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Possible avenues to speed up patient access
Industry perspective

Dr. Ansgar Hebborn

European Access Policy Affairs, F. Hoffmann-La Roche AG, Basel
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The Challenge



EFPIA W.A.LT. Indicator for oncology medicines

Rate of availability (2015-2018)

The rate of availability is the number of medicines available to patients in European countries (for most
countries this is the point at which the product gains access to the reimbursement list*). This includes all
medicines status to provide a complete picture of the availability of the cohort of medicines studied.
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Unequal access to innovative medicines
Geographical variation (EMA approved NMEs 2015-2018)

>80%

EU average
(53%)

<20%

Source: IQVIA, CRA. Root causes unavailability. July 2020



EFPIA W.A.LT Indicator for oncology medicines
Key observations (IQVIA)

- Patient access to new Oncology medicines is highly varied across Europe, with the greatest rate of availability in Northern
and Western European countries.

* In 88% of the countries, the rate of availability is higher for Oncology products compared to all products approved
between 2015-2018

« In Germany, France, England, Netherlands, Belgium, Bulgaria, and Romania, the availability of oncology medicines in
more than 10% above the rate of all medicines approvals.

« Limited availability is prevalent within the oncology medicines with over 20% of oncology medicines having a restriction
placed upon them after SmPC in England (40%), Sweden (26%), Scotland, (21%), and Poland (21%)

« The average delay between market authorisation and patient access for Oncology products varies 2.5 months to over 2.5
years



Challenge 2: the changing face of biomedical innovation
A lot needs to be explained, new approaches for HTA and
decision making are needed

Smaller, focused RCTs, adaptive trial designs, expanded use of single-arm trials, surrogate-
and intermediate endpoints

Rare disease innovation with more limited information at the time of (initial) marketing
authorization

Increasing number of biomarker-specific therapies with co-depencies with diagnostic
technologies (“precision medicine”)

Lifecycle approach to medicine development, substantially increased development activity after
initial launch

Faster evolution of clinical «standards of care»

Innovation to support personalised prescribing of medicines (“clinical decision support”)



Root causes of non-availability and delayed patient access



10 interrelated factors contributing to access delays

« Many interrelated factors

Category Potential root causes can explain unavailability

The speed of the regulatory process and access delay-

The time priorto 1.
market authorisation 2. Accessibilityof medicines priorto marketing authorisation ]

. _ « Is not possible to
The price and 3. Initiation of the process L.
reimbursement 4. The speed of the national timelines and adherence untangle their Impact
process with perfect precision
The value 5. Misalignment on evidence requirement
assessmentprocess 6. Misalignment on value and price R :

7. The value assignedto productdifferentiationand choice Factors are rooted in the
Health system 8. Insufficientbudgettoimplementdecisions aCCess SyStemS and
readiness 9. Diagnosis, supporting infrastructure and relevance to patients processes of EU
_ _ - _ Member States and the

Delay from national 10. Multiple layers of decision-making processes . .
to regicna| approva| COI‘I’eSpOndlng ImpaCt on

commercial decision
making of companies

CRA/EFPIA 2020



Large economic differences between countries
Major implictions for health and health systems

(=] . .
— GDP PPP per capita, current prices
[=)]

(international dollars per capita)

[=]
- The US GDP PPP per capita is 1.4x of that of the EU
s and is more than the GDP PPP per capita of top-10 EU
::‘ countries by GDP PPP.
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Data Source: IMF World Economic Outlook, October 2018 Data Analysis by: MGM Research



Together we can do better!



Publication just ahead of #WorldCancerDay &) with press conference from
@MargSchinas and @SKyriakidesEU

"7 3 February 2021, +/- 12.00
W& Follow LIVE here:

europa.eu/Jw63D)

#EUCancerPlan #HealthUnion

Europe’s beating
cancer plan

3 February 2021

#EUCancerPlan
#HealthUnion

E N European
= Commission




No doubt, fast and broad patient access is achievable!
Example Germany: Reimbursed patient access from day 1

pharm. Federal Joint Committee National Association of Statutory Arbitration | National Association
company Health Insurance Funds, body of Statutory Health
pharm. company Insurance Funds,
pharm. company,
Federal Joint
Committee
, 3 months 3 months 6 months 2 1o 6 years
on market oral hearing scoping
launch at (substantiating
latest studies)
dossier early additional resolution negotiation = refund rate setting —+ cost-benefit
benefit evaluation refund rate evaluation
med. prod. eligible med. prod. without additional benefit
for fixed rate with and
no therapeutic med. prod. with additional benefit
improvement —+
fixed-rate group
required by published on the | published on the possibility to go to arbitration possibility to lodge
rules of pro- Internet Internet a court action
cedure of the
Federal Joint
Committee

GKYV Spitzenverband 2016



Politically accountable HTA and decision making
Understanding, not overriding citizen and patient preferences

Assess the impact
of technology in light of
social preferences

Health
Technology
Assessment
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Quality of Life (QoL) assessments and HTA
We are getting better, but more needs to be done

annten LQ-Ergebnisse
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(Anzahl Verfahren in %)

Abbildung 2: Ubersicht der Verfahren mit LQ-Erhebungen im Zeitverlauf
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Abbildung 3: Anforderungen des G-BA an LQ-Erhebungen
Schmidt/Putz, DAK AMNOG Report 2019

How will accelerated clinical development pathways impact the ability to systematically collect
HRQoL data?

Are we effective in communicating HRQoL findings?



Are clinical guidelines coming too late to inform decision
making?

Year of publication of the most recent clinical
guidelines for Europe’s main cancers ——
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Source NICE, 2020, Associazione ltaliana di Oncologia Medica, 2020, Integraal Kankercentrum Nederland, 2020, Servigo Nacional de Salde , 2020,

Regionala Cancercertrum, 2020, European Society for Medical Oncology, 2020.

Can oncologists be more systematically engage in HTA and Decision Making processes?

Can instruments like the ESMO Maanitude of Clinical Benefit Scale (MCBS) close the gap?



Acceptance of clinical evidence by decision makers

Acceptance of evidence characteristics by EMA

and six national HTA bodies, based on self-assessment by agency representatives

Legend

| Accepted Often | Case- I Oftennot  [J] Not accepted
accepted dependent accepted

Evidence characteristics Aullu- Health technology assesment I.nll

(for the clinical or cost effectiveness

assessment)
. PSS w0 o
EMA  UKENG T NL SE
+ Target population as authorized by EMA _------ I 50%
Population - Lse of biomarkers @ 100%
+ Extrapolation to other populations I 1 [ BREE
+ Selected comparator @ 100%
Comparator  Class effects N 33%
+ Indirect comparisans D s0%
» PFS as endpoint b 50%
m + Other surrogate endpoints (non PFS) 0%
. Absence of QoL data N ) sox

L b RS

Trial design * Real-world evidence
I N ) s0%

and data  ° Metwork Meta-Analysis

sources - Single armed trials I P e p so%
+ Novel trial designs e ) so%
+ Cross over in trial I S L R
+ Evidence from small population _- - d 67%
+ Short time period I b 50%
Statistical * Absence of statistical significance - -- --- D 6%
analysis - Post-hoc subgroup analyses e . W 83%
cinical elvance o efectacc to A ] ] e NN A B B 9 7%
y 9 N )

Level of acceptance ) y ) ]
per agency (HTA bodies and EMA) T9% 68% 42% 4T% 7% e 58%

Sources ASC Academics and Vintura, 2020 (see Annex C).



EU HTA Regulation: > 5 years in the making
Proofpoint for Member States’ commitment to EU collaboration?

Commission legislative proposal

More than 10 years of cooperation: projects, joint actions

Member States role
= Incharge of the scientific work and the decsions

[ ] ‘A‘4, MEMEER ;O;L:;;';:;:;:r:h:.u member state-l=d "Member State Coordination Group on HTA” {the coordination group)
STATE-DRIVEN »  Adocption of tertiary (implementing) legislation
M =  (Obhgation to werify joant reports before thewr publication
= Maonitor '|':_:I-*-'|':'|'I.|l.i-.-|' of commaon rules and use of imint work
ol M
climical assessmant see
rsultatior

LIMITATIONS
JOINT WORK

> Trust between HTA bodies » Low uptake of joint work — BASED ON

. . 4 PILLARS
> Capacity building duplication of work

» Development Of jOint tOOIS ” leferences In the prOCEduraI SIibE Mew active substances

framework and S '
(e.g. EUnetHTA Core MOdeI, POP . . " BT MNew therapeuticindications for existing active substances
administrative capacities of SUBJECT TO :
EVIDENT databases) CENTRALISED
Member States PROCEDURE Certain medical devices
4 PIIOtIng JOInt WOI‘k (eg early > Differences in national ."l.||!,||I||"||'4;II.:|l.'!,|||.:IL:|'r';.|l.:::--.-.'.E.l:-ll:\l.lll.'I||":-|'|-'.:-.'.|||.||:|||'.-.':.l"ll':-_:.l|||'..|:\:\l.':m|||l.'|'l.
dla|OgueS, J0|nt assessmentS) - TIMING = at tirme of Commission declsion for MA
mEthOdOIOQIes * but both remaining within appropriate remits
) . e Spuirme: S o
» No sustainability of current -
cooperation model E'lpla ———

Risk, that poor legislative compromize will add new layer of complexity to current patient
access pathways.



“Value” Is a moving target!
Only “learning”health care systems” capture value

» Value of a technology in a specific indication changes over time due to many reasons
— Introduction of new technology with similar or improved outcomes

— Clinicians and patients gather experience with the new technology, use it more efficiently or
effectively

— Price changes of technology or relevant alternative technologies

» Value can be actively influenced by healthcare policy decision makers through utilization
management

- It is more important to know how to influence costs and benefits of a technology over time than
to exactly measure them at a single time point in its lifecycle e.g. at launch before it has actually
been used



It can be done: AlIFA’s post marketing registries
Focus on drug utilization and outcomes

153 registries: all drug based

31 registries: disease approach data collection
48 MAH

~888,000 patients

Hospital - Physician

Local Health Unit/

Hospital Public
Corporation

~29,000 physicians
~2,000 pharmacists
~1,700 Health managers
49 Regional referees

Hospital Pharmacy

———
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RWEA4Decisions - Towards a multi-stakeholder EU Learning

Network for the use of RWE in decision making

© VISION

Stakeholders agree what real-world data (RWD) can be collected for highly innovative technologies
- when, by whom and how -
in order to generate real-world evidence (RWE) that informs decisions
by healthcare systems, clinicians and patients.

&, KEY PRINCIPLES

Q Transparency

Plans for RWD collection and generation of RWE
should be shared 1o ensure that data sources
can be ; inated and combined by

#% Collaboration

Facey, Rannanheimo, Batchelor, Borchardt, de Cock 2020
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Health Innovation - the
European Health Data
Space and Real-World
Evidence (

(@) 14.00-17.30
(B Virtual Conference

.  €EU20
V... 20de

www.rweddecisions.com




Solidarity between countries beyond COVID-19
Can we finally overcome the unintended consequences of
International reference pricing and parallel trade?

Fig. 8 |

Due to ERP, price-setting in countries with lower SORnsiies with Bty REGTERBY 15T OCTORER ANDSAVEANS &Nt
ri negatively impacts on overall pri RECRTER bY 161H DECEMBER AND SAVE £100. ettt
prices negatively impacts on overall prices Countiies without BRP o

SMi Presents 11th Annual Conference & Exhibition on...

CONFERENCE: éTH -7TH
Parallel Trade | “ceoss
The opportunities and challenges ahead - ’ F EB 20] 7

beyond FMD and Brexit
HOLIDAY INN KENSINGTON FORUM, LONDON, UK

CHAIRMAN:
Eic Noetrenberg, Direc kor, Regional Mearke!
tain America Sire Intemational GmbH

v

KEY SPEAKERS INCLUDE:

i Europe Economics
* Katazyna Kolasa, Scies Waorsaw Medical Urivessilty
* Mike bles, & ter. Eropean Aliance for Access fo
Sale Medicnes
« Dr. Andrew Stainthorpe, Direclor Marke! Access and Mar
Entry. Research Health
* Karoline Iwieszynska, A

efma

With Brexit and the new EU Falsified Medicine Directive, what does the
fukre hoid for paralel trode? This event wil dscuss short fem versus long
ferm concems d phama manulociurers, reguilors, os wel as poraliel
¥oders. They will engage n an inferockive debate and discuss how fo
keep abreast of the cument ¥ends and how fo overcome ol challenges.
Discussion fopics include:

« ParclielTrode 101 - Which foctors delermine the flow of phamaceusical

i i i 1 4 1 i products in Europe?
Principles for application of international reference pricing systems * The Euopean Comm son's follied Mediches Diecfve -recen updes
+ Panei Debate - inthe spolight: Shodoges
+ Parallel froders panel - challenges and opporiuriies.
+ Beyond phamaceulical product - paraliel imports of medical devices

* Panel Debate - infhe spofight: Technology and new ends
+ Regional and county focus - Scandinavia, UK and Ewasia

International reference pnang (IRF) s a widety used element of price reguiation n he vast

majonty ana countres. Whilke RP 25 ACTIVE HALF-DAY POST-CONFERENCE WORKSHOPS
s EETA . / N o ruary 2017, Holiday Inn Kensington Forum, London, UK

= ezl . . 0 WORKSHOP 8 | 13.30 - 17.30
Internatonal reference pricng Sysiems werne operated according 10 an estabished set of ues in paralle! frade Pardllel Trade - Management Strategies
precoies Poory cesgned prong sysiems can have macr negative consecuences
acoess ampmm on ::ﬂ(:l()"l‘l’!u' Janice Haigh, ﬁa:l"zmlmlmmx. Quintiles

rallel-frade.com oD
fo +44 (0) 870 9090712 or call +44 (0) 8709090 711 S
ACAUEMIC & GROUP DISCOUNTS AVAILABLE @SMIPHARM

Source: Pantell, et al, 2016



Short term opportunities



The time Is now!

Major EU initiatives with opportunities for improved patient

access and outcomes across the EU

EU4Health

Emerged as a result to COVID-19
crisis and pushes for a stronger EU
role on health issues. EU will invest
financial resources to EU Member
States, health organisations and
NGOs with impact on healthcare
staff, patients and health systems in
Europe. Focus on creating reserves of
medical supplies and staff and boost
the cross-border health crisis
response, but also on issues such as
combatting the antimicrobial
resistance.

Europe’s Beating Cancer

Plan

The current Commission’s flagship
initiative in health aims to improve
the way we prevent, diagnose and
treat cancer, in addition to the follow-
up care. Special groupings across the
EU institutions are evaluating
opportunities for the EU to take
concrete action, identifying
legislation and other measures that
can help prevent and fight cancer,
and looking into the best ways to
support research.

Pharmaceuticals
Strategy

Aims to ensure equal aceess to safe,

state-of-the-art and "affordable
therapies for all Europeans while
taking advantage of digitalization and
reducing environmental burden. The
strategy will also tackle the issue of
the EU’s reliance on importing active
pharmaceutical ingredients from
third countries by incentivizing
production to return to the EU, while
pushing for third countries to adopt
harmonized international standards
on quality and safety. Linkage with
Horizon Europe is anticipated.

Health Technology

Assessment legislation

Assessment of the added value of new
or existing health technologies -
medicines, medical devices and
diagnestic tools, surgical procedures,
as well as measures for disease
prevention, diagnosis or treatment —
compared with other health
technologies. Renewed interest in
passing legislation post-COVID-19 by
several EU Member States to gain a
powerful tool in dealing with access
to medicines.

@VNemecEU, 15.09.2020



EU Pharmaceutical Strategy and unequal access

Tangible progress requires a dedicated forum

- More equal access to innovative medicines across the EU is a declared key priority for the EU

Pharmaceutical Strategy.

« Tangible progress requires that root causes of unequal access are identified and addressed.
« Key barriers can only be removed in multilateral engagement involving all Member States and

stakeholders

ESTABLISH A FORUM FOR BETTER ACCESS TO HEALTH INNOVATION

A multi-stakeholder Forum for Better Access to Health Innovation,
covering all aspects of innovation, from disease prevention, therapies,
technologies, and supply chains, to improvements in care pathways and
healthcare services, should be established to enhance progress towards
equal access across the EU. The Forum should discuss all drivers and
barriers to access innovation, including economic, budgetary,

organisational, and regulatory.

The European Commission should facilitate a multi-stakeholder Forum
for Better Access to Health Innovation, involving all stakeholders - from
Member States and regional authorities to patients and civil society, from

healthcare professionals to industry.

https://www.euhealthcoalition.eu/recommendations/




More equal access to innovative (oncology) medicines
A call to action for all stakeholders

« Establish and aligned understanding of the root caused of non-availability and
patient access delays

« Patient access solutions that ensure
— Incentives for future valuable biopharmaceutical innovation are in place
— patients have access from day 1 (EU Marketing Authorization)
— patients have access to the full new indication as per EMA regulatory label
— Sustainable health care systems” funding is available, relevant infrastructure
IS In place

* Required will be upgrades to HTA, pricing, and funding mechanisms plus
relevant health system strengthening initiatives

25



Doing now what patients need next



