
PEER REVIEW HISTORY 

BMJ Open publishes all reviews undertaken for accepted manuscripts. Reviewers are asked to 

complete a checklist review form (http://bmjopen.bmj.com/site/about/resources/checklist.pdf) and 

are provided with free text boxes to elaborate on their assessment. These free text comments are 

reproduced below.   

 

ARTICLE DETAILS 

TITLE (PROVISIONAL) Longitudinal Trends in Targeted Therapies Use for Treatment of 
Malignant Neoplasms of The Eye: A Population-based Study in 
Taiwan 

AUTHORS Hsu, Jason C.; Gonzalez-Gonzalez, Luis; Lu, Vicky H.; Lu, Christine 
Y. 

 

VERSION 1 - REVIEW 

REVIEWER DR. Narendra H 
Additional Professor, Department of Surgical Oncology, Sri 
Venkateswara Institute f Medical Sceinces, Tirupathi, AP India 

REVIEW RETURNED 27-Dec-2015 

 

GENERAL COMMENTS The study is innovative in that it has looked at the pattern of drug 
use for eye malignancies and the cost of targeted therapy. It would 
have been more informative if clinical outcome would have been 
studied and whether the higher expenses resulted in improved 
outcome.  

 

REVIEWER Konrad Koch 
Dept of Ophthalmology  
University of Cologne  
Cologne, Germany 

REVIEW RETURNED 06-Feb-2016 

 

GENERAL COMMENTS This manuscript contains interesting information on the trends in 
using targeted treatment modalities in (peri-)ocular malignant 
tumors.  
 
I would kindly ask the authors to address the following points:  
 
1) (also referring to review checklist no. 2 & 11): In the discussion 
section, first paragraph, the authors state: "...the new generation of 
antineoplastic agents (targeted therapies....) have become the 
LEADING MEDICINES for the treatment of eye malignancies..."  
The study data however do not justify this strong statement, since 
targeted therapies only accounted for 10% of all antineoplastic 
agents in Taiwan in 2012. I would therefore suggest to just the text: 
"...the new generation of antineoplastic agents (targeted 
therapies....) have become a relevant therapeutic quantity among 
eye malignancy treatments."  
Also in the conclusion section, first paragraph, the following change 
should be made: "We found that targeted therapies constitute a 
more and more relevant proportion among all antineoplastic agents.  
And again in the conclusions within the abstract:"Our findings 
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indicate that, compared with..., targeted therapies are having a more 
and more relevant share among all treatment strategies for eye 
malignancies.  
 
2) Discussion section, second paragraph: It should be emphasized 
that "...treatments with targeted therapies or combinations...involving 
targeted therapies have been shown to improve quality of cancer 
care and survival in many non-eye cancers, and promising data 
have also been published for some eye cancer entities such as 
ocular adnexal lymphoma (Shome & Esmaeli.Curr Opin Ophthalmol. 
2008 Sep;19(5):414-21).  
 
3) In the method section, last two sentences, it should be clarified 
which malignant diagnoses ICD-9 Code 190.x subsumes. Please 
add: "...subsuming malignancies of eyeball, orbit, lacrimal gland, 
conjunctiva, cornea, retina, choroid, lacrimal duct, other specified 
sites of eye, and unspecified parts of eye, while not including 
cancers of the eyelids".  
 
4) discussion section, second last paragraph: please correct "The 
high cost of targeted therapies may continue (instead of 
continued)..." 

 

REVIEWER CANAN BAYDEMIR 
Kocaeli Univ. Medical Faculty Biostatistics and Medical Informatics 
Department Kocaeli/TURKEY 

REVIEW RETURNED 03-Mar-2016 

 

GENERAL COMMENTS Give the obtained ARIMA model and the p-values and confidence 
intervals for the estimated model parameters.  

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer #1  

 

The study is innovative in that it has looked at the pattern of drug use for eye malignancies and the 

cost of targeted therapy. It would have been more informative if clinical outcome would have been 

studied and whether the higher expenses resulted in improved outcome.  

 

We appreciate reviewer’s positive feedback and suggestions. This study aimed to examine the 

current trends in drug utilization and expenditures of treatments for eye malignancies in Taiwan and to 

predict use and costs of targeted therapies in the near future. We used aggregate data instead of 

patient-level data, therefore, we did not analyze the associations between patient and prescriber 

characteristics and treatment selection and subsequent clinical outcomes of treatments. Apart from 

their high costs, other factors that may influence the use of targeted therapies for treatment of eye 

cancer and clinical outcomes include the availability of individual targeted therapy, the publication of 

results of major randomized clinical trials, changes in clinical guidelines or insurance reimbursement 

policies, patient characteristics and preferences, physician’s knowledge and behaviors, and 

differences in risks and benefits between individual targeted therapies. These should be examined in 

future studies. We also addressed these points in the Discussion section (para 5).  

 

Reviewer #2  

 

This manuscript contains interesting information on the trends in using targeted treatment modalities 
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in (peri-)ocular malignant tumors.  

 

We appreciate the positive feedback from the reviewer.  

 

1. (also referring to review checklist no. 2 & 11): In the discussion section, first paragraph, the authors 

state: "...the new generation of antineoplastic agents (targeted therapies....) have become the 

LEADING MEDICINES for the treatment of eye malignancies..."  

The study data however do not justify this strong statement, since targeted therapies only accounted 

for 10% of all antineoplastic agents in Taiwan in 2012. I would therefore suggest to just the text: "...the 

new generation of antineoplastic agents (targeted therapies....) have become a relevant therapeutic 

quantity among eye malignancy treatments."  

Also in the conclusion section, first paragraph, the following change should be made: "We found that 

targeted therapies constitute a more and more relevant proportion among all antineoplastic agents.  

And again in the conclusions within the abstract: "Our findings indicate that, compared with..., 

targeted therapies are having a more and more relevant share among all treatment strategies for eye 

malignancies.  

 

We appreciate reviewer’s suggestions. We have rephrased the sentences based on reviewer’s 

recommendations. Our revisions are as follows:  

“Our findings indicated that, compared with other classes of drugs, the new generation of 

antineoplastic agents (targeted therapies: rituximab, gefitinib, erlotinib, sunitinib, bortezomib) have 

become a relevant therapeutic quantity among eye malignancies in Taiwan, and they are likely to be 

used more commonly for eye cancer and other cancers in the future.” (in the Discussion section, para 

1)  

 

“We found that targeted therapies constitute a more and more relevant proportion among all 

antineoplastic agents for eye cancer treatment in Taiwan over time, and they are a major economic 

burden.” (in the Conclusion section)  

 

“Our findings indicate that, compared with other classes of drugs, targeted therapies are having a 

more and more relevant share among all treatment strategies for eye malignancies in Taiwan, and 

due to their high costs they are likely to cause great economic burden.” (in the Conclusions within the 

Abstract)  

 

2. Discussion section, second paragraph: It should be emphasized that "...treatments with targeted 

therapies or combinations...involving targeted therapies have been shown to improve quality of 

cancer care and survival in many non-eye cancers, and promising data have also been published for 

some eye cancer entities such as ocular adnexal lymphoma (Shome & Esmaeli.Curr Opin 

Ophthalmol. 2008 Sep;19(5):414-21).  

 

In response to the reviewer’s recommendation, we have modified the phrase as follows:  

“Compared with only using traditional chemotherapy agents, treatments with targeted therapies or 

combination of treatments involving targeted therapies (e.g., targeted therapies with chemotherapy 

agents, radiation and/or surgery) have been shown to improve quality of cancer care (partly because 

of less toxicity and adverse effects)20 and survival in some non-eye cancers.38,39 For instance, 

trastuzumab is becoming the main treatment for early-stage and metastatic breast cancer.40,41 

Furthermore, promising data have also been published for some eye cancer entities such as ocular 

adnexal lymphoma.20,42” (in the Discussion section, para 2)  

 

3. In the method section, last two sentences, it should be clarified which malignant diagnoses ICD-9 

Code 190.x subsumes. Please add: "...subsuming malignancies of eyeball, orbit, lacrimal gland, 

conjunctiva, cornea, retina, choroid, lacrimal duct, other specified sites of eye, and unspecified parts 
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of eye, while not including cancers of the eyelids".  

 

We have now added these subsumes of ICD9 code 190.x to the manuscript as follows:  

“The eye malignancies related prescriptions were defined as those with International Classification of 

Diseases, 9th edition (ICD-9) diagnosis code 190.x (subsuming malignancies of eyeball, orbit, 

lacrimal gland, conjunctiva, cornea, retina, choroid, lacrimal duct, other specified sites of eye, and 

unspecified parts of eye, while not including cancers of the eyelids).” (in the Method section, para 1)  

 

4. discussion section, second last paragraph: please correct "The high cost of targeted therapies may 

continue (instead of continued)..."  

 

We appreciate reviewer’s correction and have corrected the typo.  

 

Reviewer #3  

 

Give the obtained ARIMA model and the p-values and confidence intervals for the estimated model 

parameters.  

 

We appreciate reviewer’s suggestions. We have added more details about ARIMA models (footnote 

of Table 3), the p-values (appendix) and confidence intervals (Table 3) for the estimated model 

parameters (appendix). 

 

VERSION 2 – REVIEW 

REVIEWER Konrad R. Koch 
University of Cologne, Department of Ophthalmology, Cologne, 
Germany 

REVIEW RETURNED 19-Apr-2016 

 

GENERAL COMMENTS The manuscript has been significantly improved and should be 
accepted for publication. 
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