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Table A.1 – Discarded papers
	N.
	Authors
	Year
	Title
	Subject and reason for refusal

	7
	Muñoz-Villegas et al.
	2021
	Pharmacokinetics and Safety of an Intravitreal Humanized Anti-VEGF-A Monoclonal Antibody (PRO-169), a Biosimilar Candidate to Bevacizumab

	Off topic: Not lung diseases but eye diseases. 

	9
	Yamaguch & Narukawa  

	2022
	Combinations of Drug Candidate Properties Affecting Development Success and Discontinuation for 5 Diseases: Lymphoma, Non–Small Cell Lung Cancer, Arthritis, Depression, and Alzheimer Disease
	Off topic: It shows the approval success rate of drug candidates for 5 diseases to understand the characteristics and reasons of discontinued candidates. 


	11
	Lee et al.

	2023
	Individualised risk prediction model for exacerbations in patients with severe asthma: protocol for a multicentre realworld risk modelling study 

	Off topic: The study aims to develop and validate a new risk prediction model for severe exacerbations (severe worsening of the disease) in patients with severe asthma and to examine the potential clinical utility of this tool.

	12
	Stolz et al.

	2023
	Current and future developments in the pharmacology of asthma and COPD
	Off topic: Review current and future developments in the pharmacology of asthma and COPD. 

	14
	Carreras et al.
	 2023
	Use of Drugs in Clinical Practice and the Associated Cost of Cancer Treatment in Adult Patients with Solid Tumors: A 10-Year Retrospective Cohort Study
	Off topic: This study provides detailed information on oncology pharmaceutical spending for the treatment of solid tumours in the VHUH (Vall d'Hebron University Hospital), based on information on the real costs of hospital practice and for all antineoplastic therapies and types of tumours solid. 

	19
	Mazur et al.
	2023
	Respiratory syncytial virus prevention within reach: the vaccine and monoclonal antibody landscape
	Off topic: This review provides an overview of respiratory syncytial virus vaccines and monoclonal antibodies in clinical development, highlighting different target populations, antigens, and study results, but no cost analysis is conducted. 

	21
	Quinn et al.
	2020
	Respiratory syncytial virus prophylaxis for prevention of recurrent childhood wheeze and asthma: a protocol for a systematic review
	Off topic: The study serves to determine whether the relationship between RSV and the development of asthma is causal, showing the effect (if any) of RSV prophylaxis on subsequent recurrent wheeze/asthma. 

	24
	Horgan et al.
	2022
	How Can the EU Beating Cancer Plan Help in Tackling Lung Cancer, Colorectal Cancer, Breast Cancer, and Melanoma?
	This work describes the differences between national healthcare systems and different circumstances for four different types of cancers but no analysis is carried out relating to the issue of cost-effectiveness. 

	25
	Holgate et al.
	2019
	The Future of Asthma Care Personalized Asthma Treatment
	Off topic: It deals with the digital diagnosis of asthma for better prevention and understanding of the disease.

	27
	Koulouris et al. 

	2022
	Resistance to TKIs in EGFR-Mutated Non-Small Cell Lung Cancer: From Mechanisms to New Therapeutic Strategies 

	Off topic: This review aims to summarise existing knowledge on TKI resistance mechanisms in the context of EGFR mutant NSCLC and discuss its clinical and therapeutic implications. 

	28
	Convertino et al. 

	2020
	Exploring pharmacological approaches for managing cytokine storm associated with pneumonia and acute respiratory distress syndrome in COVID-19 patients
	Off topic: It reports that several drugs that target cytokine pathways have the potential to provide benefits in COVID-19-related ARDS and pneumonia. Anti-IL-6, anti-TNF and anti-JAK drugs, currently available for the treatment of other immune-dependent inflammatory diseases, are expected to exert favourable effects in this context, based on their mechanism of action. In an emergency and without reliable therapeutic options, their benefit/risk profile will likely be favourable. Cost and safety will be a priority at a later stage of the epidemic, when more reliable data becomes available. 

	29
	Drake et al.
	2021
	Phase II Investigation of the Efficacy of Antimycobacterial Therapy in Chronic Pulmonary Sarcoidosis Wonder
	Off topic: It simply establishes that, despite a significant decline in ESAT-6 immune responses, a 16-week CLEAR regimen provided no physiological benefit in terms of FVC or 6MWD among patients with sarcoidosis.

	30
	Doroudchi et al.
	2020
	Asthma Biologics: Comparing Trial Designs, Patient Cohorts and Study Results 
	Off topic: It simply provides details and differences in biological asthma study designs, patient cohorts, and study outcomes. 

	31
	Liang et al.
	2020
	Pulmonary Delivery of Biological Drugs
	Off topic: This review is limited to evaluating the characteristics of biologics and barriers to pulmonary drug delivery 

	32
	Gelhorn et al. 
	2019
	Patient and physician preferences for attributes of biologic medications for severe asthma
	Off topic: This study provided important information on both patient and physician preferences regarding the characteristics of biologics indicated for the treatment of severe asthma

	33
	Petelytska et al.
	2023
	Heterogeneity of determining disease severity, clinical course and outcomes in systemic sclerosis-associated interstitial lung disease: a systematic literature review
	Off topic: A systematic literature review was performed to search for definitions of severity, progression, and outcomes recorded for SSc-ILD.

	36
	Jin et al.
	2020
	Recent Trends in Nanocarrier-Based Targeted Chemotherapy: Selective Delivery of Anticancer Drugs for Effective Lung, Colon, Cervical, and Breast Cancer Treatment
	Off topic: Off-target effects of chemotherapy drugs are studied with the use of nanoparticles (NPs). Published reports show that various types of nanocarriers, including liposomes, lipid, metallic and polymeric NPs and micelles, nano-MOFs and carbon nanotubes, have been effectively used for the targeted delivery of chemotherapeutic agents for the treatment of lung cancer, colon, cervix, and breast.

	39
	Wynne et al. 
	2018
	A comparative pharmacokinetic study of DRL_BZ, a candidate biosimilar of bevacizumab, with Avastin® (EU and US) in healthy male subjects 
	Off topic: Comparative analysis, in terms of safety and immunogenicity, between the drug DRL_BZ, a biosimilar candidate for bevacizumab, and the EU-approved and US-authorized bevacizumab.
No reference to lung diseases.

	43
	Mamori et al.
	2025
	Real‑World Comparative Analysis of Trastuzumab Originator and Biosimilars: Safety, Efficacy, and Cost Effectiveness


	The authors confirmed the safety, side effects, efficacy, and costs of trastuzumab biosimilars compared to the original drug by analysing global reports of adverse events and large real-world data sets. However, the study focused only on breast cancer treatment. 
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Table A.2 – Included papers classified by methodology, thematic area, economic variables
	[bookmark: _Hlk198076744]N. 
	Authors, year, country of the study
	Methodology
	Thematic area
	Economic variables

	1
	Luo et al., 2022, USA e UK
	Markov Models
	Advanced or Recurrent Non-squamous non-small cell lung cancer
	Yes

	2
	Xiao et al., 2022, China
	Overall response rates
	Non-squamous non-small cell lung cancer
	No

	3
	Syrigos et al., 2021, various OECD countries
	Overall response rates
	Non-squamous non-small cell lung cancer
	No

	4
	Xu et al., 2022, China
	Overall response rates
	Advanced non-small cell lung cancer
	No

	5
	Zhao et al., 2023, China 
	Overall response rates
	Locally advanced and advanced non-small cell lung cancer
	No

	6
	Schwabe et al., 2022, New Zealand
	ANCOVA models
	Generic comparison between biosimilars and reference drugs 
	No

	8
	Yang et al., 2021, USA
	Correlation models
	Cancer patients in general
	Yes

	10
	Cornes & Krendyukov, 2019, Germany, UK
	Survival analysis

	Cancer patients in general
	Yes

	13 
	Niazi, 2023, USA 
	Observational studies
	Generic comparison between biosimilars and reference drugs 
	Yes

	15
	Yang et al., 2019(a), China
	Survival analysis

	Non-squamous non-small cell lung carcinoma
	No

	16
	Chen et al., 2023, various OECD countries
	Correlation models
	Severe allergic asthma
	No

	17
	Yang et al. 2019(b), China
	Overall response rates
	Non squamous non–small-cell lung cancer
	No

	18
	Wan et al. 2021, China
	Survival analysis
	Recurrent non-squamous non-small cell lung cancer
	No

	20 
	Shi et al. 2021, China
	Overall response rates
	Unresectable, metastatic, or recurrent non-squamous non-small cell lung cancer
	No

	22
	Kotoulas et al. 2022, Greece
	Overall response rates
	Severe allergic asthma
	No

	23
	Malapelle & Rossi, 2019, Italy		
	Decision tree models
	Non-small cell lung cancer
	Yes

	26
	Wang et al., 2021, USA
	Markov Models
	Small cell lung carcinoma
	Yes

	34
	Moir, 2023, UK
	Correlation models
	Lung cancer
	Yes

	35
	Gourzoulidi et al., 2020,
Greece
	Markov Models
	Non-small cell lung cancer
	Yes

	37
	Zhang et al., 2024, China
	Overall response rates
	Non-small cell lung cancer
	No

	38
	Yang et al., 2022(b), China
	Survival analysis
	Non-small cell lung cancer
	No

	40
	Verschraegen et al., 2022, USA  
	Overall response rates
	Recurrent non-squamous non-small cell lung cancer
	No

	41
	Russo et al., 2017, Italy
	Overall response rates
	Non-small cell lung cance
	No

	42
	Ou et al., 2024, Taiwan
	Overall response rates
	Non-small cell lung cancer
	No

	44
	Goulart et al., 2011, USA
	Markov Models
	Non-small cell lung cancer
	Yes

	45
	Ghanei et al. 2024, Iran
	ANCOVA models
	Severe allergic asthma
	No

	46
	Cheng et al. 2024, China
	Overall response rates
	Non-small cell lung cancer
	No

	47
	Ananyeva et al. 2021, China
	Survival analysis

	Interstitial lung disease associated with systemic sclerosis
	No








Table A.3 – Included papers
	N.
	Authors, year, country of the study
	Type of study
	Title
	Summary of the contents and results

	1
	Luo et al., 2022, USA e UK
	Model-based studies: Markov model
	Cost-Effectiveness of Bevacizumab Biosimilar LY01008 Combined with Chemotherapy as First-Line Treatment for Chinese Patients with Advanced or Recurrent Nonsquamous Non-Small Cell Lung Cancer 

	First-line LY01008 combined with chemotherapy was associated with a 0.48 QALY increase in efficacy and a CNY189,988 (US$26,240) increase in healthcare costs compared to first-line chemotherapy, resulting in an incremental cost-effectiveness ratio (ICER) of CNY 375,425 (USD 54,430)/QALY. In the scenario analysis, first-line LY01008 combined with chemotherapy was associated with an average healthcare cost of CNY 265,060 (US$38,429), resulting in an ICER of CNY 221,579 (US$32,125/QALY) between first-line LY01008 joint with chemotherapy versus first line chemotherapy alone. 

	2
	Xiao et al. 2022, China
	Literature review
	Comparison of efficacy and safety of bevacizumab biosimilar and original bevacizumab in non-squamous non-small cell lung cancer: a systematic review and meta-analysis
	Bevacizumab biosimilars are considered similar to the original drugs in terms of efficacy and safety and can be considered a replacement for Bevacizumab in the treatment of NSCLC. 

	3
	Syrigos et al., 2021, various OECD countries
	Randomised studies 
	Efficacy and Safety of Bevacizumab Biosimilar FKB238 Versus Originator Bevacizumab: Results from AVANA, a Phase III Trial in Patients with Non-Squamous Non-Small Cell Lung Cancer (non-sq-NSCLC)
	The equivalence of efficacy and safety between the two drugs has been demonstrated. No significant differences in efficacy and safety were found between FKB238 and Bevacizumab in patients with non-squamous NSCLC

	4
	Xu et al., 2022, China
	Literature review 
	Efficacy and Safety of Bevacizumab Biosimilars Compared with Reference Biologics in Advanced Non-small Cell Lung Cancer or Metastatic Colorectal Cancer Patients: A Network Meta-Analysis
	In patients with advanced NSCLC or metastatic CRC, the efficacy and safety of Bevacizumab biosimilars were comparable to those of reference biologics and to each other. 

	5
	Zhao et al., 2023, China 
	Observational studies
	Efficacy and safety of bevacizumab biosimilar compared with reference bevacizumab in locally advanced and advanced non-small cell lung cancer patients: A retrospective study
	The biosimilar Bevacizumab has been shown to be equivalent in efficacy to Bevacizumab in patients with locally advanced and advanced NSCLC. It showed an acceptable toxicity profile and no new adverse events. Even patients excluded from clinical trials can benefit from the biosimilar Bevacizumab.

	6
	Schwabe et al., 2022, New Zealand
	Randomised studies 
	Pharmacokinetics and pharmacodynamics of a proposed tocilizumab biosimilar MSB11456 versus both the US-licensed and EU-approved products: a randomized, double-blind trial.
	Pharmacokinetic equivalence is demonstrated between MSB11456 and Tocilizumab, both authorised in the US and approved in the EU, as well as between reference products. 

	8
	Yang et al., 2021, USA
	Model-based studies: Microsoft Excel-based budget impact model 
	Does Biosimilar Bevacizumab Ofer Affordable Treatment Options for Cancer Patients in the USA? A Budget Impact Analysis from US Commercial and Medicare Payer Perspectives
	There is evidence of substantial cost savings from the introduction of Bevacizumab-bvzr compared to its reference product, from the US taxpayer perspective. 

	10
	Cornes & Krendyukov, 
2019, Germany, UK
	Randomised studies 
	The Evolution of Value with Filgrastim in Oncology
	Shows generic cost savings of the biosimilar of the drug filgastrim, in oncology. 

	13 
	Niazi, 2023, USA 
	Observational studies
	RNA Therapeutics: A Healthcare Paradigm Shift
	Cost analysis of synthetic RNA products is conducted in relation to time. 

	15
	Yang et al., 2019(a), China
	Randomized studies 
	Biosimilar candidate IBI305 plus paclitaxel/carboplatin for the treatment of non-squamous non-small cell lung cancer 

	IBI305 has been shown to be similar to Bevacizumab in terms of efficacy and safety. 

	16
	Chen et al., 2023, various OECD countries
	Non-Randomized studies
	Can we predict who will benefit most from biologics in severe asthma? A post-hoc analysis of two phase 3 trials
	The study aims to investigate the combined ability of patient characteristics to predict response to treatment with Mepolizumab in patients with severe asthma. There is marked variability in the ability of patient characteristics to predict response to treatment. 

	17
	Yang et al., 2019(b), China
	Randomised studies 
	Efficacy and Safety of Anti-cancer Biosimilars Compared to Reference Biologics in Oncology: A Systematic Review and Meta-Analysis of Randomized Controlled Trials
	Existing evidence suggests highly comparable efficacy and safety profiles between cancer biosimilars compared to reference biologics in oncology. 

	18
	Wan et al., 2021, China
	Randomised studies
	Efficacy and safety of MIL60 compared with bevacizumab in advanced or recurrent non-squamous non-small cell lung cancer: a phase 3 randomized, double-blind study
	This study found therapeutic equality between MIL60 and Bevacizumab when joint with paclitaxel/carboplatin. 


	20 
	Shi et al., 2021, China
	Randomized studies
	Bevacizumab biosimilar LY01008 compared with bevacizumab (Avastin) as first-line treatment for Chinese patients with unresectable, metastatic, or recurrent non-squamous non–small-cell lung cancer: A multicenter, randomized, double-blinded, phase III trial
	This randomized, controlled trial compares the efficacy and safety of LY01008 with Avastin in the first-line treatment of Chinese patients with advanced or recurrent non-squamous non-small cell lung cancer (NSCLC), demonstrating the similarity of the two drugs in terms of efficacy and safety. 

	22
	Kotoulas et al., 2022, Greece
	Literature review
	Omalizumab: An Optimal Choice for Patients with Severe Allergic Asthma
	The efficacy and safety of Omalizumab and its association with other asthma- and drug-related parameters are studied. Research indicates that Omalizumab enhances asthma management and decreases both the occurrence and frequency of flare-ups in individuals with severe allergic asthma.

	23
	Malapelle & Rossi, 2019, Italy		
	Literature review
	Emerging angiogenesis inhibitors for non-small cell lung cancer
	It has been estimated that the financial cost of Bevacizumab plus chemotherapy versus chemotherapy alone could increase the cost-utility ratio by more than $500,000 per quality-adjusted life year. In the population with adenocarcinoma for each year of life gained, the incremental cost-effectiveness ratio resulting from the addition of Nintedanib Docetaxel would cost 40,886 euros. 

	26
	Wang et al., 2021, USA
	Model-based studies: Parametric survival model and mixture cure model 
	Economic Evaluation of First-Line Atezolizumab for Extensive-Stage Small-Cell Lung Cancer in the US
	The use of chemotherapy + Atezolizumab compared to chemotherapy alone resulted in 0.11 additional quality-adjusted life years (QALYs), with an incremental cost of $84,257. The incremental cost-utility ratio (ICUR) was $785,848/QALY. Considering the parametric survival model, Atezolizumab + chemotherapy resulted in 0.10 additional QALYs, with an incremental cost of US$84,257; the ICUR was US$827,610/QALY.
In the scenario analysis (PF utility = 0.673, PP utility = 0.473), the results showed that the ICUR was $910,557/QALY and $965,607/QALY. 

	34
	Moir, 2023, UK
	Literature review 
	Real-World Evidence of Biosimilar Utilisation and Pharmacoeconomics in People Living with Breast or Lung Cancer

	This article reviews the current understanding and use of biosimilars in the treatment of breast and lung cancers by examining existing RWE. Integrating biosimilars into oncology care is a key strategy to mitigate the financial burden borne by both patients and healthcare systems. Supported by RWE, cost-effective alternatives with biosimilars have the potential for significant savings and improved accessibility to breast and lung cancer treatments. 

	35
	Gourzoulidis et al., 2020,
Greece
	Model-based studies: Partitioned survival model with three health states, referring to pre-progression, progressed disease, and death
	Cost-effectiveness analysis of lorlatinib inpatients previously treated with anaplastic lymphoma kinase inhibitors for non-small cell lung cancer in Greece

	Lorlatinib was more effective than platinum-based ChT with 2.4 and 1.5 additional LYs and QALYs gained, respectively. The ICERs generated by Lorlatinib compared to platinum-based ChT were €28,613 per LY gained and €46,102 per QALY gained. PSA confirmed the deterministic results. 

	37
	Zhang et al., 2024, China
	Observational studies
	Retrospective analysis of survival and safety of bevacizumab biosimilar and original drug combination chemotherapy in non-small cell lung cancer
	Bevacizumab biosimilars provide comparable therapeutic efficacy and a similar level of safety to the original drug in the treatment of locally advanced or metastatic NSCLC. However, a slightly higher incidence of treatment-related adverse events (TEAEs) has been observed with the biosimilar, particularly in elderly patients with preexisting hypertension who receive high doses. Nonetheless, overall, the undesirable effects have proven to be manageable.

	38
	Yang et al., 2022(b), China
	Literature review
	Efficacy and safety of adding bevacizumab biosimilar or original drug to platinum-based chemotherapy as first-line treatment in patients with advanced NSCLC: a systematic review and meta-analysis
	The efficacy and safety of bevacizumab biosimilars in the treatment of advanced non-squamous NSCLC are very similar to those of the original drug when combined with paclitaxel and carboplatin, respectively. 

	40
	Verschraegen et al., 2022, USA
	Randomised studies
	Candidate Bevacizumab Biosimilar CT‑P16 versus European Union Reference Bevacizumab in Patients with Metastatic or Recurrent Non‑Small Cell Lung Cancer: A Randomized Controlled Trial
	The randomized phase III, double-blind, multicenter, parallel-group study demonstrated equivalent efficacy and similarity in terms of pharmacokinetics, safety, and immunogenicity between CT-P16 and EU-bevacizumab in patients with nsNSCLC. This supports the bioequivalence between the two treatments.

	41
	Russo et al., 2017, Italy 
	Literature review
	Bevacizumab in the treatment of NSCLC: patient selection and perspectives
	Bevacizumab led to better clinical outcomes when added to standard first-line chemotherapy in patients with advanced or recurrent non-squamous NSCLC without targetable molecular abnormalities. 

	42
	Ou et al., 2024, Taiwan
	Observational studies
	Real-world clinical efficacy of bevacizumab biosimilar in patients with advanced non-small-cell lung cancer
	In patients with advanced NSCLC, no differences in clinical outcomes were observed between treatments with the reference product of bevacizumab (RP) or bevacizumab biosimilars (BB). In a combination regimen, BB proved as effective as RP when combined with chemotherapy (CT) or an epidermal growth factor receptor-tyrosine kinase inhibitor (EGFR-TKI). 

	44
	Goulart & Ramsey, 2011, USA
	Model-based studies: Markov model
	A Trial-Based Assessment of the Cost-Utility of Bevacizumab and Chemotherapy versus Chemotherapy Alone for Advanced Non-Small Cell Lung Cancer 
	Compared to chemotherapy alone, bevacizumab plus chemotherapy increased average QALYs by 0.13, with a lifetime incremental cost of $72,000 per patient. The incremental cost-utility ratio (ICUR) was $560,000 per QALY. At a threshold of $100,000 per QALY, bevacizumab does not appear to be cost-effective when added to chemotherapy in patients with advanced NSCLC.

	45
	Ghanei et al., 2024, Iran
	Randomised studies
	Efficacy and safety of a proposed omalizumab biosimilar compared to the reference product in the management of uncontrolled moderate-to-severe allergic asthma: a multicenter, phase III, randomized, double-blind, equivalency clinical trial
	In asthma management, the omalizumab biosimilar (P043) was found to be equivalent to omalizumab in terms of reducing exacerbations, efficacy, and safety. 

	46
	Cheng et al., 2024, China
	Randomised studies
	Efficacy and Safety of Biosimilar SCT510 Compared with Bevacizumab for the First‑Line Treatment of Advanced Non‑Squamous Non‑Small Cell Lung Cancer: A Randomized, Double‑Blind, Phase III Study
	The study demonstrated that for the first-line treatment of patients with NSCLC, the pharmacokinetics (PK), safety profile, and immunogenicity of SCT510 (an approved biosimilar of bevacizumab) were equivalent to the original drug Avastin®.

	47
	Ananyeva et al., 2021, China
	Observational studies
	Efficacy and safety of two courses ofrituximab biosimilar acellbia in patients with interstitial lung disease associated with systemic sclerosis: a prospective observational study.  
	The study demonstrated the efficacy, safety, and tolerability of the Rituximab (RTX) biosimilar, Acellbia (ACB), in treating interstitial lung disease associated with systemic sclerosis (ILD-SSc). ACB is considered suitable for first-line treatment and/or monotherapy for this condition.
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