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Appendix S1. Output from the systematic literature review for methods of price reimbursement for drugs in combination (n=62)
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Appendix S3. Combination-relevant articles in the updated corpus
	Study
	Type / scope
	Direct focus on combinations
	Main finding or argument
	What it says about the relation with multi-indication pricing
	Use in the discussion

	Garrison and Towse (2019)
	Policy analysis on personalised / precision medicine
	Indirect
	Frames diagnostics and medicines as economic complements and identifies high-cost combination therapies as a new challenge for value assessment and reward-splitting.
	Important as an early bridge between multi-indication pricing and combination pricing: once value depends on several complementary technologies, the pricing problem becomes not only indication-specific but also component-specific.
	Useful for positioning combinations as an extension of the same value-allocation problem discussed in the multi-indication debate.

	Lawlor et al. (2021)
	European policy / access discussion in oncology
	Indirect
	Argues that oncology medicines with multiple indications create access, affordability and uncertainty challenges, and explicitly notes that these products will increasingly be used in combinations and biomarker-guided pathways.
	Shows that combination use is not a separate phenomenon from multi-indication expansion; rather, it is part of the same innovation trajectory that stresses conventional pricing and reimbursement systems.
	Useful for motivating why an update of Campillo et al. is timely in oncology.

	Michaeli et al. (2022)
	Cross-country empirical study, 25 cancer drugs and 100 indications
	Indirect but empirically relevant
	Demonstrates that later indications tend to offer lower clinical benefit and larger populations, while countries respond through weighted-average prices, indication-specific discounts, clinical restrictions and managed entry agreements.
	Combination therapies are recognised as part of the broader pressure for pricing reform, but the study deliberately prioritised products with at least two monotherapy indications to reduce confounding. The implication is that robust direct evidence on combination pricing remains limited even in advanced multi-indication research.
	Useful for showing that the empirical literature has moved beyond theory, while also revealing the current evidence gap on combinations.

	Maes et al. (2023)
	Belgian stakeholder co-creation / implementation design
	Indirect
	Develops a procedural model for pricing medicines across several medicine-indication combinations and future indications in Belgium.
	Brings the discussion closer to operational design. The language of medicine-indication combinations highlights that pricing problems are attached to specific therapeutic uses rather than to the molecule alone.
	Useful for arguing that pricing medicines in combination requires the same kind of structured, indication-level governance now being proposed for multi-indication products.

	Adida (2024)
	Economic / operations research model of indication-based pricing
	Indirect
	Develops a formal model of indication-based pricing showing how prices can be aligned with heterogeneous value across indications while preserving incentives for innovation.
	Demonstrates analytically why uniform pricing can generate inefficiencies when value differs across uses—an insight directly relevant for combination therapies, where value also varies depending on the therapeutic context.
	Useful for linking the theoretical foundations of indication-based pricing to the broader challenge of allocating value across treatment contexts, including combination regimens.

	Towse, Briggs and Steuten (2025)
	Editorial / conceptual paper on combination products
	Direct
	Argues that the field has made progress on the technical problem of attributing value across components of a combination, but not on the institutional mechanism for implementing this in practice. It calls for HTA and pricing authorities to specify attribution rules instead of leaving the issue to bilateral bargaining alone.
	This is the clearest link with the multi-indication literature: both areas seek value-consistent pricing, but combination products add a second problem - how to divide value and price across component products and firms.
	Central citation for explaining why multi-indication evidence is necessary but not sufficient for pricing combinations.

	Brekke, Dalen and Straume (2025)
	Economic / industrial-organisation model
	Direct
	Shows that when combination therapies enter pharmaceutical markets, prices may rise and payer surplus may fall, especially when the additional therapeutic value is high and firms can coordinate. Price discrimination may improve allocative efficiency, but potentially at the expense of payer budgets.
	Provides a theoretical market mechanism linking combination pricing to the broader concern already present in the multi-indication literature: value heterogeneity does not automatically translate into socially desirable prices under market power.
	Useful for explaining why evidence from multi-indication pricing cannot simply be transferred mechanically to combinations without considering market structure.

	Armstrong et al. (2025)
	Opinion / policy discussion on multi-year multi-indication agreements
	Indirect but policy-relevant
	Reviews multi-year multi-indication agreements as a practical tool to manage access, uncertainty and future indication expansion. Combination products appear as a residual area where standard multi-indication agreements are less mature.
	Suggests that current contracting solutions for multi-indication products may stabilise pricing across expanding indications, yet they do not fully solve the specific pricing and governance problems raised by combinations.
	Useful for showing where current policy innovation has progressed - and where it still stops short of a full combination-pricing framework.


[bookmark: _GoBack]Note: This table retains only the combination-relevant records that materially inform pricing or reimbursement analysis.

