Supplementary table 1: Search strategies
	Base
	Strategies

	PUBMED
	((("Drug Approval"[Mesh] OR "Legislation, Drug"[Mesh] OR "Drug Costs"[Mesh]) OR ("Pricing" or "Pricing policy" or "Pricing policies" OR "pharmaceutical prices" OR "pharmaceutical pricing policies" OR "affordability" OR "valued-based pricing" OR "pricing and reimbursement" OR "reimbursement" OR "cost estimation" OR "economic evaluation" OR "health care policy" OR "pharmaceutical policy"))) AND (((((("Genetic Therapy"[Mesh] OR "Genetic Therapy" OR "Genetic Therapies" OR "Therapies, Genetic" OR "Therapy, Genetic" OR "DNA Therapy" OR "Therapy, DNA" OR "Gene Therapy" OR "Therapy, Gene" OR "Gene Therapy, Somatic" OR "Somatic Gene Therapy" OR "Therapy, Somatic Gene" OR "Genetic Therapy, Somatic" OR "Genetic Therapies, Somatic" OR "Somatic Genetic Therapies" OR "Somatic Genetic Therapy" OR "Therapies, Somatic Genetic" OR "Therapy, Somatic Genetic" OR "Genetic Therapy, Gametic" OR "Gametic Genetic Therapies" OR "Gametic Genetic Therapy" OR "Genetic Therapies, Gametic" OR "Therapies, Gametic Genetic" OR "Therapy, Gametic Genetic") OR ("Immunotherapy, Adoptive"[Mesh] OR "Immunotherapy, Adoptive" OR "Cellular Immunotherapy, Adoptive" OR "Adoptive Cellular Immunotherapies" OR "Cellular Immunotherapies, Adoptive" OR "Immunotherapies, Adoptive Cellular" OR "Immunotherapy, Adoptive Cellular" OR "Adoptive Cellular Immunotherapy" OR "Adoptive Immunotherapy" OR "Adoptive Immunotherapies" OR "Immunotherapies, Adoptive" OR "Chimeric Antigen Receptor Therapy" OR "CAR T-Cell Therapy" OR "CAR T-Cell Therapies" OR "CAR T Cell Therapy" OR "T-Cell Therapies, CAR" OR "T-Cell Therapy, CAR" OR "Therapies, CAR T-Cell" OR "Therapy, CAR T-Cell")) OR ("Tissue Engineering"[Mesh] OR "Tissue Engineering" OR "Engineering, Tissue")) OR ("Advanced Therapy Medicinal Products" OR "Advanced Therapy" OR "Advanced Therapies" OR "Advanced Therapy Medicinal" OR "Advanced Therapies Medicinal")) OR (((((((((((((((((((("innovative drug*"[Title]) OR ("new drug*"[Title])) OR ("novel drug*"[Title])) OR ("new therapeutic agent*"[Title])) OR ("emerging drug*"[Title])) OR ("breakthrough drug*"[Title])) OR ("next-generation drug*"[Title])) OR ("first-in-class drug*"[Title])) OR ("pioneering drug*"[Title])) OR ("advanced pharmaceutical*"[Title])) OR ("cutting-edge drug*"[Title])) OR ("disruptive therapeutic*"[Title])) OR ("transformative medicine*"[Title])) OR ("revolutionary drug*"[Title])) OR ("game-changing drug*"[Title])) OR ("orphan drug*"[Title])) OR ("new therap*"[Title])) OR ("new treatment*" [title])) OR ("novel therap*"[Title])) OR ("breakthrough therap*"[Title])) OR ("innovative therap*"[Title])))

	EMBASE
	('cost':ab,ti OR 'costs':ab,ti OR 'cost analysis':ab,ti OR 'cost estimation':ab,ti OR 'cost-effectiveness':ab,ti OR 'value-based pricing':ab,ti OR 'pricing':ab,ti OR 'drug pricing':ab,ti OR 'pricing policy':ab,ti OR 'affordability':ab,ti OR 'pricing and reimbursement':ab,ti OR 'reimbursement':ab,ti OR 'price':ab,ti OR 'prices':ab,ti OR 'economic evaluation':ab,ti OR 'health care policy':ab,ti OR 'pharmaceutical policy':ab,ti OR 'efficiency frontier':ab,ti) AND ('advanced therapy medicinal product':ab,ti OR 'advanced therapy':ab,ti OR 'advanced therapies':ab,ti OR 'gene therapies':ab,ti OR 'gene therapy':ab,ti OR 'gene treatment':ab,ti OR 'genetic therapy':ab,ti OR 'therapy, gene':ab,ti OR 'engineering, tissue':ab,ti OR 'tissue bioengineering':ab,ti OR 'tissue engineering':ab,ti OR 'car t-cell':ab,ti OR 'car t-lymphocyte':ab,ti OR 'car engineered t-cell':ab,ti OR 'car engineered t-lymphocyte':ab,ti OR 'car modified t-cell':ab,ti OR 'car modified t-lymphocyte':ab,ti OR 'chimeric antigen receptor t-cell':ab,ti OR 'chimeric antigen receptor t-lymphocyte':ab,ti OR 'innovative drug$':ti OR 'new drug$':ti OR 'novel drug$':ti OR 'new therapeutic agent$':ti OR 'emerging drug$':ti OR 'breakthrough drug$':ti OR 'next-generation drug$':ti OR 'first-in-class drug$':ti OR 'pioneering drug$':ti OR 'advanced pharmaceutical$':ti OR 'cutting-edge drug$':ti OR 'disruptive therapeutic$':ti OR 'transformative medicine$':ti OR 'revolutionary drug$':ti OR 'game-changing drug$':ti OR 'orphan drug$':ti OR 'new therap$':ti OR 'new treatment*':ti OR 'novel therap*':ti OR 'breakthrough therap*':ti OR 'innovative therap*':ti)

	LILAC
	("Custos de Medicamentos" OR "Despesa com Fármacos" OR "Despesa com Medicamento" OR "Despesa com Medicamentos" OR "Despesas com Fármacos" OR "Despesas com Medicamentos" OR "Gasto com Fármacos" OR "Gasto com Medicamentos" OR "Drug Costs" OR "Cost, Drug" OR "Costs, Drug" OR "Drug Cost" OR "Costos de los Medicamentos" OR "Costo de Medicamentos" OR "Costos de Fármacos" OR "Costos de los Fármacos" OR "Costos de Medicamentos" OR "Costos en Drogas" OR "Costos en Medicamentos" OR "Gasto en Fármacos" OR "Gasto en Medicamentos" OR "Gastos en Fármacos" OR "Gastos en Medicamentos" OR "Preço de Medicamento" OR "Preço do Medicamento" OR "Preços de Medicamentos" OR "Preços dos Medicamentos" OR "Drug Price" OR "Drug Prices" OR "Medicine Price" OR "Medicine Prices" OR "Precio de Medicamento" OR "Precio del Medicamento" OR "Precios de los Medicamentos" OR "Precios de Medicamentos" OR "Custos e Análise de Custo" OR "Acessibilidade Financeira" OR "Análise de Custo" OR "Análise de Custo em Saúde" OR "Análise de Custos" OR "Análise de Minimização de Custo" OR "Análise de Minimização de Custos" OR "Capacidade Aquisitiva" OR "Capacidade de Pagar pelos Serviços de Saúde" OR "Capacidades de Pagar pelos Serviços de Saúde" OR "Comparação de Custos" OR "Custo" OR "Custos" OR "Custos e Análise de Custos" OR "Custos e Análises de Custo" OR "Medidas de Custo" OR "Precificação" OR "Costs and Cost Analysis" OR "Costos y Análisis de Costo" OR "Asequibilidades" OR "análisis de costo-minimización" OR "análisis de minimización de costo" OR "análisis de minimización de costos" OR "asequibilidad") AND ("Terapia Genética" OR "Genetic Therapy" OR "genoterapia somática" OR "terapia génica" OR "Terapia Gênica" OR "Terapia Somática de Genes" OR "Terapia de Genes" OR "Engenharia Tecidual" OR "Tissue Engineering" OR "Ingeniería de Tejidos" OR "Engenharia Tissular" OR "Engenharia de Tecidos" OR "Imunoterapia Adotiva" OR "Imunoterapia Celular Adotiva" OR "Terapia CAR com Células T" OR "Terapia CAR com Células-T" OR "Terapia por Receptor Antigênico Quimérico" OR "Terapia por Receptor de Antígeno Quimérico" OR "Terapias CAR com Células T" OR "Terapias CAR com Células-T" OR "Immunotherapy, Adoptive" OR "Inmunoterapia Adoptiva" OR "inmunoterapia celular adoptiva" OR "terapia CAR-T" OR "terapia T-CAR" OR "terapia con linfocitos T-CAR" OR "terapia de receptores antigénicos quiméricos" OR "terapias CAR-T" OR "terapias T-CAR" OR "terapias con células T-CAR" OR "terapias con linfocitos T-CAR" OR "Medicamento de Referência" OR "Medicamento Inovador" OR "Medicamentos Inovadores" OR "Medicamentos Novos" OR "Innovator Drugs" OR "New Drugs" OR "Medicamentos de Referencia" OR "Medicamentos Innovadores" OR "Medicamentos Nuevos")





Supplementary table 2: Excluded studies after full-text review
	Title
	First author and year of publication
	Justification

	A review of economic evaluations on new drugs priced by the cost calculation method in Japan. Can Japan go beyond the conventional cost-based pricing?
	(Kasai; Shiroiwa; Ikeda, 2012)
	Congress abstract

	Access to orphan drugs in Europe: Current and future issues
	(Michel; Toumi, 2012)
	Does not involve price definition


	Advanced Therapy Medicinal Products: Availability, Access and Expenditure in Italy
	(Rivetti di Val Cervo et al., 2024)


	Does not involve price definition


	Advanced therapy medicinal products: value judgement and ethical evaluation in health technology assessment
	(Gonçalves, 2020)
	Does not involve price definition


	Alignment of health technology assessments and price negotiations for new drugs for rare disorders in Canada: Does it lead to improved patient access?
	(Rawson, 2020)
	Does not involve price definition


	Can Standard Health Technology Assessment Approaches Help Guide the Price of Orphan Drugs in Canada? A Review of Submissions to the Canadian Agency for Drugs and Technologies in Health Common Drug Review.
	(Balijepalli et al., 2020)
	Modeling study


	Comparison of New Drug Accessibility and Price Between Japan and Major European Countries.
	(Takayama; Narukawa, 2017)
	Não há aplicação de politica



	Comparison of US and EU Prices for Orphan Drugs in the perspective of the Considered US Orphan Drugs Act Modifications and Discussed Price-Regulation Mechanisms Adjustments in US and European Union.
	(Żelewski et al., 2022)
	Does not involve price definition


	Critical assessment of Belgian reimbursement dossiers of orphan drugs.
	(Alain Denis, 2012)
	Does not involve price definition


	Current trend in pharmaceutical law in EU.
	(Cabezas, 2012)
	Does not involve price definition


	Determinants of the Financial Impact of Orphan Drugs in Italy: Differences Between Expected and Observed Pharmaceutical Expenditure.
	(Mennini et al., 2025)
	Does not involve price definition


	Discussion about the orphan drug pricing regulation system from the perspective of pricing and reimbursement.
	(Chang F., 2015b)
	Does not involve price definition

	Drivers of innovation value: simulation for new drug pricing evaluation based on system dynamics modelling.
	(Xing et al., 2025)
	Modeling study



	Emerging drug reimbursement models: Lessons and implications from cancer drug access schemes
	(Aggarwal, 2012)
	Congress abstract

	Establishing a reasonable price for an orphan drug.
	(Berdud; Drummond; Towse, 2020)
	Modeling study


	Evidence requirements for pricing and reimbursement decision making for orphan drugs in Asia.
	(Tan et al., 2012)
	Congress abstract

	Factors influencing reimbursement price of new drugs after introduction of positive list system.
	(Park et al., 2012)
	Congress abstract

	Feasibility study to characterize price and reimbursement decision-making criteria for the inclusion of new drugs in the Spanish National Health System: the cefiderocol example.
	(Calleja; Badia, 2022)
	Does not involve price definition


	Financial Impacts of Paying for Gene Therapy for Sickle Cell Disease Under Alternative Pricing and Financing Mechanisms.
	(Basu, 2025)
	Modeling study


	From value to price: What should be the path for orphan drugs?
	(Ethgen et al., 2012)
	Congress abstract

	No correlation between the prices of oncology orphan drugs in the US and their patient population sizes.
	(Jarosławski; Auquier; Toumi, 2017)
	Does not involve price definition


	Orphan Drug Pricing and Costs: A Case Study of Kalydeco and Orkambi.
	(Hollis, 2019)
	Does not involve price definition


	Orphan drug pricing and payer management in the United States: Are we approaching the tipping point?

	(Hyde R., 2010)
	Does not involve price definition


	Orphan drugs approved in Canada: health technology assessment, price negotiation, and government formulary listing.

	(Rawson; Adams, 2024)
	Does not involve price definition


	Pricing and reimbursement of orphan drugs: the need for more transparency.

	(Simoens, 2011)
	Does not involve price definition


	Pricing and reimbursement policy for new orphan drugs in South Korea: focused on patient accessibility and budget impact.

	(Lee, 2021)
	Does not involve price definition


	Pricing schemes for new drugs: a welfare analysis.

	(Levaggi, 2014)
	Modeling study

	

	Research funding and price negotiation for new drugs.
	(Barigozzi; Jelovac, 2020)
	Modeling study


	Retail price regulation and innovation: reference pricing in the pharmaceutical industry.

	(Bardey; Bommier; Jullien, 2010)
	Modeling study


	The costs and benefits of regulations for reimbursement of new drugs.

	(Lundkvist; Jönsson; Rehnberg, 2006)
	Does not involve price definition



	The impact of early phase price agreements on prices of orphan drugs.

	(Nuijten; Van Wilder, 2021)
	Does not involve price definition



	The impact of orphan drug incentives on innovation and pricing in niche therapeutic markets: A systematic review of the literature.

	(Kapur, 2012)
	Congress abstract

	The impact of South Koreas new drug-pricing policy on market competition among off-patent drugs.
	(Kwon et al., 2015)

	Does not involve price definition


	The strategic interaction between firms and formulary committees: effects on the prices of new drugs.

	(García-Alonso; García-Mariñoso, 2008)
	Modeling study


	Towards ethical drug pricing: the European Orphan Genomic Therapies Fund.

	(Risse et al., 2024)
	Does not involve price definition



	Towards sustainability and affordability of expensive cell and gene therapies? Applying a cost-based pricing model to estimate prices for Libmeldy and Zolgensma.

	(Thielen et al., 2022)
	Modeling study


	Value-Based Pricing for Patent-Protected Medicines Over the Product Life Cycle: Pricing Anomalies in the “Age of Cures” and Their Implications for Dynamic Efficiency.
	(Garrison; Jiao; Dabbous, 2023)
	Does not involve price definition






	Estudos excluídos após leitura na íntegra

	Título
	Primeiro autor e ano de publicação
	Justificativa

	A review of economic evaluations on new drugs priced by the cost calculation method in Japan. Can Japan go beyond the conventional cost-based pricing?
	(Kasai; Shiroiwa; Ikeda, 2012)
	Congress abstract


	Access to orphan drugs in Europe: Current and future issues
	(Michel; Toumi, 2012)
	Does not involve price definition


	Advanced Therapy Medicinal Products: Availability, Access and Expenditure in Italy
	(Rivetti di Val Cervo et al., 2024)


	Does not involve price definition


	Advanced therapy medicinal products: value judgement and ethical evaluation in health technology assessment
	(Gonçalves, 2020)
	Does not involve price definition


	Alignment of health technology assessments and price negotiations for new drugs for rare disorders in Canada: Does it lead to improved patient access?
	(Rawson, 2020)
	Does not involve price definition


	Can Standard Health Technology Assessment Approaches Help Guide the Price of Orphan Drugs in Canada? A Review of Submissions to the Canadian Agency for Drugs and Technologies in Health Common Drug Review.
	(Balijepalli et al., 2020)
	Modeling study


	Comparison of New Drug Accessibility and Price Between Japan and Major European Countries.
	(Takayama; Narukawa, 2017)
	Não há aplicação de politica



	Comparison of US and EU Prices for Orphan Drugs in the perspective of the Considered US Orphan Drugs Act Modifications and Discussed Price-Regulation Mechanisms Adjustments in US and European Union.
	(Żelewski et al., 2022)
	Does not involve price definition


	Critical assessment of Belgian reimbursement dossiers of orphan drugs.
	(Alain Denis, 2012)
	Does not involve price definition


	Current trend in pharmaceutical law in EU.
	(Cabezas, 2012)
	Does not involve price definition


	Determinants of the Financial Impact of Orphan Drugs in Italy: Differences Between Expected and Observed Pharmaceutical Expenditure.
	(Mennini et al., 2025)
	Does not involve price definition


	Discussion about the orphan drug pricing regulation system from the perspective of pricing and reimbursement.
	(Chang F., 2015b)
	Does not involve price definition

	Drivers of innovation value: simulation for new drug pricing evaluation based on system dynamics modelling.
	(Xing et al., 2025)
	Modeling study



	Emerging drug reimbursement models: Lessons and implications from cancer drug access schemes
	(Aggarwal, 2012)
	Congress abstract

	Establishing a reasonable price for an orphan drug.
	(Berdud; Drummond; Towse, 2020)
	Modeling study


	Evidence requirements for pricing and reimbursement decision making for orphan drugs in Asia.
	(Tan et al., 2012)
	Congress abstract

	Factors influencing reimbursement price of new drugs after introduction of positive list system.
	(Park et al., 2012)
	Congress abstract

	Feasibility study to characterize price and reimbursement decision-making criteria for the inclusion of new drugs in the Spanish National Health System: the cefiderocol example.
	(Calleja; Badia, 2022)
	Does not involve price definition


	Financial Impacts of Paying for Gene Therapy for Sickle Cell Disease Under Alternative Pricing and Financing Mechanisms.
	(Basu, 2025)
	Modeling study


	From value to price: What should be the path for orphan drugs?
	(Ethgen et al., 2012)
	Congress abstract

	No correlation between the prices of oncology orphan drugs in the US and their patient population sizes.
	(Jarosławski; Auquier; Toumi, 2017)
	Does not involve price definition


	Orphan Drug Pricing and Costs: A Case Study of Kalydeco and Orkambi.
	(Hollis, 2019)
	Does not involve price definition


	Orphan drug pricing and payer management in the United States: Are we approaching the tipping point?

	(Hyde R., 2010)
	Does not involve price definition


	Orphan drugs approved in Canada: health technology assessment, price negotiation, and government formulary listing.

	(Rawson; Adams, 2024)
	Does not involve price definition


	Pricing and reimbursement of orphan drugs: the need for more transparency.

	(Simoens, 2011)
	Não há aplicação de política de precificação


	Pricing and reimbursement policy for new orphan drugs in South Korea: focused on patient accessibility and budget impact.

	(Lee, 2021)
	Does not involve price definition


	Pricing schemes for new drugs: a welfare analysis.

	(Levaggi, 2014)
	Modeling study

	

	Research funding and price negotiation for new drugs.
	(Barigozzi; Jelovac, 2020)
	Modeling study


	Retail price regulation and innovation: reference pricing in the pharmaceutical industry.

	(Bardey; Bommier; Jullien, 2010)
	Modeling study


	The costs and benefits of regulations for reimbursement of new drugs.

	(Lundkvist; Jönsson; Rehnberg, 2006)
	Não há aplicação de política de precificação.



	The impact of early phase price agreements on prices of orphan drugs.

	(Nuijten; Van Wilder, 2021)
	Does not involve price definition



	The impact of orphan drug incentives on innovation and pricing in niche therapeutic markets: A systematic review of the literature.

	(Kapur, 2012)
	Congress abstract

	The impact of South Koreas new drug-pricing policy on market competition among off-patent drugs.
	(Kwon et al., 2015)

	Does not involve price definition


	The strategic interaction between firms and formulary committees: effects on the prices of new drugs.

	(García-Alonso; García-Mariñoso, 2008)
	Modeling study


	Towards ethical drug pricing: the European Orphan Genomic Therapies Fund.

	(Risse et al., 2024)
	Não envolve aplicação de politica



	Towards sustainability and affordability of expensive cell and gene therapies? Applying a cost-based pricing model to estimate prices for Libmeldy and Zolgensma.

	(Thielen et al., 2022)
	Modeling study


	Value-Based Pricing for Patent-Protected Medicines Over the Product Life Cycle: Pricing Anomalies in the “Age of Cures” and Their Implications for Dynamic Efficiency.
	(Garrison; Jiao; Dabbous, 2023)
	Does not involve price definition
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