Table 4: Summary of the quality and applicability of the included studies, according to the elements of the Philips checklist

	Author, Year
	Element
	Assessment

	All Wales Therapuetics and Toxicology Centre (AWTTC), 2014 [20]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The objective of the model, to describe a cost-utility analysis of eltrombopag plus dual anti-viral therapy (AVT) versus standard of care in adults with chronic HCV infection who have thrombocytopenia, was clearly defined. 
The primary decision-maker was NHS Wales, the perspective of the model was not clearly stated and the time horizon of the base case analyses was 50 years (lifetime). The chosen model type (i.e. short-term phase based on a decision tree, and a longer term phase based on a Markov health state model) and the modelled pathway were considered to be appropriate, as independently assessed by the AWTTC.


	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	The model used data from systematic literature reviews (treatment effects) but cost data were not reported (confidential). 
A discount rate of 3.5% for both costs and outcomes was applied.
The utilities that were incorporated in the model were referenced and appropriately incorporated into the model, no justification on the methods of derivation for the utility weights was present.
Structural uncertainties have been addressed through a wide range of sensitivity and scenario analyses.
The lack of dealing with heterogeneity was identified as a major limitation by AWTTC since there appears to be greater uncertainty in cost-effectiveness in the subgroup with genotype 1 HCV, and the limited, exploratory analyses provided by the company suggested that eltrombopag was less cost-effective in that patient group.
Significant uncertainties in the efficacy data used to model eltrombopag and standard of care were present:
· The platelet count thresholds required for P-IFN initiation and dose reduction/discontinuation from the ENABLE studies may bias the results in favour of eltrombopag. 
· All patients in the studies were treated with dual AVT, the efficacy/safety of eltrombopag in patients with genotype 1 HCV receiving triple antiviral therapy have not been established.
· The HALT-C study population, used to adjust the ENABLE data to estimate SVR rates for standard of care, had mean baseline platelet counts generally higher than in the ENABLE study population
· The relative risks of SVR derived from the HALT-C study were, somewhat counter intuitively, applied to the control arms of the ENABLE studies.






	
	Consistency
· Internal consistency
· External consistency
	No information was reported whether the model was tested thoroughly before use (internal consistency) and no comparison with previous models was made, although it is doubtful whether other models existed at the time of this evaluation.

	Armstrong 2020 [21]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	There was a clear statement of the problem and the objectives of this model. The primary decision maker profiting from this model, NHS/NICE, was explicitly stated.
The perspective (healthcare insurer) and time horizon (35 days (short-term model) and lifetime (long-term model)) were clearly stated and appropriate. As such, incremental cost per QALY is a relevantly chosen outcome.
The rationale for the structure of the model is explicit and consistent. The sources of data to develop the structure of the model were specified for risk of platelet transfusion, rescue therapy for bleeding and mortality. An up-to-date systematic review with 6 included RCTs (with general low risk of bias) justified the causal relationships by the model.
Assumptions made are explicitly stated and acceptable.
The chosen model type (i.e. short-term phase based on a decision tree, and a longer term phase based on a Markov health state model) and the modelled pathway were considered to be appropriate, as independently assessed by a review group.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	The data identification methods were transparent and appropriate by providing detailed information of the systematic review and (Bayesian) meta-analyses that were conducted.
It was unclear whether the transition probabilities were calculated appropriately since they were obtained from simple pooling of the data without being weighted.
The treatment effects were synthesized by fixed- and random-effects meta-analysis and subgroups were analysed in case of clinical heterogeneity.
Several data were not shown (e.g. drug prices) because confidential information was removed.
Alternative assumptions have been explored through probabilistic sensitivity analyses on all parameters, except drug prices. 
All types of uncertainty were addressed.


	
	Consistency
· Internal consistency
· External consistency
	No information was reported whether the model was tested thoroughly before use (internal consistency). External consistency has not been formally evaluated, but the advisory group conducted two validation efforts by comparing the clinical outcomes of their model with those of clinical trials and by comparing the economic and health outcomes of the advisory group model and the Shionogi economic model.

	Boyers 2011/2012 [22, 23]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	There was a clear statement of the problem and the objectives of this model. The primary decision maker profiting from this model, NHS/NICE, was explicitly stated.
Although the primary decision-maker was not explicitly stated, it was clear that this was NHS/NICE. The perspective (healthcare insurer) and time horizon (lifetime) was clearly stated and appropriate. As such, incremental cost per QALY is a relevantly chosen outcome.
The rationale for the structure of the model was unclear. It was not always clear how expert opinion was used to value parameters in the model and, furthermore, which experts contributed to which issues or if the assumptions were representative of a UK ITP population.
The chosen model type was not explicitly defined and the review committee found the model structure to be sound.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Transparency and appropriateness of the data identification methods were unclear.
The quality of the data/model was assessed by an external organization independent of NICE.
Information about the data modelling methodology and calculation of the transition probabilities was lacking, but not criticized by the independent review group.
Alternative assumptions have been explored through sensitivity analyses, varying the risk of death, target platelet counts and the use of concomitant medications.
No information/justification about cost items were reported.
The utilities incorporated into the model were not deemed appropriate sine utility estimated from both the SF-6D and the EQ-5D were combined. The methods of derivation/pooling of these utility estimated was not justified.

All types of uncertainty were addressed.


	
	Consistency
· Internal consistency
· External consistency
	The manufacturer submitted an addendum and revised the economic model following the identification of a factual error in the model.(internal consistency)
The results of the model were not compared to previous models (external consistency). 


	Chiche 2014 [14]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly describes the decision problem and the objective of the model, including the primary decision maker, i.e. French NHS.
The perspective (healthcare insurer) and time horizon (6 months) are clearly stated. The short time horizon was considered to be a limitation since an assessment of the cost per responder over a longer time frame is needed to reflect all important differences between romiplostim and rituximab.
The outcome of the model, i.e. cost per responder, was not consistent with the healthcare perspective, where you expect long-term patient-important outcomes (e.g. cost per QALY/LYG) to be included as well.

The data sources that were used to develop the model were specified, but the structure of the model was not appropriate since assumptions were made about subsequent treatments offered that may not mimic practical management. 

With the data available, a short-term decision tree was appropriate to estimate the cost-per-responder for romiplostim vs rituximab.

Modelled pathways (response to treatment and bleeding episodes) reflected the underlying process of thrombocytopenia.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent and the methods to synthesize treatment effects were appropriate (romiplostim: not necessary because only 1 RCT was included; rituximab: calculation of the weighted mean proportion by using a random-effects model. Alternative assumptions were explored through sensitivity analyses, but adverse events were not included. 

Cost data were referenced but not justified.

A separate model was developed for splenectomised versus non-splenectomised patients. 
No version of the model without assumption of maintance of response until the end of the model time horizon.
Sensitivity analyses were performed, but only by varying one parameter at the time, not by performing probabilistic sensitivity analysis.

	
	Consistency
· Internal consistency
· External consistency
	No information was reported whether the model was tested thoroughly before use (internal consistency) and no comparison with previous models was made, although it is doubtful whether other models existed at the time of this evaluation.

	Cummins 2012 [24]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem but no formal statement of the model’s objective was made. The primary decision maker was specified, i.e. NHS.
The perspective (healthcare insurer) and time horizon (lifetime) was clearly stated and appropriate. As such, incremental cost per QALY is a relevantly chosen outcome.
The data sources that were used to develop the model were specified, and the overall structure of the model were considered to be appropriate. 
The evidence review group indicated that the model structure is transparent and broadly reasonable but justifications for model assumptions were scarce. The chosen model (i.e. Markov model) was appropriate.

Modelled disease states reflected the underlying process of patients with immune thrombocytopenia refractory to splenectomy or where surgery is contraindicated.
The cycle length was defined (4 weeks) and justified.


	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but not considered generally appropriate since the manufacturer excluded a number of Japanese studies without providing a valid reason.
The evidence review group stated that the manufacturer identified all relevant studies comparing eltrombopag with placebo and presented a suitable meta-analysis. It also considered that the literature review carried out by the manufacturer to estimate the efficacy of standard care was reasonable.
For the indirect comparison of eltrombopag with standard care, the evidence review group expressed concerns about the methodological rigor of the manufacturer's approach. Because the manufacturer excluded studies from the systematic review after the review had been performed, and had pooled response estimates using a simple weighted average regardless of the definition of response, the evidence review group considered that bias may exist

No detailed description/justification of the methods that were used to identify expert opinion

Cost data were referenced but not justified, and an annual rate of 3.5% on both costs and health effects was applied, but not justified. Medication cost of eltrombopag was not reported (confidential information).

The utilities incorporated into the model were not appropriate because it was noted that the manufacturer applied the SF-6D utility data in a sensitivity analysis within the base case, but not within the alternative evaluation favoured by the Committee.

The source and method of derivation (i.e. time trade off) for the utility weights was specified.


A separate model was developed for splenectomised versus non-splenectomised patients. 
A wide range of univariate sensitivity analyses were presented for the base case, though not for the alternative base case
Deterministic and probabilistic sensitivity analyses were conducted, although it seems likely that the event rates estimated from the eltrombopag trial data are too low for responders, and should be adjusted.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. External critical appraisal by the evidence review group was present, resulting in an update of the model.

	Fust 2018 [27]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to evaluate the cost-effectiveness and cost per treatment response of eltrombopag, romiplostim and the watch-and-rescue strategy for treating adults with chronic ITP in the USA.
The perspective (healthcare insurer) and time horizon (24 weeks) were clearly stated, the primary decision maker was not specified. The short time horizon was deemed appropriate to calculate the total cost per responder but was considered insufficient to capture outcomes such as quality of life or survival, which are important outcomes from a (long-term) healthcare perspective.

The model assumptions about subsequent treatment were not clear

With the data available, a short-term decision tree was appropriate to estimate the cost-per-responder for eltrombopag and romiplostim vs watch-and-rescue..

Modelled pathways did not reflect the underlying disease process completely since adverse events were not included in the model (due to the limited evidence in the literature).


	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but not considered generally appropriate since no systematic review seemed to be conducted.

No internal/external quality assessment was conducted.

Relative treatment effects were synthesized using appropriate techniques.

Cost data were referenced but not justified. Given the 24-week time horizon of the model, costs and outcomes were not discounted.

Alternative assumptions were explored through deterministic sensitivity analyses, no methodological uncertainties were addressed and no indication to tackle potential structural uncertainty (via probabilistic sensitivity analysis) was done.
A separate model was only developed for non-splenectomised patients. 

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No indication of comparing the results of the model with those of previous models was present (external inconsistency).

	Gonzalez-Porras 2020 [18]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to provide data for clinical decisions according to their economic implications through the per-head cost of responding patients to oral TPO-receptor agonist eltrombopag and rituximab for treating chronic ITP in the context of the Spanish Health Service.
The perspective (hospital) and time horizon (26 weeks) were clearly stated, the primary decision maker was not specified. 
The data sources used to develop the model structure were specified.
Model structure (reponse to initial and retreatment period) is very simple but probably consistent with the hospital perspective. However, side effects and administration costs appeared not be included. The underlying structural assumptions were transparent and justified.

The model assumptions about subsequent treatment were not clear

With the data available, a short-term decision tree was appropriate to estimate the cost-per-responder for eltrombopag and romiplostim vs watch-and-rescue.

Modelled pathways (focusing on response rates) reflected the underlying disease process partly since clinical patient-important outcomes (morbidity, mortality, quality of life) were not included.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but not considered appropriate since response rates were derived from indirect uncontrolled observational studies.

No internal/external quality assessment was conducted.

Cost data were partially referenced and not justified. Given the 26-week time horizon of the model, costs and outcomes were not discounted.

Alternative assumptions were explored through deterministic sensitivity analyses, no methodological uncertainties were addressed and no indication to tackle potential structural uncertainty (via probabilistic sensitivity analysis) was done.
The model was not separately ran for different subgroups (e.g. splenectomised versus non-splenectomised patients) 

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No indication of comparing the results of the model with those of previous models was present (external inconsistency).

	Goshua 2022 [30]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to conduct the first cost-effectiveness analysis of second-line treatment strategies in chroniic ITP in the USA. 

The perspective (US health system) and time horizon (20-years) was clearly stated and appropriate. As such, incremental cost per QALY is a relevantly chosen outcome. The primary decision maker was not specified. 

The data sources used to develop the model structure were specified and the structural assumptions were transparent and justified. The chosen model was appropriate (i.e. Markov model).

All strategies/comparators were clearly defined. Avatrombopag was not included since this is a newer thrombopoietin-receptor agonist and is available in fewer jurisdictions.

The modelled pathways/disease states reflected the underlying disease process. However, adverse events were not included in the model. 
The cycle length of 1 year was justified, given that most probabilities of adverse effects (splenectomy) and response (TRA and rituximab) were expressed as values after 1 year.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but not considered as appropriate (i.e. no conduct of systematic reviews) 

No internal/external quality assessment was conducted.

Cost data were referenced and justified. Costs and outcomes were discounted by 3% annually.

The utilities incorporated in the model were referenced, appropriate, but the methods of derivation were not justified.

One-way and probabilistic sensitivity analyses were conducted.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No indication of comparing the results of the model with those of previous models was present (external inconsistency).

	Kaur 2022 [31]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the model’s objective. The primary decision-maker was not specified.
This evaluation did not construct a model, hence model-specific items related to structure were not applicable.


	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but not considered as appropriate (i.e. no conduct of systematic reviews) 

No internal/external quality assessment nor sensitivity analyses were conducted.

Cost data were referenced and justified. 

One-way sensitivity analyses and bootstrapping were conducted.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No indication of comparing the results with those of previous models was present (external inconsistency).

	Lee 2013 [15]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to assess the cost-effectiveness of romiplostim in the treatment of adult ITP in Ireland, in comparison with eltrombopag and the medical standard of care.
The perspective (healthcare insurer) and time horizon (lifetime) was clearly stated and appropriate. As such, incremental cost per QALY is a relevantly chosen outcome. The primary decision maker was not specified. 

The data sources used to develop the model structure were specified and the structural assumptions were transparent and justified. The chosen model (i.e. A Markov model with embedded decision tree) was considered to be appropriate.


It was unclear whether modelled disease states reflected the underlying disease process. The cycle length (4 weeks) was defined and justified.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but only partially appropriate (i.e. Bayesian methods are appropriate but no systematic review was conducted) 

No internal/external quality assessment was conducted.

No detailed description/justification of the methods that were used to identify expert opinion.

Cost data were referenced but not justified. Costs and outcomes were discounted at a 4 % annual rate, as recommended by the Health Information and Quality Authority (HIQA) in Ireland.

The utilities incorporated in the model were referenced, appropriate, and the methods of derivation were justified.

Alternative assumptions were explored through scenario, deterministic and probabilistic sensitivity analyses. No methodological uncertainties were addressed and no differentiation between splenectomised and non-splenectomised patients was made

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. In the discussion section, the results were compared with those of previous Canadian/French/Spanish models.

	Li 2015 [32]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the model’s objective. The primary decision-maker was not specified.
This study is a randomized controlled trial, hence model-specific items related to structure were not applicable.



 


	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but considered to be partially appropriate, since cost data were (partially) obtained in the form of a (self-reported) questionnaire

No internal/external quality assessment nor sensitivity analyses were conducted.

Total costs are mentioned but not described into detail. It was unclear how costs were calculated.

None of the 4 principal types of uncertainty were addressed.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No indication of comparing the results with those of previous models was present (external inconsistency).

	Lopez 2015 [19]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to assess the cost per responder for romiplostim, compared to rituximab in adult patients with chronic ITP.

The perspective (healthcare insurer) and time horizon (24 weeks) were clearly stated, the primary decision maker was specified as the Spanish National Healthcare System. The short time horizon was deemed appropriate to calculate the total cost per responder but was considered insufficient to capture outcomes such as quality of life or survival, which are important outcomes from a (long-term) healthcare perspective.

The data sources used to develop the model structure were specified and the structural assumptions were transparent and justified. With the data available, a short-term decision tree was appropriate to estimate the cost-per-responder for romiplostim vs rituximab.

The model did not consider the possible severe adverse events derived from the use of rituximab or romiplostim, which may have led to additional use of resources.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent and appropriate (i.e. conduct of systematic reviews) 

No internal/external quality assessment was conducted.

No detailed description/justification of the methods that were used to identify expert opinion.

Cost data were referenced but not justified. Costs and outcomes were not discounted due to to the short-term time horizon of the model.

The utilities incorporated in the model were referenced, appropriate, and the methods of derivation were justified.

Alternative assumptions were explored through a limited set of sensitivity analyses (only deterministic, no probabilistic sensitivity analyses). No methodological uncertainties were addressed and differentiation was made between splenectomised and non-splenectomised patients.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. In the discussion section, the results were compared with those of recent studies (external consistency).

	Miki 2021 [35]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to evaluate the cost-effectiveness of lusutrombopag compared with platelet transfusion in Japan.

The perspective (healthcare insurer) and time horizon (lifetime) was clearly stated and appropriate. As such, incremental cost per QALY is a relevantly chosen outcome. The primary decision maker was not specified. 

The data sources used to develop the model structure were specified and the structural assumptions were transparent and justified. The need for (re-)hospitalization was the only missing model input. The use of a short-term decision tree (up to 35 days) and a long-term Markov model were appropriate.

The modelled pathways/disease states reflected the underlying disease process. The cycle length was not defined/justified.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	The transparency and appropriateness of the data identification methods was unclear.
Utility values set in the model were collected by literature review but no further details on this review were provided. Efficacy data were derived from a meta-analysis but it was unclear how these studies were identified (e.g. via systematic review).

No internal/external quality assessment was conducted.

No detailed description/justification of the methods that were used to identify expert opinion.

Cost data were referenced but not justified. Costs and outcomes were discounted by 2%, but no justification was reported.

The utilities incorporated in the model were referenced and appropriate, but the methods of derivation were not justified.

Alternative assumptions were explored through one-way sensitivity analyses (only deterministic, no probabilistic sensitivity analyses). Methodological uncertainties were addressed and no differentiation was made between splenectomised and non-splenectomised patients.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. In the discussion section, the results were compared with those of Armstrong 2020 (external consistency).

	Mladsi 2020 [28]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to evaluate the cost-effectiveness of avatrombopag, compared with prophylactic platelet transfusion and lusutrombopag.

The perspective (healthcare insurer) and time horizon (lifetime) was clearly stated and appropriate. The chosen outcome, cost per prophylactic transfusion avoided, was not considered to be in line with the perspective/time horizon. Outcomes capturing quality of life or survival, were considered to be important outcomes from a (long-term) healthcare perspective. The primary decision maker was not specified. 

The data sources used to develop the model structure were specified in general (except for mortality and bleeding event). The transparency and justification of the structural assumptions was unclear due to lack of information. 

The authors used a tree model representing probabilities of treatment success, prophylactic platelet transfusion in the case of lack of treatment success, and periprocedural bleeding event requiring a rescue procedure. However, a Markov model (state transition model) could be a more appropriate model due to the long-term and transient impact on adverse events and mortality.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods for costs and outcomes were transparently described and could be considered, in general, to be appropriate (although a systematic review is the gold standard to estimate treatment effects). Data were pooled appropriately (where possible). 

No internal/external quality assessment was conducted.

Cost data were referenced but not justified. Health outcomes were discounted but cost were not.

Alternative assumptions were explored through probabilistic sensitivity analyses. Methodological uncertainties were not addressed and differentiation was made between patients with a lower versus higher baseline platelet count.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No indication of comparing the results of the model with those of previous models was present (external inconsistency).

	Mowatt 2009 [25]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study did not clearly describe the decision problem and the objective of the model.

The time horizon (lifetime) and the primary decision maker (NHS England and Wales) were clearly stated.
The perspective of the model was unclear (healthcare insurer) but the chosen outcome, the incremental cost per QALY, indicated that a healthcare perspective was probably the focus.

The model structure and underlying data sources were not shown, the structural assumptions were not transparent and justified. We assume that a Markov model was used, since the manufacturer divided use of resources and costs into 4-week cycles.

Therefore, a judgment about the appropriateness of the model and the modelled disease states/modelled pathways could not be made.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	The quality of this evaluation was assessed by an independent evidence review group (ERG).

Data identification methods for costs and outcomes were transparently described and could be considered to be partially appropriate since the majority of the efficacy and safety data were derived from non-randomized studies or case series. However, the ERG raised a number of concerns about the pre-model data analyses and the statistical and epidemiological techniques employed.
The ERG was particularly concerned about the methods the manufacturer had used to estimate the efficacy of romiplostim and the comparators, while acknowledging that using formal methods may also have been inappropriate. The ERG was not presented with further evidence that would have significantly altered the results presented in the manufacturer's original submission

The choice of baseline data were not described, nor justified.

Cost data were not justified, nor referenced but not justified. 
The source for the utility weights was referenced, the methods of derivation for the utility weights was justified but it was unclear how the utilities were calculated

Alternative assumptions were explored through one-way and combined sensitivity analyses by the ERG. Methodological uncertainties were not addressed and no differentiation was made between, for example, splenectomized and non-splenectomized patients.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No indication of comparing the results of the model with those of previous models was present (external inconsistency).

	NCPE Ireland 2010 [16]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem, the model’s objective (i.e. to support an application for the reimbursement of eltrombopag under the High Tech Drug Scheme), and the primary decision-maker (i.e. Health Service Executive in Ireland).
The perspective (healthcare insurer) and time horizon (2 years) was clearly stated. The incremental cost per QALY is a relevantly chosen outcome, but the 2-year time horizon was considered insufficient to capture lifetime outcomes.

The structure of the model was not sufficiently detailed in the NCPE report (and the original submission of the manufacturer could not be obtained due to confidential information).
No information about the data sources that were used to develop the model was provided. Hence, a judgment on the overall structure of the model was not possible. 
The evidence review group indicated that the model structure is transparent and broadly reasonable but justifications for model assumptions were scarce. The chosen model (i.e. Markov model) was appropriate.

The independent assessment by NCPE considered the modelled disease states to reflect the underlying disease process.
The cycle length was defined (4 weeks) but not justified.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were not transparent and the appropriateness was unclear.

An external quality assessment was conducted by the independent NCPE review.

The NCPE review group had concerns over the derivation of the response data for eltrombopag, and the subsequent methodology to estimate the bleed risk and utility data for both agents. The source of the utility weights was not referenced and the methods of derivation for the utility weights were not justified.

No transparent information and justification on all data incorporated into the model were reported. Hence, the process of data incorporation was not transparently reported.

Alternative versions of the model have been applied sensitivity analyses), but no details on methodological or structural variations were reported. Patients were not stratified according to splenectomy status.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No indication of comparing the results of the model with those of previous models was present (external inconsistency).

	Romano 2015 [17]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to estimate the cost–effectiveness ratio of eltrombopag in the treatment of HCV-related thrombocytopenia in antiviral candidate patients.

The perspective (healthcare insurer) and time horizon (lifetime) was clearly stated and appropriate. As such, incremental cost per QALY is a relevantly chosen outcome. The primary decision maker was not specified. 

The data sources used to develop the model structure were specified and the structural assumptions were transparent, but not justified. The chosen model was appropriate (i.e. decision tree in the enabling, maintenance or anti-viral phase and a Markov model for long-term costs and benefits).

The modelled pathways/disease states reflected the underlying disease process. The cycle length was defined (1 year) but not justified.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were not appropriate (i.e. no conduct of systematic reviews) 

No internal/external quality assessment was conducted.

No detailed description/justification of the methods that were used to identify expert opinion.

Cost data were referenced but not justified. Costs and outcomes were discounted at 3.5% but no justification was reported.

The utilities incorporated in the model were referenced but it was unclear whether utility weight from Italian people/patients were incorporated. The methods of derivation for the utility weights were not justified.

Alternative assumptions were explored through both one-way and probabilistic sensitivity analyses. Methodological uncertainties were addressed by running alternative versions of the model for discount rate ranges of 0 to 6%. No differentiation was made, for example, between splenectomised and non-splenectomised patients.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. In the discussion section, the results were compared with those of recent studies (external consistency).

	Rui 2021 [33]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to evaluate the cost-effectiveness of recombinant human TPO+rituximab as second-line treatment in patients with chronic ITP in China.

The perspective (healthcare insurer) and time horizon (lifetime) was clearly stated and appropriate. As such, incremental cost per QALY is a relevantly chosen outcome. The primary decision maker was not specified. 

The data sources used to develop the model structure were specified and the structural assumptions were transparent, but not justified. The chosen model was appropriate (i.e. Markov model with embedded decision tree).

The modelled pathways/disease states reflected the underlying disease process. However, adverse events were not included in the model. 
The cycle length was defined (1 month) and justified.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but not appropriate (i.e. no conduct of systematic reviews) 

No internal/external quality assessment was conducted.

Information was lacking to make a judgment about the appropriateness of transition probabilities calculation.

Cost data were referenced but not justified. Costs and outcomes were discounted at a 5% annual rate, as recommended by the Chinese Guidelines for PharmacoEconomics Evaluations. 

The utilities incorporated in the model were referenced but not appropriate since UK-derived utility weights were used. The methods of derivation for the utility weights were justified.

Alternative assumptions were explored through both one-way and probabilistic sensitivity analyses. Methodological uncertainties were addressed by running alternative versions of the model for discount rate ranges of 0 to 8%. No differentiation was made between, for example, splenectomised and non-splenectomised patients.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. In the discussion section, the results were compared with those of recent studies (external consistency).

	Scottish Medicine Consortium (SMC) 2009 [26]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	This report did not clearly describe the decision problem and the objective of the model.

The time horizon (lifetime) was clearly stated. The perspective and primary decision maker were not reported but the chosen outcome, incremental cost per QALY, probably refers to a healthcare perspective.

The structure of the model was not detailed in the SCM report (and the original submission of the manufacturer could not be obtained due to confidential information)

The data sources used to develop the model structure were partially specified and no information about structural assumptions was provided. A Markov model with lifetime time horizon and cost per QALY is probably relevant if NHS Scotland is the primary decision-maker.

The cycle length was not defined, nor justified.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but not appropriate (i.e. no conduct of systematic reviews) 

An independent external quality assessment on the original manufacturer’s submission was conducted by the SMC.

Clinical experts were consulted by the SMC, but no further information is provided.

Information was lacking to make a judgment about the appropriateness of transition probabilities calculation.

Cost data were referenced but not justified. Costs and outcomes were not discounted.

The utilities incorporated in the model were not referenced but considered to be appropriate since utility values were taken from a study in UK members of the public. The methods of derivation for the utility weights were not justified.

Alternative assumptions were explored through deterministic sensitivity analyses. Additional methodological uncertainties were not addressed. A differentiation was made between splenectomised and non-splenectomised patients.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. In the discussion section, the results were compared with those of recent studies (external consistency).

	Tremblay 2018 [29]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the objective of the model, namely to evaluate the costs relative to treatment success of eltrombopag, romiplostim, and watch and rescue in previously treated patients.

The perspective (healthcare insurer) and time horizon (26 weeks) were clearly stated, the primary decision maker was not specified. The short time horizon was deemed appropriate to calculate the incremental cost per severe bleeding event avoided, but was considered insufficient to capture outcomes such as quality of life or survival, which are important outcomes from a (long-term) healthcare perspective.

The data sources used to develop the model structure were specified and the structural assumptions were transparent and justified. The chosen model (decision tree) was deemed to be appropriate on the short term. However, a longer-term Markov model (with a lifetime horizon) was considered to be more appropriate.

	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were not transparent since no details were given about the targeted literature review.

No internal/external quality assessment was conducted.

Cost data were referenced but not justified. Costs and outcomes were not discounted as the model had a time horizon of 26 weeks.

Alternative assumptions were explored through probabilistic sensitivity analyses. Methodological uncertainties were not addressed and a differentiation was made between splenectomised and non-splenectomised patients.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. In the discussion section, the results were compared with those of Li 2015 (external consistency).

	Zhang 2022 [34]
	Structure
· Statement of decision problem/objective
· Statement of scope/perspective
· Rationale for structure
· Structural assumptions
· Strategies/comparators
· Model type
· Time horizon
· Disease states
· Cycle length
	The study clearly described the decision problem and the model’s objective. The primary decision-maker was not specified.
This evaluation did not construct a model, hence model-specific items related to structure were not applicable.


	
	Data
· Data identification
· Data modelling
· Baseline data
· Treatment effects
· Costs
· Quality of life weight (utilities)
· Data incorporation
· Assessment of uncertainty
· Methodological
· Structural
· Heterogeneity
· Parameter
	Data identification methods were transparent but not considered as appropriate (i.e. no conduct of systematic reviews) 

No internal/external quality assessment nor sensitivity analyses were conducted.

Cost data were partially referenced and justified (i.e. only the cost of drugs was provided). 

One-way and probabilistic sensitivity analyses were conducted.

	
	Consistency
· Internal consistency
· External consistency
	Verification of internal consistency was not considered in this analysis. No substantial differences with previous models were found (external inconsistency).


[bookmark: _GoBack]ITP: immune thrombocytopenia purpura; QALY: quality-adjusted life year; TPO: thrombopoietin
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