HTA bodies and Payers
on overall policies and pricing strategies, as well as to collect, review and report on outcomes to
guide specific technology assessments.

To what extent do you agree that this type of an approach would help us to overcome some of the
challenges of assessing precision oncology therapeutics?

€ Strongly Agree
& Agree

¢ Neutral

€ Disagree

¢ Strongly Disagree
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