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VERSION 1 - REVIEW 

REVIEWER James Raftery 
University of Southampton, UK 

REVIEW RETURNED 02-Oct-2014 

 

GENERAL COMMENTS This is an important paper suggesting that NICE's recommended 
threshold for treatment should be changed. The scientific quality is 
excellent, employing the same methods as NICE. The degree of 
overlap and difference between the models used by NICE and here 
might be brought out more fully.  
 
One missing element concerns the cost impact should the NICE 
threshold be changed as suggested. This could be done using 
NICE's approach.  
 
Finally, the biological plausibility of earlier treatment might be 
expanded upon.  

 

REVIEWER Akio Oishi 
Kyoto University, Japan 

REVIEW RETURNED 02-Dec-2014 

 

GENERAL COMMENTS This is an interesting paper that addresses the optimal use of 
ranibizumab for AMD in real-world clinical practice. The authors 
collected information from a large cohort of AMD patients in UK and 
investigated whether the immediate treatment is more cost-effective 
than conventional guideline. The method and conclusion seem 
appropriate. There are some limitations but they are appropriately 
mentioned in the discussion. The reviewer has only minor 
comments.  
 
Table 2  
It took a little time to understand the rows indicate baseline and 
columns indicate outcome. The authors should revise the 
presentation or the explanation.  
Page 13  
Figure 3 appears prior to Figure 2.  
Discussion  
Speaking of cost-effectiveness, the choice between bevacizumab 
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and ranibizumab can be a controversial issue. While the reviewer 
understand from the article that the physicians in UK use almost 
exclusively ranibizumab, adding discussion about bevacizumab 
might be interesting to the readers especially in developing 
countries. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer: 1  

Reviewer Name James Raftery  

Institution and Country University of Southampton, UK  

Please state any competing interests or state ‘None declared’: None declared.  

 

 

 

This is an important paper suggesting that NICE's recommended threshold for treatment should be 

changed. The scientific quality is excellent, employing the same methods as NICE. The degree of 

overlap and difference between the models used by NICE and here might be brought out more fully.  

 

- We attempted to replicate the NICE model as closely as possible: health states and utility values 

were as per the ERG model for TA155 (costs were based on the most recent NICE guidance for 

aflibercept). We have added text (p9 line 153 and p10 line 157) to make this more explicit.  

 

One missing element concerns the cost impact should the NICE threshold be changed as suggested. 

This could be done using NICE's approach.  

 

- We have added a discussion on the budget impact of the decision to the discussion with reference 

to the cost effectiveness of identifying early lesions. (Karnon et al. Health Technol Assess. 2008 

Jun;12(27):iii-iv, ix-124.) (p14 line 309)  

Indeed we feel this comment would be worthy of further research to develop a fuller budget impact 

calculation beyond the scope of this paper. Issues that spring to mind are i) the proportion of early 

AMD cases detected (dependent of level of screening) ii) the impact of early treatment societal costs 

such as maintaining independence and iii) uncertainty in early detection methods and the cost of 

treating false positives.  

 

Finally, the biological plausibility of earlier treatment might be expanded upon.  

 

- Thank you for this important comment. There is a question of detection of early AMD and therefore 

what proportion of patients with good vision and early AMD will be identified for treatment. After this 

we would hypothesize that earlier treatment when lesions are smaller would mean that fewer 

injections are required to maintain vision. We have added both points to the discussion. (p14 line 316)  

 

 

Reviewer: 2  

Reviewer Name Akio Oishi  

Institution and Country Kyoto University, Japan  

Please state any competing interests or state ‘None declared’: None  

 

 

This is an interesting paper that addresses the optimal use of ranibizumab for AMD in real-world 

clinical practice. The authors collected information from a large cohort of AMD patients in UK and 

investigated whether the immediate treatment is more cost-effective than conventional guideline. The 
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method and conclusion seem appropriate. There are some limitations but they are appropriately 

mentioned in the discussion. The reviewer has only minor comments.  

 

Table 2  

It took a little time to understand the rows indicate baseline and columns indicate outcome. The 

authors should revise the presentation or the explanation.  

 

- We have revised Table 2 to make it clearer, thank you.  

 

Page 13  

Figure 3 appears prior to Figure 2.  

 

- We have renamed the figures to correct the order.  

 

Discussion  

Speaking of cost-effectiveness, the choice between bevacizumab and ranibizumab can be a 

controversial issue. While the reviewer understand from the article that the physicians in UK use 

almost exclusively ranibizumab, adding discussion about bevacizumab might be interesting to the 

readers especially in developing countries.  

 

- We excluded the small number of patients treated with bevacizumab from the dataset for the 

analysis. Since bevacizumab appears cost effective compared to ranibizumab (Dakin, BMJ Open 

2014, doi:10.1136/bmjopen-2014-005094) we would expect the use of bevacizumab for early 

treatment to also be cost effective. While we agree this would be interesting, given the lack of data, 

we feel it best to avoid making this assumption. 

VERSION 2 – REVIEW 

REVIEWER James Raftery 
University of Southampton, UK 

REVIEW RETURNED 05-Jan-2015 

 

GENERAL COMMENTS The various suggestions have been fully taken into account.  
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