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What Is the iIssue?

Therapeutic & societal needs Research agenda
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What are we paying for?

Therapeutic & societal needs Research agenda
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How to solve the Issue

Step 1: Identification of unmet needs
Step 2: Prioritization

Step 3: Communication

Step 4: Support, e.g. early dialogues,
public funding
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How to prioritize needs?
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MULTI-CRITERIA DECISION ANALYSIS FOR THE APPRAISAL
OF MEDICAL NEEDS: A PILOT STUDY

"y yﬁ”

Cleemput | et al
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Therapeutic vs societal need

Therapeutic need Societal need

Impact of disease on

quality of life Disease-related public

expenditure
Impact of disease on

life expectancy
Inconvenience of Prevalence
current treatment

en current treatment
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Weights of "needs” criteria

Societal need

Therapeutic need

¢ Prevalence
e Disease-related societal cost

* Inconvenience of current
treatment

e Quality of life with curren
treatment

e Life expectancy with current
treatment
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How to apply the method?

________

»

________

s
/Evidence assessment\

[ Therapeutic need J

Quality of Life

Life expectancy
Inconvenience curr treatment

t Societal need J

Public expenditures

Disease frequency

Patient input

INCORPORATING SOCIETAL PREFERENCES IN

REIMBURSEMENT DECISIONS

Appraisal

committee

Score

Public /
committee

Scoremsd weight
Score m5D weight
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Weight
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Discussion

Weighted
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Weighted
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Weighted
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Total weighted score Total weighted score
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Burgers als leidraad
bij terugbetalingen
in de gezondheidszorg
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Criteria
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Medical-Technical i Patient perspective
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Patient's
quality of life

Efficacy/effectvenass
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Solidarity

. Extent to which the treztmant relates
Effect on society to the core of health imsurance
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Nineteen criteria and six conditions for reimbursement of interventions in health care
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UMN list 2016: Applications appraisal results

Spinal muscular atrophy (SMA)

Amyotrophic lateral sclerosis

Recurrent glioblastoma

Pancreatic cancer BRCA+

Mesothelioma (L2)

Duchenne muscular dystrophy

Selective early removal of eschar in children with deep thermal burns

Acute Lymphocytic Leukemia (ALL)

Metastatic uveal melanoma

Acute Myeloid Leukemia (AML) FLT3 +

Metastasized Non-Small Cell Lung Cancer T790m+ (2L)

Recurrent and/or metastatic squamous cell carcinoma of the head and neck (SCCHN)

Advanced metastatic gastric cancer HER2 + (L2 and +)

Serious bleedings and coagulopathy with fibrinogen deficiency
Primary progressive multiple sclerosis

Osteogenesis imperfecta

Non-Small Cell Lung Cancer ALK + in progression after crizonitib

Metastatic breast cancer ER+/HER2-

Non-Small Cell Lung Cancer PD-L1+ (L3)

Metastatic breast cancer BRCA+

Non-Small Cell Lung Cancer KRASm+

Recurrent or refractory chronic lymphocytic leukemia (17p del R/R CLL)

Aggressive systemic mastocytosis (ASM)

Non-Small Cell Lung Cancer (L2)

Myasthenia gravis

Lysosomal acid lipase deficiency

Lupus nephritis

Sporadic inclusion body myositis (sIBM)

Periodic fever syndromes (HIDS, TRAPS, crFMF)

Alzheimer

Non-Hodgkin Lymphoma (L1)

! [ | H H
Chronic hepatitis C with stage 4-5 chronic kidney disease life threatening result
1 | |
Emergency treatment of known or suspected opioid overdose
| |
Alpha-1 antitrypsin deficiency (AATD) QOL result
1 |
Refractory partial onset epilepsy with or without secondarily generalized tonic-clonic... ra rity result

1 |

Clostridium difficile infection (recurrence prevention)
Hypogammaglobulinemia (HGG) by solid organ transplantation social vulners b|||ty result
Hidradenitis Suppurativa

Non-infectious uveitis societal impact result
Hypoparathyroidism
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Lessons learned + personal thoughts
for a future research agenda

Aspects of unmet need within a specific disease

Aspects of uncertainty of an available treatment in a
process of early access/early reimbursement

Drug treatment versus disease Mmanagement

= Differences for acute and chronic medical situations
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The Orphans within the Orphan
diseases

= Very rare diseases or rare situations in common
diseases

= Complex multi-organ diseases
= Less interest from the industry
* Neglected diseases in the Third World

Auto-inflammatory diseases
o MAS (macrophage activation syndrome)
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Larotrectinib

(Drilon et al. N Engl J Med. 2018 Feb 22;378(8):731-739.)

= Targets several cancers that have NTRK gene fusion
proteins in common

= Different unmet needs from children to elderly
= Lack of direct comparability data (Basket trials)

= “Few side effects” but “15% dose reduction because side
effects with maintenance of efficacy”

= Implementation issues: screening for NTRK fusion
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Eculizumab

(Legendre CM et al. N Engl J Med. 2013 Jun 6;368(23):2169-81)

= Aterminal complement inhibitor (C5a, C5b)

= aHUS but probably also useful in other “neighbouring”
diseases that are not always studied

= Acute treatment versus prevention in high risk kidney
transplants

= Dose and treatment duration?

= In our prioritisation tool acute situations difficult to judge !
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Caplacizumab

(Scully M et al. N Engl J Med. 2019 Jan 24,380(4):335-346)

= Acquired thrombotic thrombocytopenic purpura; immune
mediated deficiency of ADAMTS13. Caplacizumab as an
anti-von Willebrand factor

= Quid retreatment?
= How to associate with Plasmapheresis / Rituximab?

= Rituximab highlights the re-use of and the need for
appropriate trialing of old drugs
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Zolgensma (AVXS-101)

= For SMA

= Onasemnogene abeparvovec-xioi
One shot gene therapy?

= Long term outcome? QOL?

= What about the need of specific care i.e. specialised
physiotherapy
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Conclusion

= Unmet needs can be prioritised

= |n promising treatments, many uncertainties might remain —
to be included in research prioritisation process as well

To be discussed:
When?
How?
By whom?
Ownership of data?
m Who is paying?
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