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Introduction

e Medicines and devices pricing and reimbursement have become a major
concern in both the EU and U.S.

e Globally, the perceived need to control healthcare product budgets has
led to evidential demands to show value

e Focus of presentation
— Cost-containment efforts and mechanisms
— Developments in demonstrating value for new or modified products

— Risk-sharing arrangements being used with governments and private payors
to address cost and payment concerns
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EU Pricing and Reimbursement Issues

e TFEU Article 168 - Price setting/reimbursement a national competence
e Transparency Laws — P&R Constraints on Member States

e Competition Laws — Pricing Constraints on Industry

e Off-label and unlicensed product cost-containment

e Joint procurement initiatives

e Early scientific advice from payers and HTA Harmonisation
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Transparency Laws — P&R Constraints on

Member States

e Directive 897105

— Price approvals, increase approvals, price freezes, profit controls,
product coverage

— Timelines, decision criteria and remedies
— Abandoned revision
e International reference pricing
— Incidence of IRP
— Reasons for price differences
— Perceived limitations of IRP
— Publication or prices and deals
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Competition Law — Pricing Constraints

on Industry

e Article 34 TFEU - Free movement of goods
e Article 101 - Restrictive agreements
e Article 102 - Abuse of a dominant position

e 2008 Sector Inquiry
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Cost-containment through Off-label and

Unlicensed Use

e Unlicensed medicines

— Article 5(1) MA exemption for special need exemption or named
patient supply
— C-185/10 European Commission v Republic of Poland - cost grounds

e Off-label use
— Industry complaints of inconsistency with EU MA regime in France and
Italy

— 2/2015 - Italy
— 9/2015 - RTUs In France
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Joint procurement initiatives

e What is joint procurement?

e Joint Procurement Agreement for medicines for pandemics and cross-
border threats to health

Potential application to high-priced medicines

e Portuguese initiative re hepatitis C

Belgium/Netherlands and Luxembourg grouping

Netherlands Presidency priority
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Over a hundred HTAs in EU
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HTA Harmonisation and early scientific

advice from payers

e Directive 2011/24/EU on patients’ rights in cross-border healthcare
— Art 15 — EU to support cooperation between HTA bodies
— HTA Network
— EUnetHTA

e Adaptive pathways and pricing

— For medicines that address serious unmet medical needs from a
limited to a wider population

— Ongoing Pilot — 6 products moved forward in January 2015

— Need for regulatory/payer coordination — precedents for post-launch
price rises?

— HTA bodies/payers across Europe may have different views
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Europe:

Trends, Responses and Implications

e EU BioPharma trends compared with total health expenditure

e EU Payer responses: Value judgments, processes and methodology for
evaluation of innovations in health care

e Implications of drug spend and payer responses for the pharma industry

What this may mean for other countries
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Trends In drug spend are not in line with

overall health expenditure

9.7. Growth rates of health spending for selected functions per capita, OECD average, 2005-13
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Source: OECD Health Statistics 2015, http://dx.doi.org/10.1787/health-data-en.
StatLink =yem http//dx.doi.org/10.1787/888933281277
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European research suggests spending will plateau in terms of the

orphan drug share of the total European pharmaceutical market
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Due to national competency: HTA processes

differ significantly

MIGE process to appraise a single chnology

Germany: AMNOG process takes a strict
12 month followed by negotiations with
sick-funds

G-BA G-BA
| benefit
assessment earin; assessment itional
(Publication)

Prices / Rebates
take effect

Copyright MAP BioPharma Limited 2014 - www.mapbiopharma.com

England & Wales: NICE STA process variable with
large number of steps and high level of stakeholder
engagement time taken minimum 39 weeks,
typically a lot longer
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Due to national competency: national
methodologies differ significantly

HTA requirements

Price Changes (since 2008) Drug Lists Contracting Arrangements
(formal like NICE or as part of contract)
One off price Reduction in Effective generic Clinical
Changes in Intro of external ) ) Managed Outcomes Cost/ . ICER Cost Health
cuts / marks ups . pressure e.g. . Negative /  Price- . Effectiveness, R .
) VAT rates reference pricing/ ) Positive e entry based Risk (cost/ Minimisation Economic
SRR (+/-) = changed method incentives to CelSHng) Rone schemes schemes Sharing et QALY) Analysis Simulation
price reviews distributors prescribe Impact
Germany * X v v X
France v v v } 4 v 4 v v
UK v v X v v v v
Italy v v v x v x v
Spain v v v v 1 4 v v v v v
Austria v v v v v v x v v
Belgium 4 v 4 4 X X
Czech Republic s v v v x X W 4 v v
Denmark v x v
Finland X v v
Greece v v v v ['4 4 v v
Hungary v v v v v v v
Ireland v v v x v v v v
Netherlands v v v v v [
Norway v v
Poland v X 4 "4 v v
Portugal v v v U v U v v v v v
Sweden v v W 4 v v
Switzerland v v x v X X x
*Germany also increased rebates to distributors Ref: OECD/DELSA HEA (2015) and MAP BioPharma Limited (http://www.mapbiopharma.com/europe)
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EU level efforts towards a more harmonised

approach — some examples

International Reference Pricing

— Does not account for country GDP or ability or willingness to pay

HTA and Regulatory Harmonisation

— EUNetHTA supports the collaboration between European HTA organisations
— EMA — Adaptive Pathways Approach

— Mechanism of Coordinated Access to orphan medicinal products (MoCA)
Joint Procurement

— Bilateral engagement of member states in discussions about the joint
procurement/purchasing of innovative medicines

— Belgium and the Netherlands initiative; also Bulgaria and Romania
— Pilots in 2016 might lead to broader cooperation

— Dutch Minister of Health claims that Austria and France have expressed interest in a
possible joint procurement of “medicines that are used less frequently”; no
agreement from Germany and the UK

Medical devices
— Directives changing due to review of regulations
— Lessons to be learned from BioPharma experience
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Europe — Status and Developments

« Growth in drug spend is lower than commentators and governments expected
e.g. UK PPRS

« More cooperation in pricing and reimbursement matters between Member
States, supported by the Commission and patient organisations

 The system of 28 different P&R schemes will remain
largely unchanged for legal reasons and due to their
different approach to health care

 MedTech regulations are due to change in December —
pros and cons in terms of implications for processes
and methods of evaluation

« What has happened to BioPharma is likely to happen
for MedTech

« US impact: re-importation proposals in the presidential
election could lead companies to sacrifice EU markets
to protect price in the US
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Payor Concerns Regarding High Prices

e In the U.S., 90% of the population is insured by government programs
and commercial managed care organizations, which exert substantial
control over their beneficiaries’ access to prescription drugs and
biologics

e Payors have expressed concerns regarding two different situations

— Launch prices of Hepatitis C virus drugs (that cure the disease and avoid far
costlier treatments for liver failure or cancer)

— Increases to the prices of old, under-valued drugs, by new owners of the
drugs (e.g., Daraprim)

e Drug pricing is a significant political issue notwithstanding government
policies that emphasize value-based health care
Medical devices pricing also of increasing concern

— e.qg., increasing use of value analysis committees by hospital systems in
making evidence-based determinations on purchasing of medical devices
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Specialty Drugs

e In 2014, after years of price stability, spending on prescription drugs in
the U.S. increased 13% to $374 billion

e Specialty drugs accounted for over 33% of spend for pharmaceuticals in
the US in 2014, up 27% over the prior year; projected to reach half by

2018
e Insurers that cover specialty drugs pay the overwhelming share of costs
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Payors’ View of Expenditures

'Specialty is Growing in Absolute Dollars
and Percent of Total Spend

Total Industry Specialty Spend
($, billions)

1?9
127

&

Percent

30% 38% 45% 50% OE }Tot:]al
rug

Spend

Bl Phammacy spend B Medical spend B Infused oncology

Source: NHE. Artemetrix. CVS/caremark internal anabysis. 2013.
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Payors’ View of Pricing Trends

'Drug Price Driven by Annual Price Inflation and
Higher Launch Prices
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Commercial Insurers’ Efforts to Control

Prices by Limiting Access

e Payors in the U.S. focus on current outlays; less focus on patient’s long term
cost savings in part because a patient’s current healthcare plan may not be
the same plan in the future

e Efforts to manage specialty drug costs through restricted access to drugs
— Require prior authorization before dispensing
— Impose step therapy (must try another drug first)

— Increase co-pays

— Deny or restrict coverage based on patient conditions (e.g., with HCV drugs,
coverage has required certain viral load and liver disease progression evaluated
from biopsies) or requirement for consultation with specialists

— Broaden therapeutic classes to increase formulary competition

e Other efforts to manage costs
— Contracting for discounts, rebates, and price protection clauses
— Dispensing protocols
— Disease management and case management
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Commercial Insurers’ Efforts to Control

Prices by Limiting Access

e Conseguences

— More direct to patient discounts such as co-pay assistance
to prevent rejected prescriptions due to high co-pay

— Not available to assist with patient share of costs under
government programs

— Increase in Patient Assistance Programs
— Beneficiary complaints to payors and government

— Legal challenges by patients to coverage denials by
Insurers
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Efforts by U.S. Government Actions to

Control Prices

e Federal programs such as Medicaid and Medicare also focus on current
outlays and impact of drug spend on current budgets

e Restrictions on access and ability to control prices vary by program
depending on the authorizing statute

e Medicaid
— Must cover drugs of manufacturers with agreement to pay mandatory rebate

— State plans use prior authorization and Preferred Drug Lists to obtain
supplemental rebates, but preference for generics discourages participation

— CMS recently instructed states to cease imposing conditions on HCV drugs that
effectively denied coverage, and to take advantage of competition and
negotiate supplemental rebates

— Significant penalties for increasing commercial prices of drugs and biologics -
restrains prices on those with high Medicaid and 340B program utilization

— Congressional, federal, and state government investigations regarding drug
pricing, costs, and patient access
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Efforts by U.S. Government Programs to

Control Prices

e Medicare Part D (outpatient pharmacy benefit)
— Implemented through commercial plans that manage formularies

— Regulatory limits on ability to restrict access — protected classes and at least two
drugs per therapeutic class

— No mandatory discounts (except to patient in coverage gap)

e Medicare Part B (outpatient physician-administered)
— Physicians buy and bill; managed care has less control
— No mandatory manufacturer discounts

— Payment based on mark-up over Average Sales Price of all products in same billing
code

— Little disincentive to use expensive innovator products that don’t share a billing
code

e \eterans Affairs (VA) Health Care System
— VA is budget driven; has very restrictive formulary
— Long delays in reviewing new drugs; requires significant experiential data
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Price vs. Value

e Payors are focused on demonstration of value of drugs /devices
— Better patient outcomes
— Near and long term cost savings (e.g., reduced side effects, avoided
hospitalizations and surgery, disease complications)
e Metrics that are acceptable are unclear

e Potential use of economic data and modeling, in lieu of clinical
data

e FDA restrictions regarding communications with buyers and use of
non-clinical trial data to demonstrate outcomes
— Potential effect of decision in Amarin Pharma, Inc. v. FDA (S.D.N.Y. 2015),

restricting FDA efforts to prohibit truthful and non-misleading
communications on drug products
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The ICER Value Framework

Comparative Incremental cost per Other Contextual “Care Value”
Clinical clinical outcomes benefits or Considerations Discussed and
Effectiveness achieved disadvantages voted upon during
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Value-Based Contracting Strategies

e Payors and providers are seeking to participate in value-based
purchasing arrangements, including DoD and CMS

e Strategies include

— Performance contracting and risk-sharing agreements, in which
prices/discounts are dependent on achievement of measurable goals

* e.g., Harvard Pilgrim’s agreement with Amgen on an outcomes-based pricing contract for its
cholesterol-reducer drug Repatha (announced Nov. 9, 2015)

 issues include definition of the performance parameters (for this contract, degree of LDL
cholesterol reduction and patient utilization rates)

— Bundling arrangements, in which sales price is based on purchase of a
combination of products

— Exclusivity agreements, in which discounts are provided for exclusive
purchases for/coverage in the therapeutic class

— Differentiated pricing, tailored to specific indications based on
outcomes/effectiveness data, volumes purchased, or other parameters
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Legal Risks Regarding Value-Based

Contracting

e FDA — off-label promotion and claims substantiation regulation

e Antitrust — price discrimination, tying, exclusive dealing, use of most-
favored-nations (MFN) clauses

e Price reporting — complex pricing arrangements and time-lagged
rebates/discounts present potential price reporting issues

e Anti-kickback Act — provision for remuneration in exchange for purchase
or referral issues if arrangement does not come within safe harbor

e Tort liability — contract terms could implicate manufacturer in medical
decision-making

e State insurance laws — if manufacturer guarantees results and bears
financial risk, it might be considered an insurer in some states
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