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Overview

9 Securing reimbursement has been identifie
as a major challenge in the field ¢
Regenerative Medicine (RM).

1 Manufacturers of RM therapieswith
marketing authorisations have struggled
obtain national reimbursement in the EU.

I There remains considerable variability
Health Technology Assessment (H1
uptake within the EU, despite initiatives t
improve harmonisation.

I Commentators questioed the suitability of
existing HTA methodologies which led NI
to undertake a review of the technolog
appraisal of an RM therapy. Thdsea need
to extend this analysis ta widerrange of
RM technologies

9 Priority should be given togathering
information on Clinical Commissionin
DNRdzZLJAQ LI2aArAdGArAzya 2
and further support for co-ordination
betweenthe a | w! X skhé Offic@ for
Market Access and NHEgland

9 Within the UK and across Europe there ig
need to ceordinate evidene derived from
postlicensingschemes

Background

REGenableMed (2042D017) is an ESR@nded

social science project examining the ways in

which institutions and agencies are interacting
and 'readying' themselvesfor regenerative

medicine (RM) focusing mainly on the UK. It
identifies the various institutional, legal, social
and political factors that enable and hinder the
development of new RM/stem cell therapies.

The aims of the projedre to:

1. To provide an overview of the current RM
landscape in the UK, and also in the EU and
us.

2. To explore how actors navigate logistical,
legal, regulatory and reimbursement
challenges

3. To identify the challenges associated with
the upscaling, and thénplementation and

i Advanced Therapy Medicinal Products, including gene
therapy medicinal products, somatic cell theyamedicinal
products, combined products incorporating a medical
device and tissue engineered products to restore or
regenerate functionality

dissemination of RM products in clinical
settings.

4. To identify and explore the roles various
stakeholders play in enabling the
development and potential adoption of RM

5. Identify common business models and their
relationship to regulatorysocial and political
factors.

6. To predict how RM is likely to evolve, and
provide recommendations aimed at
supporting  responsible  research and
innovation within RM

Reimbursement; general

background
In the National Health Servicéwithin England
and Walesc there are separate processes for
Scotland and N.Ireland) new healthcare
therapies may beeimbursedin accordance with
decisions at a local level via specific NHS
Foundation Trusts and regional Clinical
Commissioning Groups, or at a natiotelel via
a NICE Technology Appraisal recommendation
(or for rare indications, a NICE Highly Speseidli
Technologies Evaluatiorih addition, specialized
commissioning exists outside of NICE through
routes such as NHBEhgland2 éommissioning of
Qpecialised seni&a Q ®

Securing eimbursementhas been identified
as a significant hurdlefor manufacturerswithin
the field of RM and as a potential hindrance to
the field as a wholeRM therapies withcurrent
marketing authorization have struggled to obtain
reimbursement arrangementsthroughout the
EU This has led to some scrutiny of existing
methods used to inform commissioning
decisionmaking at a national level: Withihme
UK, the Regenerative Medicine Expert Group
(RMEG) report questioned thesuitability of
existing health technology assessmer(HTA)
methodologies used by NICEuggestingthat
such methods maynfairly disadvantage ghly
novel therapies such as RM. There may be
insufficient data for calculating cost and clinical
effectiveness for such therégs, and some may
havecat least initiallyg very high upfront costs.
In response, 'y  WSELJX 2 NJ 2 NEB
appraisal of exemplar regenerative medicines
LINE RdzO( & Q Fap Oelzer§iy RMY
technology (CAR cell immunotherapy was
carried outby the Catre for Health Economics
at Yorkto assesghe suitability of existingHTA
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methodologies.The report published March 29
201602 y Of dZRSR (K
framework is applicable to regenerative
YSRAOAYSa |yR OSftf
Thisconclusionis especially important given the
huge growth of research and commercial
interest in CAR Cell therapies, especially for
cancer. At the same time, the report
acknowledges that there are still uncertainties
and risk surrounding the areand there is a
need for further methodological work to
guantify uncertainty.The report also concludes
GKIFIG WAYyy2@0F G§A3S
lifetime leasing, may have a key role to play in
managing and sharing the financial skt is
also impotant to note that an important
consideration for reimbursement is budget
impact and affordabilitywhich was outside the
NICE reportwhich was mainly taking the HTA
rather than the actual payer perspeativ

Other potential ways for navigating the
reimbursement hurdle have also been
suggested These include establishing a specific
fund for regenerative medicine (similar to the
Cancer Drug Fundwhere, unique in Europe,
draft recommendations on the use of medicines
can be giverbeforethey are license and risk
sharing agreements in which various parties
(providers, patients and/or manufacturers) share
the initial costs. The move towards risgharing
YR WYI yI Z@demedts/id §ahering
pace as is the parallel process of adaptive
licensing to bing new therapies more quickly to
the clinic (such as the Early Access to Medicines
scheme, and similar initiatives associated with
Wl 00St SNIiThdése dcHROS @rd Qery
different from HTA procedures andvary
considerably across Eurdpe

More generally, there has been some
discussion of moving towards a method of HTA
assessment that could recogaithe wider social
grtdzS 27F I
WHI-dIdBS R | 8)a Swhich' S sothe
commentators believenay be more appropriate
for assessing RM therapiesiowever, wider

i https://www.nice.org.uk/news/press -and-
media/nice-publishes-report-on-approachesto-
assessinginnovative-regeneraive-medicines

i https://www.gov.uk/government/organisations/
acceleratedaccessreview
vhttp://www.sciencedirect.com/science/article/pi
i/1S0277953614007266

societal considerations, if they were to be

0 KS WcirBplekentrd, ®dlld not hellsiNdctivelylapplied

to a specific therapeutic category only (like RM)

i K S NbutJacross StiieK spectrugh;3 furthérfored dush m p 0

approaches need refinement as tiheir current
form they have been criticised for discriminating
subpopulations on the basis of working age;
therefore plans for their implementation have
been halted across various countries including
the UK Some RM therapies have become
available outsid the NHS through private clinjcs
reflecting different criteria for assessment based

LI 8 Y S y én thy fSrinaieR found ik pliz@tk hedlth pladsk S

GeneralEuropean reimbursement

climate

Reimbursement decisiemaking varies
significantly among EU Member States. The
degree to which HTA is used in decisinaking,
HTA methodologies, and the level at which
commissioning decisions are madee (regional

or national) has been highly variable, creating a
challenging and uncertain environment for RM
manufacturers. Chondro@=t, for example, is
reimbursed at a national level in Spain,
Netherlands and Belgium, but has struggled
elsewhere, particularly the UK (See beloWwpr
over 20 years there have been attempts to
improve HTA harmosation, and in2004 the EU
Commission andCouncil of Ministers declared

| ¢! Fa |
engaged in HTA issues via various governance
and research initiatives (such as AdHopHTA
(2012 2015)"; Advance HTA (20132015)";
INTEGRATE HTA (201215)"" MedTechHTA
(2013- 2015)""; and SEED (202®15)*. The
emphasis is on limitinthe gap betweenmarket
authorisation and HTA, mainly by increasing
early parallel dialogue andscientific advice
between regulators and HTA bodieAnother

trend isa movement toward$t LINEP RSB B¢ ! ¢ =
-6 K § BR LJElaNA & gvriehgpdgesfrom early awareness at the R&D

stage, to a comprehensiveHTA at the clinical
stage, viaWlini- HTAand ‘Rapid HTQ which

may then result in investment and
disinvestment.

v http://www.adhophta.eu/

vivi http://www.advancehta.eu/

vii_ http://www.integrate-hta.eu/

Vil

http://www.me dtechta.eu/wps/wcm/connect/Site/Medtec
HTA/Home

" http://www.eunethta.eu/seed

W LIZThe AEW had ladtively. INR 2 NJR
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In 2013 the EU HTA Network was established one of the few RM therapy areas to have been
to developa co-operative approachin the field. subject to formal HTAThis serves as a useful
LG KlFa y2aFofteée | R2LISR [lystragod & té dotentaleBaliengesiebtaled inF 2 NJ 9 |
/ 2 2 LIS NI G A2 whictRefitail$ grdmoting securing reimbursement within the field of RM.

the use of HTA in decisianaking, improving As stated above, SOBI/Tigenix have secured
harmonisation in HTA methodology acrogd) national reimbursement for their product,
Member States, and reducing dupétion. It ChondroCelect, in Spain, Belgium and the

receives technical support from EUnetHTA  Netherlands, but have struggled to do so in
(European Network for HTA), a collaboration of  other member states. In the UK, three ACI
stakeholders (including national HTA agencies) products (MACI, ACI an® (i BLellY S K2 RQ
which provides a forum for sharing project the latter developed at the Robert Jones and
details and which has produced several tools, Agnus Hunt Orthopaedic Hospital) were subject
especially a speoifimethodological framework to a formal technology appraisal as part of a
(HTA Core Model) for producing and sharing HTA NBE @A Sgé 2F b L/ 9 QrceiSwhdiE A SNJ 01
information. At this stage, the model has been  ACI was not recommended except in the context
dzZAaSR (2 dzy RSNI I 1S wmo YoRdéhdoyidior newiciin®al studiSsy Their@w deaff
therapies (noARM), however medical device guidance on ACI was released for public
industry associations (Eucomed, EDMA, COCIR) consultation in March 2015, and stated that,

hawe argued that Member Stat€@sesponse to based on the findings of thetechnology

such assessments (and other harmonising appraisal ACI is reanmended only in research
initiatives) has been too sloflThe degree of (clinical trials and observational studies to
coordinationand harmonisation among Member measure longerm benefits), and not as a
States remains limited. standard of care. The justification for the

Such variability is highlighted by the way in  recommendation is that the evidence of clinical
which England and France are attempting to  effectiveness was inconclusive: presented
make ready their reimbursement regimes for studies ad reviews weréheterogeneousand of
RM. While England has a strong background in mixed quality, some were poor due to small
conducting economic analyses of therapies (via sample sizes and lack of adequate durations of

b L/ 9e@nology appraisa)s it has moved follow-up. The assessment group also noted that
more recently to supporing innovation and the evidence hd been limited by the changing
evaluation more generallyia W LINE 3 NB 4 a A @natur@of A@iz$echnology over thast decade.
FaasSaaySyaQ 'y R WLINE R dEVidehad Sof bukta gffectideiiebsNIvas 3 &so
whereasFrance, which has a strong background  hampered by uncertainties in lortigrm data.
in assessment based on perceived public health The British Association for Surgery of the
impact, is moving in the opposite direction and Knee (BASK) has expressed its disappmntin
adopting assessmés based on more stringent the recommendation and has encouraged
economic analyses. patients who have undgone ACI to submit
their comments of support to NICE.
NICEguidanceon ACI ACI is, howeveravailable to UK patients via

The use of autologous chondrocyte implantation ~ Other means. More than one large insurance

(ACI) for articular cartilage defects of the knee ~ SCheme such as Bupa'provides coverage for
represents one of the more advanced ChondroCelect, which is administered at several

developments within RM: two ACI products private hopitals. It has also been commissioned
MACI (Vegel) and ChondroCelect (Sobi/Tigenix) @t @ regional level by two Primary Care Trusts
- have received EU marketing authsaiion via (now Clinical Commissioning Groups).

the ATME regulatory framework, and ACI is

Emerging reimbursement)@ertise
While the RM industry may still be described as
relatively immature, emerging patterns in

*(October 2014)

Xi

ec.europa.eu/health/technology _assessment/docs/a01 enterprise activity are becoming apparent.
51029_co09_en.pdf

*'Mahalatchimy, A. (in review) Reimbursement of Cell il

based Regenerative Therapy in the &itd FranceMedical http://public.baskonline.com/NewsArticle.aspx?tabld=7
Law Review &n=55
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