
Appendix II 

A) Estimation of incremental net benefit  

Incremental net benefit (INB)1,2 can be estimated as follows:  
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       or  
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where K was the WTP, ΔC  and ΔE were incremental cost and incremental effective,                   were 

variances of ΔC and ΔE  and covariance theiroff, and        was variance of ICER . The WTP was used as reported 

in the original included studies, i.e.,  a standard/country specific or GDP based WTP threshold. A positive INB 

favours treatment, i.e., intervention is cost-effective, whereas a negative INB favours the comparator, i.e., 

intervention is not cost-effective1,3,4. 

Currency conversions and standardization  

The monetary units were converted to purchasing power parity (PPP), adjusted to US$ for the year 2017 before INB 

calculation. For instance, if a study reported cost, ICER, and thresholds in Euros for 2012, this currency was first 

converted to 2017 Euros using the historical consumer price index (CPI) of that country. The Euro 2017 value was 

next converted to PPP adjusted US$ rate using conversion rates from the International Monetary Fund5. In addition, 

the K value from GDP-based threshold was corrected for both latest CPI (2017) and  PPP, while for 

standard/country specific or fixed K, only PPP was corrected. For the variance monetary value conversion, the 

specific study variance was multiplied by the square of total factors (i.e., CPI and PPP) for the year 2017. For 

example, if Y is variance of ICER in Euros 2012, this was converted into 2017 PPP adjusted US$ as  
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B) Meta-analysis  

 
i) A fixed-effects model 

     ∑            ∑        ----------------------(1) 

              ----------------------------(2) 

  
ii) A random-effects model  

     ∑             ∑         ----------------------(3) 

                  -----------------------(4) 

          ∑   ∑   ∑    ----------------------------(5) 

Q is the Cochrane Q-statistic, where Q = 0 if Q < S-1; and s is the number of included studies/comparisons. 

The heterogeneity of INB was assessed using Cochrane Q-test and I2 statistic calculated as equations below.  
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