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Current framework won’t fit what is coming
Future treatments will be incompatible with the existing value frameworks:

➢ 932 cell and gene therapies in development; approx 39 expected approval by 2022
➢ Theoretical models for management entry agreements exist, but they are difficult to
execute especially worldwide

Reimbursement challenging even for innovative and efficient treatments due to:
➢ Lack of suitable reimbursement models

➢ Payment terms unsustainable in the current environment
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Pharma R&D Simple (sic!) Rules Lack Value Predictability
• Safety
• Efficacy
• Quality

• Population
• Endpoints
• Comparator
• Duration of Response
• Outcome Values and Costs

• Make sure you understand the pathophysiology
• Rely on informative animal models
• Translate effects from health to disease
• Paradoxically diagnostic entities in precision medicines
such as gene therapies could be more heterogeneous
and have different underlying biology than previously
thought
• Real life data and drug usage could be different
(sometimes radically different) from those collected in
registration clinical trials
• Approval by benefit risk evaluation carries an
intrinsic quote of uncertainty

Corbellini G. and Pani L., Prescrivere Valore. Storia e Scienza dei Farmaci che fanno vivere più a lungo e meglio. EDRA, Milano 2017

Extract and enable precision medicine from human genetics

Cell or gene therapy,
combination products,
tumor agnostic label
Laura Nisenbaum, National Academies of Sciences, Engineering, and Medicine workshop presentation, 3/8/17

Approved by FDA in uncertainty (and reimbursed by who?)

“There is also the question of durability of response, which often can’t be
fully answered in any reasonably sized pre-market trial. For some of
these products, there’s going to be some uncertainty, even at the time
of approval. ”
https://www.fda.gov/NewsEvents/Speeches/ucm608445.htm

The added molecular complex diversity of genetic diseases
No biomarkers

e.g. ADA-Scid
e.g. Cystic Fibrosis

e.g. Fabry Disease

e.g. Complex Diseases
https://precision.fda.gov/ (accessed April 8, 2019).
Michael Pacanowski, NASEM workshop presentation, 3/8/17

Keeping in mind Regulators and Payers objectives
➢ Expedite the research and development of new medicines
➢ Increase the rate of success of new products
➢ Develop more efficient and safer targeted therapies
➢ Envision strategies towards diseases (progression) modifiers
➢ Provide new tools for screening, monitoring progression or relapse of disease,
patients treatment selection and monitoring response to drugs

Various barriers needs addressing
➢ Decision makers not aligned on evidentiary standards for precision medicine
➢ Consider insuring the risk of developing a product through third party insurers
➢ Current economic evaluation methods not suitable for curative therapies (limitations
of the QALY model)

➢ Timing and facilitation of information sharing and engagement with stakeholders
necessary to enable system-level changes
➢ Risk reduction through preliminarily agreed price adjustment as evidence becomes
available – becomes a commitment for industry and payers
© 2018 DIA, Inc.
All rights reserved

The first world gene-therapy was developed and approved /
reimbursed in Italy
Autologous CD34+ enriched cell fraction that contains CD34+ cells transduced
with retroviral vector that encodes for the human adenosine deaminase (ADA)
cDNA sequence from human haematopoietic stem/progenitor (CD34+) cells.
Used to treat Severe Combined Immunodeficiency due to adenosine
deaminase deficiency (ADA-SCID).
ADA-SCID is a rare inherited condition in which there is a change (mutation) in the gene needed to make an enzyme called
adenosine deaminase (ADA). As a result, patients lack the ADA enzyme. Because ADA is essential for maintaining healthy
lymphocytes, the immune system of patients with ADA-SCID does not work properly and without effective treatment they
rarely survive more than 2 years.

Orphan Designation EU/3/05/313: 1st 26/08/2005 confirmed 08/04/2016
GlaxoSmithKline’s (GSK) and partner San Raffaele Telethon Institute for Gene
Therapy’s recent EU approval for Strimvelis represents the second EUapproved gene therapy and the first c-retrovirus and first ex vivo gene therapy.

Monaco L & Faccio L. Patient-driven search for rare disease therapies: the
Fondazione Telethon success story and the strategy leading to Strimvelis EMBO
Molecular Medicine Vol 9, No 3, 2017

Italian Medicines Agency (AIFA) Strimvelis Negotiation Strategy:
Innovativeness’ recognition based on pure scientific results
Safety: summary of subject disposition and duration of follow-up
(All studies and CUP safety population)

AIFA-GSK Contractual Agreement
1. GSK filed the request for reimbursement on April 11th, 2016

2. AIFA and GSK agreed to reimburse the treatment at a price of €594,000 significantly less than
the cost of long-term enzyme replacement therapy.
3. The agreement was backed up by a confidential limited risk-share scheme as it is customary

with specialty medicines in Italy with payback in case of treatment failure (so called Payment by
Result scheme)
4. The negotiation was closed on May 30th, 2016 (less than 50 days later).

National Registry: mandatory data collection 1028/2016 AIFA Deliberation
http://www.aifa.gov.it/content/pubblicazione-schede-di-monitoraggio-registro-strimvelis-02082016

AIFA Strimvelis Payment by Result
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It took 17 additional months for NICE to concur with the price
given by AIFA…

From Regulatory Science Leadership to System Value
Scientific Advices, CHMP Rapporteurships, Joint HTAs, International Recognition

YEAR

Number of Advanced
Therapies Approved in Europe
and Developed / Owned in Italy

Total number of
Advanced Therapies
Approved in Europe

% of Italian Advanced
Therapies in Europe

2016

3

3

100%

2017

3

6

50%

2018

3

9

33%

2019

3

?

<33%

Regulators / Payers issues to consider in such negotiations
1. The strength of the evidence provided to support biomarker which directed precision
drug development should also direct reimbursement criteria;
2. The identification and management of micro-heterogeneity which leads to combine
therapies (e.g. ipilinumab + nivolumab in metastatic melanoma) should be backed up by
a consistent adaptive reimbursement scheme (e.g. see IATA tariff products)
3. Evidence concerning the effectiveness and clinical need for a linked biomarker(s)
should be provided
To address these issues, trials should be designed such that they gather evidence for
both the drug and the biomarker(s) test and that product sponsors plan ahead for the
development of the biomarker(s) value not only for the regulators but also for the payers.
See https://www.fda.gov/downloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM337169.pdf (accessed June 5, 2017).

Suggestions for Any R&D Teams
• Seek dialogue with regulators and payers as early as possible in the
development of new medicines
• Whenever possible, seek ways to perform at least one RCT comparing the new
therapy to beat any existing treatment. Consider the use of adaptive trial designs,
weighted randomization, and cross-over to meet ethical requirements.
• Work with clinicians, patient groups, regulators and payers to establish robust
patient (and/or drug) Registries to facilitate collection of real world evidence
before and after regulatory approval
• Where appropriate, collaborate with payers and HTA groups on value
assessment reports.

Suggestions for Any Market Access Teams and Payers
• Develop internal deep knowledge about your class of products, including understanding of the
basic scientific techniques and of the usual approach taken by the FDA and EMA in assessing
the safety and effectiveness of these agents. Think of a continuum risk/benefit/price.
• Engage in early dialogue with R&D of promising new medicines. The topics of mutual interest
will include those listed above.
• Work with clinicians, patient groups, regulators and manufacturers to establish robust Patient
Registries to facilitate collection of real world evidence following regulatory approval. Individual
insurer in-house registries could be pooled with those of other insurers and/or with
manufacturers.
• Use digital medicine to monitor effect and cost savings in RWE by three key area technologies:
• Sensors for “activity” monitor
• Pattern recognition
• Human to machine interface

Examples of Real World Evidence Data Results/Studies
•

In the real world of Italian diabetes centers incretins
have been prescribed, in many cases, off-label the
regulatory indications. Nevertheless, RWE showed
that when appropriately utilized, incretins achieved
results in line with trials.

•

Insulin glargine and RWE (Sanofi planning
World Evidence studies to show less risk of
hypoglycemia in real life)

•

Pablociclib in male breast cancer (RWE
databases: here Department of Clinical
Pharmacy, St. Antonius Hospital, NL or additional
RWE from IQVIA insurance, Flatiron cancer;
Pfizer safety)

Most importantly collect and certify these type of data
If a new pharma product breaks out of the marginal value mould of traditional
pharmaceuticals with curative properties in indications with limited treatment
options1 we need to have long term data
Assuming that the effects are at least long term, if not curative, has two key
implications:
I. Show that long lasting curative effects are likely to reduce avoidable
costs of patient support and managing chronic (co)morbidities2.
II. Show even more that early cures or substantial benefits at younger
ages could help produce significant gains in work productivity for patients
compared to treatments that bring marginal gains over many years.
Mod. from 1Bubela et al., 2016; 2Abou-El-Enein et al., 2016

