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Key issues and their implications

* Expenditure on complex treatments including biological medicines will soon exceed
50% of total expenditure on medicines worldwide. Expenditure will continue rising
with a considerable number of new medicines for oncology and orphan diseases in
development with premium price expectations

« Concerns with available resources especially in Europe exacerbated by ageing
populations

* However any initiatives introduced must be balanced against providing incentives
to develop new medicines to meet continued unmet need
* This has resulted in:
— Greater pro-activity among payers including new models to better manage the
entry of new medicines
— Alternative payment methods including MEAs and MCDAs as well as potentially
fair pricing models and indication based pricing
— Increasing use of low-cost multiple-sourced medicines and biosimilars where
pertinent

— Growth in disinvestment activities



Further details regarding potential models for disinvestment — also using
patient level data — can be found in:
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This is the Swedish model to improve the managed entry of new
medicines starting with horizon scanning and continuing post launch -
worked well for hepatitis C and new medicines for ovarian cancer
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This was our published paper — available Open Access - and builds on
the model we developed across Europe following the launch of DOACs
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Time lines Pre- and Peri- Launch

2-3 years before likely 1 year from EMA
EMA authorisation EMA authorization
authorisation

Reimbursement
(National and
Regional)

L.
i

Horizon scanning (in , . Additional
- . Evaluation risk :
association with others) . regional
sharing arrangements restrictions

Assess budget impact based
on likely patient numbers
and perceived "value’ with

key groups. Start
discussions on patient
registries {(where pertinent

Guidelines on prescribing
with key groups
especially where

concerns- possibly
addressing industry PR

Peri and post-launch activities

Patient follow-up on
effectiveness and safety in
practice using registries or
Electronic Health Records

Communication programmes
with all key stakeholder groups

Evaluate adherence to agreed
guidance/ guidelines/ restrictions.
Initiate additional demand-side
measures if needed

This was the model
we developed
across Europe to
Improve the
managed entry of
new medicines
following concerns
with the DOACs

t is based on three
pillars starting pre-
aunch and ending
post-launch




These models to improve the managed entry of new medicines have worked
well for new medicines for hepatitis C and ovarian cancer in Sweden

European Journal of dinical Pharmacology (2018) 74:971-978
https://doi.org/10.1007/500228-018-2456-y

PHARMACOEPIDEMIOLOGY AND PRESCRIPTION

@ Crosshdark

Introduction of the second-generation direct-acting antivirals (DAAs)
in chronic hepatitis C: a register-based study in Sweden

P. Frisk'? - K. Aggefors? - T. Cars® « N. Feltelius® - S. A. Loov' « B. Wettermark '~ - O. Weiland®

largeted Oncology
https://doi.org/10.1007/511523-018-0604-z

ORIGINAL RESEARCH ARTICLE

@ Crosshark

Real-World Use and Outcomes of Olaparib: a Population-Based
Cohort Study

Irene Eriksson () + Bjorn Wettermark "? - Kjell Bergfeldt?



Managed entry schemes are growing across Europe/ wider to
enhance access to new medicines but still concerns

* There has been a growth in managed entry agreements (also called risk sharing arrangements)
across countries to enhance access to new premium priced medicines

« MEAs can be divided into:
— Financial-based models, e.g. discounts, rebates, price capping (typical approach)

— Outcome-based models, e.g. reimbursed price/ funding maintained based on achieving agreed
outcomes, e.g. lipid levels in patients with CVD or agreed viral load reductions in patients with
hepatitis C; alternatively free goods or rebates if agreed outcome measures are not achieved

* However there are a number of issues/ concerns that need to be resolved going forward. These
iInclude:

o confidential discounts (with financial-based MEAS), i.e. concerns with transparency between
countries — not every country will gain optimal discounts. This has been one of the factors
behind developing health authority consortia in Europe, e.g. Beneluxa and Valetta

o lack of good patient-level databases in the public sector to monitor outcome-based schemes
- although changing — e.g. SACT in England and CMOP in Scotland

o yearly budget confines (although amortization models are being discussed more with the
introduction of gene therapies - and this trend will continue)

o who will fund subsequent treatment failures — unless robust agreements



The advantages and concerns with managed entry agreements were discussed
in our recent paper including key personnel from across countries ...
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... Which built on our earlier papers regarding MEAs among Central and Eastern
European countries and wider
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... Which built on our earlier papers regarding MEAs among Central and Eastern
European countries and wider (continued)

Adamski et al. BMC Health Services Research 2010, 10:153
http://www . biomedcentral.com/1472-6963/10/153
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Good databases and all oncologists working together in Catalonia in Spain
enabled the successful introduction of an outcome based MEA for gefitinib
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Financial consequences of a payment-by-results
scheme in Catalonia: gefitinib in advanced EGFR-
mutation positive non-small-cell lung cancer

Ana Clopes, Montse Gasol, Rosana Cajal, Luis Segu, Ricard Crespo, Ramén
Mora, Susana Simon, Luis A Cordero, Candela Calle, Antoni Gilabert & Josep
R Germa
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We will see the growth in outcome based schemes in countries
including the UK with improved collection of patient level data

* NICE has instigated 256 commercial in confidence agreements by October 2020
to enhance funding for new premium-priced medicines
(https://www.nice.org.uk/about/what-we-do/patient-access-schemes-liaison-unit).
Typically easier and quicker to apply a confidential discount

 However, NICE has also instigated new arrangements for the cancer drugs fund
(CDF) which requires pharmaceutical companies applying to the CDF for funding
for their new cancer medicine to provide additional data

* These include submitting an MEA as part of the justification incorporating details of
potential data collection via the Systemic Anti-Cancer Therapy (SACT) Data
(mandated dataset as part of the Health and Social Care Information Standards in
England) to address issues of uncertainty — especially with immature data -
https://www.england.nhs.uk/wp-content/uploads/2013/04/cdf-sop.pdf

 NHS Scotland has also instigated the CMOP programme in cancer to address
iIssues of routine data collection during outpatients to improve knowledge
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https://www.england.nhs.uk/wp-content/uploads/2013/04/cdf-sop.pdf

Details of the England SACT database can be found in the recent

paper of Bright et al (2020)
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The CMOP programme was developed in Scotland to improve future
care of oncology patients with better outcome information

* In 2017, the Scottish Government announced it was investing GB£300,000 in a
programme to investigate whether medicines are as effective in the ‘real world’ as
they are in clinical trials

* The Cancer Medicines Outcome Programme (CMOP) is a collaboration between
NHS Greater Glasgow and Clyde and the University of Strathclyde
(https://cancerchallengescotland.com/sites/default/files/documents/event item/PR
OMsPREMSs Info Session 190417/cic_info_session 190417 marion_bennie.pdf)

 This involves developing, agreeing and implementing data sets for cancer to help
better manage patients — CMOP’s vision is ‘to develop a process which
provides feedback to our cancer care clinicians on local outcomes. This real
life data on the benefits, and side effects, of cancer medicines can then be
used to identify supportive care needs as well as inform shared clinical
decision-making between clinicians and patients’. As such will help inform
future investment/ disinvestment decisions in cancer care

A study in prostate cancer was the first published outcome of CMOP
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https://cancerchallengescotland.com/sites/default/files/documents/event_item/PROMsPREMs_Info_Session_190417/cic_info_session_190417_marion_bennie.pdf

A study using patient level data in Scotland to evaluate treatment
outcomes in patients with prostate cancer is the first published
output of the CMOP programme
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Key areas for the future especially with new oncology medicines
often launched with limited clinical trial data are agreements over
funding and data collection — this was an issue with olaratumab
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Pressure from the media in the
Netherlands resulted in pressure on
the Ministry of Health to ignore the
advice of the Dutch reimbursement
agency about funding enzyme
replacement therapy for Fabrys’
disease (up to €3.3 million
incremental cost / QALY) and up to
€15million for alglucosidase alfa to
treat Pompe’s disease

The payers in the Netherlands
realised this situation could not
continue for the sustainability of
European healthcare systems - led
to the development of MCDAs for
new biological medicines for orphan
diseases involving all key
stakeholder groups (TVF)



European payers together with Pharmaceutical Companies and patient groups
are developing MCDAs including those for orphan diseases. One output to
date is the Transparent Value Framework (TVF) as part of the MOCA process

Criterion

Available Alternatives/
Unmet Need, including
non-pharmaceutical
treatment options

Lower Degree Medium Degree

High Degree

no alternatives
except best
supportive care -
new drug addresses
major unmet need

yes, new medicine
does not address
unmet need

ves, but major
unmet need still
remains

(Relative) Effectiveness,
Degree of Net Benefit
(Clinical Improvement,
Qol, etc. vs. side effects,
societal impact, etc.)
relative to alternatives,
including no treatment.

incremental major curative

Response Rate (based on
best available clinically
relevant criteria)

<30% 30-60% >60%

Degree of Certainty
(Documentation)

promising but not

plausible
well-documented plausible

unequivocal
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Payers in ltaly are also using an MCDA approach to determine the level of
iInnovation for new medicines as part of their reimbursement discussions
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We are also seeing a growth in fair pricing models — enhanced by recent
WHO deliberations (2020). However, this needs to be balanced against

necessary incentives — acknowledged to some extent in the AIM (European
payer body) approach

-? ACCESS TO MEDICINES

AND HEALTH PRODUCTS
! Healthcare and
AI M social benefits
for all

’
*

AIM PROPOSES TO ESTABLISH
A EUROPEAN DRUG PRICING MODEL FOR FAIR AND TRANSPARENT PRICES
FOR ACCESSIBLE PHARMACEUTICAL INNOVATIONS

WHO guideline on country
pharmaceutical pricing policies
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In conclusion

* We will continue to see the growth in alternative pricing models including MEAs

and MCDAs to enable health authorities to fund new premium priced medicines/
use existing resources more wisely

In addition, we will see a growth in health authority IT/ EHR systems to improve
data collection especially in priority areas including cancer, e.g. SACT and CMOP
in the UK. This will help Pharma Companies and health authorities promote optimal
treatment approaches when multiple choices exist, e.g. different NOACs and anti-
TNFs as well as potentially introduce different pricing by indication and outcome

« Concurrent with this will increasingly be a re-evaluation of the prices/ discounts/

rebates of existing patented medicines when the medicine used in the initial
negotiations loses its patent and becomes available either as a low cost oral
generic or biosimilar under value-based pricing approaches

 This will necessarily require Pharmaceutical Companies to provide additional data
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to support prices/ new formulations or delivery systems to enhance their value. The
same will happen with ongoing discussions regarding fair pricing models



Public database studies such as these enhance our understanding of the
relative place of different DOACs without head-to-head RCTs

British Journal of Clinical Br| Clin Pharmacol (2019) 85 422-431 422
Pharmacology
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Comparative safety and effectiveness of direct
oral anticoagulants in patients with atrial
fibrillation in clinical practice in Scotland
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Similarly for different subcutaneous biologic medicines for patients with RA
with such studies growing to provide future robust guidance when multiple
choices are available and no RCTs

Open access Research

BM) Open Discontinuation, persistence and
adherence to subcutaneous biologics
delivered via a homecare route to
Scottish adults with rheumatic diseases:

a retrospective study

Samantha Alvarez-Madrazo,” ' Kimberley Kavanagh,® Stefan Siebert,*
Yvonne Semple,”® Brian Godman,”® Alessandra Maciel Almeida,’
Francisco de Assis Acurcio,”’ Marion Bennie''°
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Thank You

Happy to answer questions!
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