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VERSION 1 - REVIEW 

REVIEWER Susan Connolly 
Imperial College, London 

REVIEW RETURNED 21-Apr-2015 

 

GENERAL COMMENTS Well conducted study  
Important topic - gap between guidelines and clinical practice in Irish 
population  
 
Specific comments  
 
1. Stregnths and limitation section at start - 4th bullet point would 
suggest removing term secondary as applicable to both  
2. Table 2 clarify what each column refers to e.g. <2 is if feasible, 
<2.5 is recommendetarget etc (add as footnote)  
2. Discussion  
Please refer to latest EA study (EAIV) - published EJPC 2015  
Would benefit from broader review of data on gap in 
guidelines/implementatation particulalry in terms of medication 
prescribing (suggest refer to REACH registry, GRACE cohort), UK 
data suggest reference Aspire-2-Prevention study (Heart Kotseva et 
al 2012 - similar methodology to Euroaspire but in a representative 
UK population)  
3. Factors relating to suboptimal medication rates should be divided 
into system/physician/patient factors and more detail on the barriers 
in the Irish system would be helpful. These are discussed at the end 
of the primary prevention section but are directly relevant to both 
primary and secondary prevention.  
4. Include in limitations that responders to the survey likely to have a 
better risk factor profile than non-responders which will result in a 
more optimistic picture of risk factor management   

 

REVIEWER John W McEvoy 
Assistant Professor of Medicine and Cardiology  
Johns Hopkins  
USA 

REVIEW RETURNED 07-May-2015 
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GENERAL COMMENTS The authors perform a cross-sectional assessment to determine the 
prevalence of statin use among middle aged persons living in 
Ireland. They focus on three clinically relevant subgroups of their 
sample overall; those with diabetes, prior CVD, or elevated CVD risk 
by SCORE.  
 
This is a well written, thorough, and rigorously conducted analysis 
from a respected group. The findings are of importance, particularly 
in order to guide local policy around primary prevention of CVD in 
Ireland. However, it is most likely the inferences are generalizable to 
other settings and countries as well and, hence, will be of interest to 
a range of stakeholders.  
 
These data should be a wake-up call that many individuals at risk for 
CVD remain vulnerable and are flying under the prevention radar.  
 
Major comments:  
 
The 3 main subgroups examined align well with those identified to 
benefit from statin use by recent AHA-ACC primary prevention 
guidelines. However, the one group that appears to be missing are 
those individuals with elevated LDL-cholesterol (>190mg/dL in US 
units, 4.9mmol/L). Given the benefit of statin use is well established 
in such persons with elevated LDL-C (irrespective of 
CVD/DM/Baseline CVD Risk status), why was this 4th group not 
assessed in the current analysis?  
 
Rather than collapsing the high/very high risk SCORE subgroup- I 
think it could have also be interesting to see how the statin utilization 
results look for those >10% by SCORE. In particular, the authors 
found that the SCORE subgroup of this analysis had the lowest 
prevalence of statin use (19%), so it appears worthwhile to look into 
this more. Is most of the statin non-use actually in those with 
SCORE of 5-10%? Or do the >10% very high risk SCORE group 
also have low statin utilization? However, I acknowledge that 
number are low in this very high risk group……so CIs may be too 
wide.  
 
The use of logistic regression to generate prevalence ORs is 
standard, but may not be the best strategy here (Table 3). Why not 
use prevalence risk ratios (RRs)? Instead of a “logit” link, run a “log” 
link in STATA. Specifically, the outcome (statin use) is common 
(>10%) and it is well established that the OR is not an accurate 
reflection of relative risk in this situation, BMJ 1998;316:989-991.  
 
I think it is very important to note that, of the poor statin utilization 
among the SCORE>=5% group, most of this is in persons with low 
LDL-C. It appears that Irish doctors are still treating most of those 
(>85%, Table 2) with LDL-C >2.5 (100mg/mL). This, to me, suggests 
that statin treatment decisions are primarily being based on LDL-C 
levels in Ireland, and not on SCORE risk. This should be elaborated 
upon in the discussion.  
 
Minor Comments:  
 
Response rate of 62% for TILDA wave 1 should be mentioned in the 
limitations section as this suggests that, while the design of TILDA 
was to draw a representative sample, the non-response rate could 
have introduced some selection-bias.  
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Impressively low burden of missing data. This group clearly did an 
outstanding job in data collection!  
 
To me, the non-fasting nature of the lipid draw is a real, although 
minor, limitation as the TGs are unknown and may have introduced 
error into the estimation of LDL-C (Martin et al. J Am Coll Cardiol. 
2013 Aug 20;62(8):732-9.). BTW, the Doran reference has been 
contested.  
 
Since the Kappa for statin use (report versus pharmacy records) is 
known from TILDA (ref 16), why not report it? A Kappa=0.73 (0.69-
0.77), is really good.  
 
Table 4. In estimating the population burden of underutilization, were 
specific sampling statistics required? Any sample weights? Further 
details may be valuable in the methods section.  
 
Figures are very small, bit hard to read. 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1  

Many thanks for your helpful comments. I have endeavoured to address each point below  

 

1. Stregnths and limitation section at start - 4th bullet point would suggest removing term secondary 

as applicable to both  

Response: revision completed  

 

2. Table 2 clarify what each column refers to e.g. <2 is if feasible, <2.5 is recommendetarget etc (add 

as footnote)  

Response: revision completed  

 

Discussion  

Please refer to latest EA study (EAIV) - published EJPC 2015  

Would benefit from broader review of data on gap in guidelines/implementatation particulalry in terms 

of medication prescribing (suggest refer to REACH registry, GRACE cohort), UK data suggest 

reference Aspire-2-Prevention study (Heart Kotseva et al 2012 - similar methodology to Euroaspire 

but in a representative UK population)  

Response: discussion includes reference to studies above see page 14 for EAIV and ASPIRE-2-

PREVENT, and page 16 for REACH study.  

 

3. Factors relating to suboptimal medication rates should be divided into system/physician/patient 

factors and more detail on the barriers in the Irish system would be helpful. These are discussed at 

the end of the primary prevention section but are directly relevant to both primary and secondary 

prevention.  

Response: Separate section on suboptimal medication is now located on page 16 with additional 

information included on the health care system in Ireland. System, physician and patient factors are 

located in different paragraphs.  

 

4. Include in limitations that responders to the survey likely to have a better risk factor profile than 

non-responders which will result in a more optimistic picture of risk factor management  

Response: revision completed see page 17  
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Reviewer 2  

Many thanks for your helpful comments. I have endeavoured to address each point below  

 

Major comments:  

 

The 3 main subgroups examined align well with those identified to benefit from statin use by recent 

AHA-ACC primary prevention guidelines. However, the one group that appears to be missing are 

those individuals with elevated LDL-cholesterol (>190mg/dL in US units, 4.9mmol/L). Given the 

benefit of statin use is well established in such persons with elevated LDL-C (irrespective of 

CVD/DM/Baseline CVD Risk status), why was this 4th group not assessed in the current analysis?  

Response: The 2012 ESC guidelines identify the group referred to above as those with LDL-C 

>6mmol/L. As this number was very small (n=13), they were not included in the analysis. This is now 

made clear in the flow chart (Figure 1) and in the methods section on page 6  

 

Rather than collapsing the high/very high risk SCORE subgroup- I think it could have also be 

interesting to see how the statin utilization results look for those >10% by SCORE. In particular, the 

authors found that the SCORE subgroup of this analysis had the lowest prevalence of statin use 

(19%), so it appears worthwhile to look into this more. Is most of the statin non-use actually in those 

with SCORE of 5-10%? Or do the >10% very high risk SCORE group also have low statin utilization? 

However, I acknowledge that number are low in this very high risk group……so CIs may be too wide.  

Response: We combined the SCORE high (≥5% and <10%)(n=124) and very high (≥10%) (n=18) risk 

groups into a single high risk group (n=142) due to the small numbers in the very high risk group. We 

refer to this under the heading High risk groups in the results section (page 9). Statins were used by 

28/142 (19%) in the combined SCORE high and very high risk group. Separate analysis revealed that 

statins were used by 26/124 in the SCORE high risk group and by 2/18 in the very high risk group. 

We did not report on this due to small numbers.  

 

The use of logistic regression to generate prevalence ORs is standard, but may not be the best 

strategy here (Table 3). Why not use prevalence risk ratios (RRs)? Instead of a “logit” link, run a “log” 

link in STATA. Specifically, the outcome (statin use) is common (>10%) and it is well established that 

the OR is not an accurate reflection of relative risk in this situation, BMJ 1998;316:989-991.  

Response: Prevalence risk ratios (RRs) have been used in table 3 (page 11). The statistical analysis 

paragraph in the methodology section has been updated accordingly (Page 7)  

 

I think it is very important to note that, of the poor statin utilization among the SCORE>=5% group, 

most of this is in persons with low LDL-C. It appears that Irish doctors are still treating most of those 

(>85%, Table 2) with LDL-C >2.5 (100mg/mL). This, to me, suggests that statin treatment decisions 

are primarily being based on LDL-C levels in Ireland, and not on SCORE risk. This should be 

elaborated upon in the discussion.  

Response: table 2 shows the proportions above and below the cut offs in the 2007 guidelines, in this 

case the 85% of those with SCORE >=5% have LDL-C >=2.5. The proportion on statins is for the 

group as a whole.  

 

Minor Comments:  

 

Response rate of 62% for TILDA wave 1 should be mentioned in the limitations section as this 

suggests that, while the design of TILDA was to draw a representative sample, the non-response rate 

could have introduced some selection-bias.  

Response: revision completed see page 17  

 

To me, the non-fasting nature of the lipid draw is a real, although minor, limitation as the TGs are 

unknown and may have introduced error into the estimation of LDL-C (Martin et al. J Am Coll Cardiol. 
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2013 Aug 20;62(8):732-9.). BTW, the Doran reference has been contested.  

Response-I have clarified that the LDL_C was calculated using the Friedwald calculation (Page 6), 

information on triglycerides is also now included in the methods section and in table 1 (page 8).  

 

Since the Kappa for statin use (report versus pharmacy records) is known from TILDA (ref 16), why 

not report it? A Kappa=0.73 (0.69-0.77), is really good.  

Response: revision completed (page 5)  

 

Table 4. In estimating the population burden of underutilization, were specific sampling statistics 

required? Any sample weights? Further details may be valuable in the methods section.  

Response: Further information on the sample weights is provided in the methods section (page 7) and 

additional clarity provided in the table (page 13).  

 

Figures are very small, bit hard to read.  

Response: revision completed and tiff files text size increased 

 

 

 

 

VERSION 2 – REVIEW 

REVIEWER Susan Connolly 
Imperial College London 

REVIEW RETURNED 25-Jun-2015 

 

GENERAL COMMENTS This revised version is much improved but I still find the discussion 
confusing.  
The rates of prescription of statin medication found in both the 
primary and secondary groups needs to clearly summarised and 
benchmarked (for both groups) against other data - Euroaspire IV 
and Aspire-2-prevent contain statin rates in those with established 
disease and those at high risk as does the REACH. heart watch is 
approriately referred to for the secondary group here.  
The suboptimal rates are discussed here but only benchmarked for 
secondary prevention.  
 
 
The 4th line of second paragraph on page 14 would read better as 
"has demonstrated poor control of risk factors in those with coronary 
heart disease[19 20] despite improvements in the use of 
cardioprotective medication"  
Lastly, now that atrovastatin is generic the conclusion should be 
include the suggestion that generic statins must be the way forward 
in ireland  

 

REVIEWER John William McEvoy 
Johns Hopkins, USA 

REVIEW RETURNED 10-Jun-2015 
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GENERAL COMMENTS The authors have addressed my comments and the submission is of 
sufficient quality and relevance to warrant publication  
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