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Disclosure

This presentation is informed by a project carried out by IQVIA and myself (supported by
Sanofi) to explore the validity and relevance of value attribution frameworks for
combination therapies



The challenge

A combination therapy may not be cost-effective even if the add-on therapy has a
price of €0:

= Backbone therapy has a value-based price (equal to the willingness to pay for its health
gain), so there is no room left for the add-on therapy to justify its costs as compared to its
health gain

= Combination therapy may prolong time to progression, implying that components are
administered for a longer period of time and costs increase

Davis S. NICE Decision Support Unit Report 2014; 1-36.
Latimer NR et al. Expert Review of Pharmacoeconomics & Outcomes Research, 2021, 21:3, 331-333.



Objective L=

There is a need for a framework that allows to set prices for components based on the
value that they contribute to a combination therapy

The framework should be valid, practical and adaptable to markets with different
reimbursement systems



The Briggs framework

Attributes value to components based on (im)perfect information about independent
impact of each component on health outcome of combination therapy and on relative

market power of manufacturers

Imperfect vs Perfect information

Imperfect information

The independent benefit of one or more of the
component therapies is unknown for the
indication under consideration.

Perfect information

The independent benefit of all the component
therapies is known for the indication under
consideration.

Imbalanced market
power

Imbalanced vs Balanced market power

The manufacturer of one component therapy
has more control over pricing decisions
compared to the manufacturer of another
component therapy.

Balanced market power

None of the component therapy
manufacturers has more control over pricing
decisions than another.

Perfect

Information
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Briggs A et al. An Attribution of Value Framework for Combination Therapies. Value Attribution Working Group; 2021.
Towse A et al. Why we need a new Outcomes-based Value Attribution Framework for Combination Regimens in Oncology. London: Office of Health Economics.; 2021.

Legend

V(A) Value split of add-on therapy

V(B) Value split of backbone therapy

V(B) Value split of backbone therapy

H(A) Incremental health benefit over
standard of care for add-on
monotherapy

H(B) Incremental health benefit over
standard of care for backbone
monotherapy

H(B+A) Incremental health benefit over
standard of care for combination
therapy

p Negotiable share:

This is the percentage of the
incremental value of the combination
therapy that is allocated to the
manufacturer of the backbone from the
remaining value of the combination
therapy after accounting for the
monotherapy value of the backbone




The Towse framework

Attributes value by taking arithmetic average of the monotherapy effect and add-on
effect for each component

Value breakdown Value attribution Value attribution formula
A weight
O HB+A) [ e e _
(.9; Incremental - V(A)-50%
= —  outcomes from V(B)-50% Backbone therapy
3 the combination
©  H(B) |~y - ———————— - - V(B) H(B) + [H(B + A) — H(A)]
2 . 2=H(B + A)
E | Superior treatment V(A)-0%
% for the backbone ™ y/(B}100%
< HA) -~ B a7 " _ Add-on therapy
é Backbone Joint outcomes H(A) + [H(B + A) — H(B)]
& for the backbone e VI(A¥50% v(4) = 2+«H(B + A)
g and the add-on V(B)-50%

This framework can be applied to the value attribution for
combination therapy with more than 2 components

Towse A et al. Proposal for a General Outcome-based Value Attribution Framework for Combination Therapies. London: Office of Health Economics; 2022.



Advantages & limitations of frameworks




An intermediate less complex framework

Identify relevant criteria:
— market features (e.g. market power of companies)
— product characteristics (e.g. effectiveness, cost-effectiveness, budget impact)
— other elements (e.g. availability of evidence, quality of evidence)

Use a simplified framework consisting of two result categories:

— components contribute equal value to the combination (value attribution of 50% - 50% for a combination
consisting of 2 components)

— components contribute unequal value (arbitrary value attribution of 25% - 75%)

Determine how a component product should score on each criterion with a view to
allocate it to a result category:

— forinstance, if appropriate evidence is not available for a component, then it will automatically fall in the second
result category (implying a 25% value attribution)



Some final reflections

Absence of value attribution framework hinders market access of combination therapies

This question is more than a budget issue (cfr. German policy to impose 20% price reduction on
combination therapies)

Any value attribution framework is indicative rather than conclusive

Resolving the value attribution conundrum is a joint responsibility of pharmaceutical
industry and health care payers/HTA agencies
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