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Indirect Treatment Comparison Checklist 
Date of NDC Meeting:		Click or tap to enter a date.		
Name of Medicine:				
SMC Reference:
Full Submission or Resubmission:	Choose an item.
Type of ITC:				Choose an item.
Rationale for ITC:			Choose an item.
Type of evidence:			Choose an item.

Before completing this checklist, consider verifying that the submitting company has provided the necessary relevant information (see Initial check of NPAF tool) 
Section 1
1.1 Description of Indirect Comparison
Please provide a brief description of the indirect comparison, including the following; 
· justification; 
· description of statistical methodology and type of comparison (naïve or unadjusted/adjusted [e.g. Bucher] anchored / unanchored); 
· population; 
· number of studies included; 
· comparator(s); 
· outcomes assessed
If the indirect comparison includes RWD/RWE, briefly describe the data source(s), setting and how these data were used in the ITC (for example, as an external control or to inform a comparator arm).

1.2 Summary of Indirect Comparison Assessment
Following the completion of this checklist, please provide an overall summary of the indirect comparison, highlighting any issues in regard to; 
· target population; 
· comparator(s) used; 
· internal validity (search strategy, included and excluded studies, quality of studies, heterogeneity); 
· external validity; 
· choice and reporting of outcomes 
· relevance to economic evaluation.
 If RWD/RWE were included, briefly highlight any key limitations (for example data source, quality and completeness; study design and conduct; outcome(s) relevance; bias minimisation, including statistical adjustment for confounding, and relevance to Scottish practice).
Notes: 
· Please keep this brief in one paragraph below 200 word-count.
· The DAD statement will be based on information included in sections 1.1 and 1.2.
· Please avoid copying and pasting bullet points from section 4.2 of this checklist into the DAD. 

Section 2: Methodology
2.1 Were the PICO (Population, Intervention, Comparators, and Outcomes) elements identified and appropriate?
Please, only highlight any issues regarding PICO elements, such as: 
· population (are there any differences between the target population and the licensed indication/positioning?)
· Interventions/comparators (were the relevant interventions and comparators listed and appropriate to the Scottish practice?)
· Outcomes (are these clinically relevant?). 
Consider if this reflects the licensed indication or proposed positioning and if the evidence used for the medicine under review and the comparators supports this population.
The same principles apply when the ITC includes RWD/RWE. For RWD/RWE studies, also check that outcomes are clinically relevant and, where surrogate outcomes are used, that these are validated and linked to meaningful clinical endpoints (for example HbA1c as a surrogate for long-term complications in diabetes, or progression free survival as a surrogate for overall survival in oncology).
If there are no issues, note location, indicate PICO elements were appropriate and move on to the next section. 

2.2 Was the Systematic Literature Review (SLR) methodology appropriate?
Don’t copy and paste the RIS briefing, simply add a hyperlink to the search strategy briefing by RIS and consider if this was appropriate. Were any issues highlighted?
Comment only if there are any issues in regard to; 
· Date(s) in which it was conducted
· search terms; search strategy
· screening and study selection 
· did the company provide a list of excluded studies and their reasons? 
· Have they excluded any studies that should have been included?
· databases searched
· PRISMA diagram not provided or unclear
Where RWD/RWE studies are included, check that the SLR explicitly considered observational/RWD sources (for example registries, cohorts, patients’ records).
If there are no issues, note the location and indicate that the SLR methodology is valid/acceptable

2.3 Included studies
List the studies included and indicate if the treatments are relevant to the population, licensed indication and/or positioning proposed by the submitting company. This section focuses on the relevance and characteristics of included studies (the search strategy itself is covered in Section 2.2).
If RWD/RWE studies are included, note briefly whether their use is justified and whether the data source(s) appear robust and relevant to the indication/positioning.

2.4 Assessment of quality
· For randomised controlled trials (RCT), it is preferably for the company to assess the quality of studies using the Cochrane risk of bias tool for randomised studies (RoB 2). 
· For non-randomised studies, it is expected that the company assessed the quality of these studies using the Cochrane risk of bias tool for non-randomised studies (ROBINS-1)
· If the company used another tool to assess the quality of the studies, ensure that this is a valid tool that addresses different types of bias. 
Review the company’s quality assessment of studies included in the indirect comparison, note location and comment only if there are any issues in regard to high risk of bias and how the company dealt with it, for example, assess how the submitting company has addressed issues such as selection bias, information bias, and confounding in their quality assessment. 
For RWD/RWE studies:
· Check that the observational nature and main limitations of the RWD are acknowledged and appropriately considered in the analysis.
· Ensure data provenance and management are clearly described (origin, linkage, time period, follow-up, who collected and managed the data).
· Assess whether data sources are sufficiently complete, accurate and consistent, including how missing or incomplete data were handled (for example imputation, sensitivity analyses).
· Confirm that any data governance and data controller/owner are stated, and that the level of detail provided would allow replication of the study in principle.
· The STROBE guidelines for observational studies can be used for further guidance, if needed.
If there are no issues regarding the quality of studies, note that quality of studies is acceptable and move onto the next section.

2.5 Network geometry (only applicable to NMAs)
Note the location in the submission and comment only if there are issues regarding the network geometry; for example, a poorly connected network that depends extensively on indirect comparisons. Meta-analyses of such networks may be less reliable than those from networks where most treatments have been compared against each other.
If there are no issues, simply note so. (Delete if not applicable.)
Additional information regarding networks is available here: 
· Prisma Statement (Appendix Box 4 provides information about Network geometry)

2.6 Clinical and methodological differences between studies included in the indirect comparison
State if no major differences are observed. Comment only on considerable differences or if any characteristics of relevance to the indication have not been considered that could be prognostic factors or effect modifiers. Do not go into much detail, simply state which characteristics are considerably different.  If more than 10 studies were included, refer to the company’s table and randomly verify only the most important characteristics. 
Clinical characteristics (All ITC types): 
· patients characteristics (demographic and clinical characteristics including prior treatments)
· baseline severity of the condition 
· interventions (doses, regimens, route, treatment duration) 
· concomitant medication used to supplement the study medicine,
Methodological characteristics (All ITC types): 
· primary outcome(s) measured (definition, method and frequency of assessment, central vs local assessment)
· Follow-up (length, data maturity, frequency of assessment)
· Analysis population ( ITT, per-protocol) and handling of missing data
· Study size (overall and by relevant arms)
· Differences in control/placebo arms 
· Trial phase, year of publication and any major protocol differences
For ITCs using RWD/RWE, apply the same principles to observational studies. Note whether there were differences in study design (e.g. if an RCT was used for the medicine under review), sample size and outcome definitions. 
If a MAIC, are there any important differences between the studies that have not been or cannot be matched, e.g., study design/size, definition of outcomes, length of follow-up, subsequent therapies, baseline patient characteristics etc? (Delete if not applicable)
If an STC, were any relevant prognostic factors/effect modifiers NOT included in the STC? Provide an overview of any prognostic factors/effect modifiers that were either excluded or could not be included in the STC. Also include any detail regarding unknown or uncertain factors identified in the company submission. In regard to the power of comparison, was the degree (range) of systematic error reported or has an explanation been provided if the systematic error was not provided?

2.7 Conduct and statistical methods
State if conduct and statistical methods are appropriate. Otherwise, comment only if there are any issues or uncertainties. This section should focus on how the chosen method has been implemented, rather than on between-study differences (which are covered in Section 2.6).
General points (all ITC types):
· Is the chosen method (e.g. Bucher, NMA, MAIC, STC) appropriate for the evidence and decision problem (anchored vs unanchored, availability of IPD, common comparator, number of studies)?
· Are the main assumptions of the chosen method clearly stated and discussed by the company?
· Comment on choice of statistical model if relevant (e.g. fixed versus random effects and justification). If multiple indirect treatment comparisons were presented, did the company use the appropriate ITC method in the economic base case? (Delete if not applicable)
Consistency and heterogeneity (mainly NMA / MTC) (Delete if not applicable):
· Have measures of heterogeneity (e.g. I², Tau², Q statistic) been reported and interpreted appropriately?
· Are outcome estimates between direct and indirect comparisons conflicting in terms of direction and magnitude (e.g. have checks for inconsistency between direct and indirect evidence been performed and discussed?
If a MAIC (Delete if not applicable):
· Is it clear whether the MAIC is anchored or unanchored, and is this appropriate for the data available?
· Have weights been estimated in a reasonable way (no extreme or highly unstable weights, effective sample size not considerably reduced)?
· Have all  key baseline characteristics identified in Section 2.6 been adequately balanced after weighting?
· Has the impact of the reduced effective sample size been acknowledged by the company?
If an STC (Delete if not applicable): 
· Has the company used an appropriate regression model to predict outcomes in the comparator population?
· Are the covariates included in the model consistent with the key prognostic factors and effect modifiers identified in Section 2.6?
· Has the risk of extrapolation beyond the observed data (e.g. substantial differences between IPD from main study and comparator study) been recognised and discussed?
· Is there any uncertainty around the adjusted treatment effect (e.g. wide confidence intervals, model uncertainty)?
For ITCs using RWD/RWE (Delete if not applicable):
· Check that statistical methods are appropriate for observational data (for example time-to-event methods and confounding adjustment such as propensity scores or weighting).
· If RWD is used as an external control or common comparator, has the company provided adequate justification and explored uncertainty (e.g. via sensitivity analyses)?

Section 3: Results
3.1 Were the outcomes in the common control arms similar? (only applicable for anchored ITCs)
Note location in the submission, verify across studies (if too many studies, randomly verify some characteristics) and comment on whether the results across common control arms are similar/different. Note whether the submitting company has explained and accounted for these differences (e.g. using baseline risk adjustment). (Delete if not applicable).

3.2 Are the results of the indirect treatment comparison clearly presented and what are the results?
Indicate location in the submission, review company’s results carefully (only key primary outcomes) and briefly describe them in plain English and note how the medicine under review performs against its comparator(s). Consider adding a table.
Where RWD/RWE results are presented, ensure they are clearly reported, compared with RCT findings where possible, and that the company’s interpretation explicitly reflects uncertainties and potential biases associated with the RWD. 
3.3 Were ranking methods presented (only applicable for MTC/NMA)
Comment if the submission reported rankings with probability estimates and indicate section in which these were reported. Do rankings favour the treatment(s) under review? Are there any issues? Note that rankings may exaggerate small differences in relative effects. (Delete if not applicable)

3.4 Were sensitivity/scenario analyses findings included?
Comment only if these are relevant to the indication/positioning under review and used in the economic evaluation. If so, briefly note whether the results are consistent with the base case analyses. Consider requesting from the company only if strictly necessary and after discussing with pharmacist and health economist. 
If RWD/RWE were used, verify that sensitivity/scenario analyses appropriately explore key uncertainties related to the RWD (for example different assumptions about data quality, confounding or alternative real-world data sources).
3.5 External validity
Include an assessment of external validity. Are results likely to be generalisable to patients in Scotland? Consider inclusion/exclusion criteria and patient characteristics and whether the treatment line/pathway matches clinical practice. Specify the degree of certainty with the analyses (are the results reliable or should caution be applied, are there a number of limitations).
Where the results rely on RWD/RWE, comment explicitly on the generalisability of the data setting(s) to NHSScotland, including any differences in clinical practice, healthcare delivery or patient demographics, and whether the company has adequately discussed these.

Section 4: Conclusions
4.1 What were the submitting company’s conclusions?
Summarise the company’s conclusion here
If RWD/RWE contributed to the ITC, check that the company has acknowledged key RWE limitations (for example potential bias, data robustness and relevance to NHSScotland) and reflected these appropriately in their conclusions.

4.2 What are the limitations affecting this conclusion
Consider commenting on the following if relevant:
· validity of the conclusion (does it match the results of the analysis?)
· population relevant to indication/positioning
· clinical, methodological and statistical heterogeneity
· risk of bias assessment
· systematic error and goodness of fit
· limitations of comparators
· outcomes not included, which may include safety outcomes and health-related quality of life
For ITCs using RWD/RWE, comment on limitations related to observational design, data completeness and quality, and generalisability to the Scottish setting. The STROBE guidelines for observational studies can be used for more detailed appraisal of observational study limitations if needed. 
4.3 Reviewer’s statement
When drafting the reviewer’s statement, weigh the contribution of RWE carefully, particularly where it diverges from RCT findings. Be clear about the degree of certainty in the conclusions, given the potential biases and limitations inherent in RWE, but also consider trade-offs between the quality of the RWD/RWE and contextual factors such as unmet need, the research question, and evidence gaps in the therapeutic area. RWE may sometimes be accepted with a higher level of uncertainty than RCT evidence where it provides the best available information.
Despite these limitations, the company’s conclusions seem reasonable. (Delete as appropriate)
Due to these limitations, the company’s conclusions are (highly) uncertain. (Delete as appropriate)
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