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VERSION 1 - REVIEW 

REVIEWER Akio Oishi 
Bonn University 

REVIEW RETURNED 02-Jul-2015 

 

GENERAL COMMENTS The authors analyzed the nation-wide data for the use of anti-VEGF 
injections and found the inequality depending on the availability of 
ophthalmology department and population density. Although brilliant 
clinical trials showed the efficacy of the drug, the expensive price 
and the need for continuous intravitreal injection is still a big 
problem. The result is very important, original and clinically relevant 
to most ophthalmologists. There are some flaws stem from the 
methodology but they are appropriately mentioned. Their reference 
list is adequate and the discussion is succinct. The reviewer has 
only few minor comments.  
 
 
It is not clear how they determined there is no ophthalmology 
department in a region. The methods they employed should be 
clarified. In addition, the definition of “country of residence” is 
unclear. Is it a region, city/town, or state/prefecture?  
 
The study is based on a nation (Portugal) and there might be a 
nation-specific conditions in the use of anti-VEGF therapy. It should 
be mentioned in the discussion. The reviewer also suggest to add “in 
Portugal” somewhere in the title.  
 
While the four different drugs are mentioned in the introduction, the 
difference were not discussed thereafter. The readers might be 
interested in the selection of the drugs.  
 
Figure 1 and 2  
Probably the authors created a color figure and submitted as black 
and white. It is hardly discernable which line corresponds to which 
population. Please reformat the figure. 

 

REVIEWER GUNGOR SOBACI 
HACETTEPE UNIVERSITY  
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TURKEY 

REVIEW RETURNED 12-Jul-2015 

 

GENERAL COMMENTS THIS STUDY SEEMS TO HAVE THE POTANTIAL TO INCREASE 
THE AWARENESS OF SOCIO-ECONOMICAL BURDEN OF 
THESE ANTI-VEGFS ON DEVELOPING COUNTRIES AS WELL 
AS UNDERDEVELOPED ONES 

 

REVIEWER Thomas Butt 
University College London, United Kingdom 

REVIEW RETURNED 24-Jul-2015 

 

GENERAL COMMENTS The study reports developments in the use of anti-VEGF therapy in 
the Portuguese health system over the 10 years since the first drug 
was approved using hospital episode statistics. The study is well 
conducted with some methodological limitations relating to the 
dataset that the authors acknowledge.  
I would suggest the following revisions:  
 
- The major limitation of the study is the lack of specific coding for 
anti-VEGF therapy. I believe the methods to deal with this are 
appropriate, however, it would be useful to further expand on the 
methods used to minimise this limitation by i) Inclusion of how many 
cases were excluded and for what reason in the text or a table would 
help the reader: including number of cases excluded from the 
analysis due to age and or diagnosis. ii) Could the authors confirm 
whether any other injectable treatments (antibiotics/corticosteroids) 
were licensed during the study period which would confound the use 
of the baseline 2000-2006?  
- The other confounding factor was the expanded approval of anti-
VEGF therapy during the study. While treatment for AMD began in 
2008, DMO and RVO treatments were approved in Portugal in 2011 
(please confirm these dates?) – this affects the size of the patient 
population eligible for treatment during the study: i) please comment 
on how this impacts on the increase in episodes observed over time, 
their age distribution over time (given the different age profiles of the 
conditions) etc. and ii) please comment on the treatment of the 
availability of anti-VEGF therapy as a dichotomous (available/not 
available) variable  
- I would suggest the title should include reference to Portugal such 
as “Diffusion of anti-VEGF injections in the Portuguese National 
Health System”  
- Page 3 Line 52: It would be useful to put the statement ‘very low 
copay’ in context in the introduction by stating how much might be 
this copay 

 

REVIEWER Victor Chong 
Oxford University Hospitals, UK 

REVIEW RETURNED 25-Jul-2015 

 

GENERAL COMMENTS 1. The authors main finding is the fact that if the county has an 
ophthalmology department, there are more anti-VEGF treatment 
provided. That is hardly surprising. Can the authors clarify, patients 
living in county without ophthalmology department, would they seek 
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treatment in neighbouring county with an ophthalmology department. 
And have the treatment provided there and count there in the 
database. If that is likely, then that can explain the result and would 
be the major problem in the methodology. If patients are not allowed 
to cross border to get treatment, then that is a major problem for the 
NHS over there, and that might worth highlighting.  
 
2. In Table 1, it shows the number of episodes vs number of 
patients, approximately, the treatment ratio is about 2 to 2.5 
episodes per patient, as one would expect patients with anti-VEGF 
treatment would need about 7 to 8 treatment episodes per year, and 
even in some published real life data, the treatment episodes are 
about 5 treatment episodes per year. This discrepancy raised the 
concern on data accuracy.   

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer number Reviewer(s)' Comments to Author: Response 

Reviewer 1 

 

  

 It is not clear how they determined 

there is no ophthalmology 

department in a region.  

The methods they employed should 

be clarified. 

  

Information about the availability of 

ophthalmology departments was obtained 

from the Health Ministry official website 

(accessed in October 2014), this information 

has been added to the manuscript in Page 8 

Line 10. 

In addition, the definition of “country 

of residence” is unclear. Is it a region, 

city/town, or state/prefecture? 

Mainland Portugal is divided into 248 counties 

that correspond to local prefectures with 

specific administrative and political 

competences defined by the central 

government. 

This clarification has been added to the 

manuscript in Page 7 Line 21. 

The study is based on a nation 

(Portugal) and there might be a 

nation-specific conditions in the use 

of anti-VEGF therapy. It should be 

mentioned in the discussion.  

We discuss most of the local constraints 

imposed to anti-vegf diffusion in page 10, 

lines 54-57. Further information can be found 

in other parts of the manuscript but we reckon 

that is more scattered because is referred 

when applicable. We can give more details if 

the reviewer can provide a more specific 

question about the condition(s) to be 

described. 

The reviewer also suggest to add “in Added as suggested 

 on M
ay 16, 2023 by guest. P

rotected by copyright.
http://bm

jopen.bm
j.com

/
B

M
J O

pen: first published as 10.1136/bm
jopen-2015-009006 on 23 N

ovem
ber 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/


Reviewer number Reviewer(s)' Comments to Author: Response 

Portugal” somewhere in the title 

While the four different drugs are 

mentioned in the introduction, the 

differences were not discussed 

thereafter. The readers might be 

interested in the selection of the 

drugs. 

For the period studied 2002-2012 the only 

approved drugs for use in public hospitals 

were Ranibizumab (Lucentis, Novartis) and 

Bevacizumab (Avastin). This information has 

been add to the manuscript, Page 6, 38 

Figure 1 and 2 Probably the authors 

created a color figure and submitted 

as black and white. It is hardly 

discernable which line corresponds to 

which population. Please reformat 

the figure. 

Reformatted as suggested 

Reviewer 2  Changes not required 

Reviewer 3  The major limitation of the study is 

the lack of specific coding for anti-

VEGF therapy. I believe the methods 

to deal with this are appropriate, 

however, it would be useful to further 

expand on the methods used to 

minimise this limitation by 

 

i) Inclusion of how many cases were 

excluded and for what reason in the 

text or a table would help the reader: 

including number of cases excluded 

from the analysis due to age and or 

diagnosis 

 

ii) Could the authors confirm whether 

any other injectable treatments 

(antibiotics/corticosteroids) were 

licensed during the study period 

which would confound the use of the 

baseline 2000-2006? 

 

-The other confounding factor was 

the expanded approval of anti-VEGF 

therapy during the study. While 

treatment for AMD began in 2008, 

DMO and RVO treatments were 

approved in Portugal in 2011 (please 

confirm these dates?) – this affects 

the size of the patient population 

eligible for treatment during the 

study: 

i) we have now included a Table in 

supplementary materials with the information 

required to clarify this question.  

 

We also have rephrased some text in 

methods, page 6, line 16 to 38 and a 

reference to the Table now included in 

supplementary materials.  

 

ii) In Portugal guidelines for antibiotics use in 

eye conditions date back to 1995
1
, thus the 

introduction of new drugs, if that was the 

case, would not change significantly the 

number of episodes or patients treated across 

years because that would correspond to new 

versions of existing treatments. To our 

knowledge there were not licensed other 

injectable treatments during the study period.  

 

 

iii) The dates are correct. Regarding comment 

iii), because our ratio is computed as the 

number of treatments per 100 000 population 

for the county of residence of the patient, not 

based on the population at risk (or per 

diagnosis) the expected effect in our results of 

the approvals in 2011 is an increase in the 

number of cases (patients treated) and 

number of episodes. However, this should 

affect all geographical areas equally and thus 

not interfering with the conclusions of our 

analysis 
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Reviewer number Reviewer(s)' Comments to Author: Response 

 

iii) please comment on how this 

impacts on the increase in episodes 

observed over time, their age 

distribution over time (given the 

different age profiles of the 

conditions) etc 

 

 

 

iv) please comment on the treatment 

of the availability of anti-VEGF 

therapy as a dichotomous 

(available/not available) variable 

 

A brief comment to clarify readers has been 

added to the manuscript, page 11 line 10. 

 

iv) We defined as one of the independent 

variables a dichotomous variable to indicate 

the year where the drug (ranibizumab) was 

authorized in the EU by EMA. To do so we 

coded with 0 from year 2002 to 2006 (0- anti-

VEGF therapy not available) and with 1 from 

year 2007 to 2012 (1- anti-VEGF therapy 

available). To our understanding this is one of 

the most important variables to show that the 

data we are using in fact represents the 

increase number of treated cases with this 

therapy due to the fact that there is a 

statistical significant and positive association 

between rates variability and the period of 

time where this therapy was approved by the 

EMEA (p <0 .0001). With the approval of this 

therapy the rates of hospital episodes 

increases 27% per year. 

I would suggest the title should 

include reference to Portugal such as 

“Diffusion of anti-VEGF injections in 

the Portuguese National Health 

System” 

Added as suggested 

Page 3 Line 52: It would be useful to 

put the statement ‘very low copay’ in 

context in the introduction by stating 

how much might be this copay 

 

A brief comment to clarify readers has been 

added to the manuscript, page 5, line 21 to 28 

 

Reviewer 4 

 

This is an interesting study but the 

results are not surprising. I have a 

couple of concerns on the 

methodology:  

 

1) The authors main finding is the 

fact that if the county has an 

ophthalmology department, there are 

more anti-VEGF treatment provided. 

That is hardly surprising. Can the 

authors clarify, patients living in 

county without ophthalmology 

department, would they seek 

Point 1) we can ensure that patients can cross 

county borders to seek treatment. The referral 

pathway for ophthalmology starts in the 

general practitioner (GP) according with local 

referral guidelines. In case of eye care 

needed by the patient is not available in the 

hospital recommended by the GP the patient 

gets another referral to a more specialized 

ophthalmology department. This circuit of the 

treatment does not interfere with our 

calculations because we compute treatment 

ratios based in the county of origin of the 

patient and that is independent of the hospital 

where treatment was administered.  
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Reviewer number Reviewer(s)' Comments to Author: Response 

treatment in neighbouring county with 

an ophthalmology department. And 

have the treatment provided there 

and count there in the database. If 

that is likely, then that can explain the 

result and would be the major 

problem in the methodology. If 

patients are not allowed to cross 

border to get treatment, then that is a 

major problem for the NHS over 

there, and that might worth 

highlighting. 

 

 

We added information in page 8 line 13 to 20 

to inform readers about this aspect of our 

study.  

 2) In Table 1, it shows the number of 

episodes vs number of patients, 

approximately, the treatment ratio is 

about 2 to 2.5 episodes per patient, 

as one would expect patients with 

anti-VEGF treatment would need 

about 7 to 8 treatment episodes per 

year, and even in some published 

real life data, the treatment episodes 

are about 5 treatment episodes per 

year. This discrepancy raised the 

concern on data accuracy. 

Point 2) This is a very important point that has 

been overlooked in the first version of the 

manuscript. With the information available we 

were able to determine the number of 

treatments per person per year. However, 

unfortunately a person under continuous 

treatment that spreads across two calendar 

years is considered as a separated patient in 

each year. This is the most immediate 

explanation for the reduced ratio 

episodes/patient observed in our data. We 

now acknowledge this limitation in page 12, 

line 19 and 22 to 29. This limitation does not 

alter the conclusions of our study because our 

treatment ratio is computed as the number of 

treatments per 100 000 population for the 

county of residence of the patient – the county 

of residence of the person treated is the most 

important variable for us and that is clear in 

our data -- even if the person is treated in 

different hospitals across the country. 

 

Further explanations for the low ratio 

episodes/patient is given in page 12, line 29 to 

32 

 

 

VERSION 2 – REVIEW 

REVIEWER Victor Chong 
Oxford Eye Hospital  
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Oxford University Hospitals  
UK 

REVIEW RETURNED 25-Sep-2015 

 

GENERAL COMMENTS  
The reviewer completed the checklist but made no further 
comments. 
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