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75% of people living with a rare disease

80% of People living with a rare disease



ATMP regulation 1394/2007

2012 Nobel Prize in Physiclogy or Medicine

« ATMP

» products in gen therapy (GTMP)

» products in somatic cell therapy (sCTMP)
» products in tissue engineering (TEP)

» combined products (Combined)

» ‘Manipulated’: minimum 1 of the 2 criteria

“substantial manipulation™ :
~ NOT: cut, centrifuge, sterilise, freeze,... (Annex )
BUT: cell expansion, ex vivo cell activation or —differentiation, ...

not the same essential function in receiver and donor




ema Gene Therapy E=leE

Gene Editing ‘

Biological medicinal product with the following
characteristics:

a) it contains an active substance which contains
or consists of a recombinant nucleic acid
used in or administered to human beings
with a view to regulating, repairing,
replacing, adding or deleting a genetic
sequence;

b) its therapeutic, prophylactic or diagnostic
effect relates directly to the recombinant
nucleic acid sequence it contains, or to the
product of genetic expression of this
sequence. Not include vaccines against

infectious diseases.

GENE THERAPY
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EMA Marketting Authorization GT
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Cell Based Medicinal Products
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Somatic cell therapy medicinal
products:

-substantially manipulation cells or tissues or not
intended to be used for the same essential function(s);

-administered to human beings with a view to treating,
preventing or diagnosing a disease through the
pharmacological, immunological or metabolic action.

Tissue engineered product:

-engineered (substantially manipulated) cells or
tissues, and

-administered to human beings with a view to rSTEMcELL L%
repairing or replacing a human tissue. — ./ YU

~— ',’. o



EMA Marketting Authorization CT
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‘ema- Combined ATMP

Incorporates a medical device (according to Article
1(2)(a) of Dir. 93/42/EEC)

And N |/
includes viable cells or tissue parts 2 N
or

In case of non-viable cellular/tissue part,
the primary mode of action is attributed to
the cell component as either
pharmacological, immunological,

metabolic or as repair, replacement,

regeneration.

THE TISSUE IS THE
I[SSUE



Hospital Exemption
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ALZHEIMER'S DISEASE
ARTHRITIS/MUSCULOSKELETAL

AUTOIMMUNE DISORDERS
BLADDER DISORDERS

BLOOD DISORDERS
CANCER

CARDIOVASCULAR DISEASE

CROHN'S DISEASE
DIABETES

EYE DISORDERS
GENETIC DISORDERS
INFECTIOUS DISEASES
KIDNEY DISORDERS
MUSCULAR DYSTROPHY
NEUROLOGIC DISORDERS
RESPIRATORY DISEASES
SKIN DISEASES

TRANSPLANTATION
OTHER DISEASES

Pipeline by disease and phase

Medicines in Development by Disease and Phase

@ PHASEI
@ rHASEN
@ PHASEIN

@ APPLICATION
SUBMITTED

20 &0 60 80

* SOME MEDICINES ARE IN MORE THAN ONE CATEGORY.

110
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Cross-Border Healthcare
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General Comments Cross-Border Healthcare

Revision and strengthening of the regulation
Multi-annual cross-border care authorisations
Ending upfront payments

Reform prior authorisations

Expand scope to clinical trials

Give legal status to European Reference Networks BCONCERNS




THEEU |
B'OTECH difference

ACT

by EuropaBio.

European BioTech Act




General Remarks Bio Tech Act

Integrate with relevant existing specialized clinical networks, including ERNs
Facilitate structured real world data generation, in complementarity with existing Union data
Ensure that scientific and industrial progress translates into meaningful benefits for patients
Maintain high standards of scientific assessment, ethical review and patient safety

Exchange of best practices across Member States on the preparation, handling, administration
Structure involvement of patient and healthcare professional representatives

Help developers navigate complex and overlapping regulatory requirements

B CONCERNS




Joint Clinical Assesment

Development Oncology products, 1st extension: 2nd extension: All
Phase ATMPs and medical  Orphan designation central authorised
devices products medicinal products

2024 | 2025 2028 2030
D TR T B

EU HTA go live date
15t January 2025

17



Legal routes Differences in treatment cost Payment system MEA confidentiality [0]4,1:1
Social Security Regulations (EC) 883/2004 and * Different medical costs can be covered * Patient * Risk of double compensation
987/2009 (“S2route”) by the payer of the home country prepayment * Norevenue for the manufacturer
Treatment center abroad considers the patient as * Reimbursement basis + VAT as agreed (usually) not in the home country
insured underthe local, national healthcare in the guest country required
system. The payer of the home country is bound to * Doesnot cover travel costs
pay the total treatment cost (i.e. tariffs) of the guest
country.
Directive 2011/24/EU ¢ Reimbursement basis + VAT as agreed * Patient * Risk of double compensation
Treatment center abroad will consider the patient inthe home country prepayment * Norevenue for the manufacturer
as a private patient, so patient needs to prepay the * Patient needs to coverthe difference in required in the home country
treating hospital. A specific VAT rate for private cost between home and guestcountry
patients might apply. The patientmust coverthe (reimbursement basis + VAT private
difference in total cost in the guest country and patient)
total cost in the home country. * Doesnot cover travel costs
National fund ¢ Cancover travel and accommodation e Patient * Not addressed
Additional safety nets on top of the regular health costs prepayment
insurance system (e.g. SSF in BE) * Possibly limited budget (e.g. closed usually not
envelope system) required

* Not astructural solution

Backpack method * Reimbursement basis + VAT astreated e Patient * Pharmaceutical company inthe * Legalrestrictions

The home country hospital will order the product
with the manufacturer in the home country. The
product will be delivered to the treating hospitalin
the guest country. The patient is considered as
treated in the home country.

in the home country
Butonly relevant for pharmaceutical
product

prepaymentis
not required

home country has revenue for
MEA execution

Direct agreement with hospital

The payer of the home country sets up an
agreement directly with the treatment center
abroad. The payer of the guest country is not
involved.

Treatment cost can be agreed between
payer's home country and treating
hospital

Patient
prepayment is
not required

Risk of double compensation .
No revenue for the manufacturer
in the home country .

Only specific centers (limits
the options)

Workload can rise with an
increasing no of centers

18]



ATMPs in the Hospital Pharmacy

@ it B
Nitrogen vapor & -80 °C

Handling:

Sensitive products / Patient specific
Preparation:
Risk assesment (Biohazard/Cleaning)
Logistics:

Short shelf life / Communication / €
0:: BlOBank



BUDGET Impact Gene Therapies

Indication

ADA-SCID®
Leber amaurosis
SMA®

B-ALL®

DLBCL®

B-thalassemia

Product

Strimvelis (Orchard
Therapeutics)

Luxturna (Sparks
Therapeutics)

Zolgensma
(Novartis)

Kymriah (Novartis)

Kymriah (Novartis)

Yescarta (Gilead)

Zynteglo (Bluebird)

Regulatory
approval

EMA-2016

FDA-2017
EMA-2018

FDA-2019
FDA-2017

EMA-2018

FDA-2017
EMA-2018

FDA-2017
EMA-2018

EMA-2019

Market pricea

€594,000
$850,000
$2.1 million
$475,000
$373,000

$375,000

€1.58 million

Estimated number
of eligible patients
(US + Europe)

30-40

>2,000

>1,500

1,000

1,200

>10,000



THE PROBLEM OF CURING: IMMEDIATE FUNDING FOR UNCERTAIN LONG-
TERM VALUE DELIVERED

Selected Specialty Drugs, Quarterly U.S. Sales, by Quarters Since Launch

S35
~=Avastin (2004:Q1)
»3.0 —2Zytiga (2011:Q2)
$2.5 —=Gleevec (2004:Q1)
—=Revlimid (2005:Q4)
g 520 ——Rituxan (1997:Q4)
- $15 w=Sovaldi (2013:Q4)
—Tecfidera (2013:Q2)
$1.0
/
$0.5 S—
e ———
$S0.0
1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20
Quarters Since Launch
Source: Mark Schoenebaum, 1S3 Growp
Published on Drug Channels [htto //www DrugChannels net) on October 29, 2014.
i DRUG CHANNELS
g INSTITUTE

© Vlerick Business School 21



= IHSI (International
Horizon Scanning
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Timeline: reimbursement requests through e-health,
with recording of patient assessments

J
Cell Chain E-Health §100  E-Health §200  E-Health §300
Product request Cells accepted on Electronic Notify response and Notify response and
site reimbursement request patient situation patient situation
(NCCN criteria) (NCCN criteria)

Patient selected » Deliveryday » Perfusion day

Patient assessments

Blood/ Bone marrow Blood/ Bone marrow
examination examination

Invoice/reimbursement request X X X

280.000€ 20.000€ 20.000€



Future challenges in Care sector
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Most expert centres have no budget
/ no extra staff

Tensions on the budget at hospital
level / detrimental for RD

Coordination requires long-term
financial support

No interoperability between local
hospital systems

Ethics no longer a value

?> parisBrain

Institute



Innovative Medicines
for Children

The true measure of any society ca

be found in how It treats its most
vulnerable members

AZ QUOTES

ePTRI €
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