
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) Multifactorial Intervention to Prevent Cardiovascular Disease in 
Patients with Early Rheumatoid Arthritis: Protocol for a multicentre 
randomized controlled trial 

AUTHORS Svensson, Annemarie; Christensen, Robin; Persson, Frederik; 
Løgstrup, Brian; Giraldi, Annamaria; Graugaard, Christian; Fredberg, 
Ulrich; Blegvad, Jesper; Thygesen, Tina; Hansen, Inger Marie; Colic, 
Ada; Bagdat, Done; Ahlquist, Palle; Jensen, Hanne; Petersen, Kim; 
Sheetal, Ekta; Christensen, Torben; Svendsen, Lone; Emmertsen, 
Henrik; Ellingsen, Torkell 

  

 

VERSION 1 - REVIEW 

REVIEWER I.L. Meek 
radboudumc, dept. of rheumatology & clinical immunology, 
Nijmegen, The Netherlands 

REVIEW RETURNED 06-Aug-2015 

 

GENERAL COMMENTS the study protocol presented in the article is original and important in 
that it concerns an intervention study on CV disease in RA. I have 
some concerns on the proposed intervention, outcomes and on the 
power calculations  
 
1. intervention: conventional treatment: are patients referred to their 
GP for counseling? does the GP receive a notification? previous 
studies have shown that RA patients receive insufficient CV 
counseling compared to non-RA patients and other high CV risk 
groups.  
2. outcomes: the secondary outcome measure sexual function is not 
stated in the abstract. the method of measurement of this outcome 
measure is not sufficiently clear defined in my opinion (p15 l23-27). I 
would recommend using validated questionnaires in stead of 
explorative questions some of which are taken from another survey. 
Also the method of analysis of these data is not discribed.  
3 power: the power assessment is based on the assumption on a 
yearly 10% event rate in RA patients and a 50% risk reduction by 
the intervention. the authors correctly state in their introduction that 
RA patients have an approximately 50% increased risk compared to 
non RA age and sex matched controls. I do not know the CV event 
incidence in Denmark, however a yearly 6.7% CV event incidence in 
the general population 50-60 years agegroup (average age of RA 
onset) seems high, as well as a 50% risk reduction only by strict 
management of traditional risk factors. This I find it unlikely that a 
study population of 300 RA patients will provide enough data to 
show significant differences in outcome measures.  
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REVIEWER Daniel Solomon 
Brigham and Women's Hospital  
Harvard Medical School  
Boston, MA  
USA 

REVIEW RETURNED 12-Aug-2015 

 

GENERAL COMMENTS The authors present a paper describing the design of an RCT to 
study whether a multifactorial intervention will reduce the risk of 
cardiovascular events compared with usual care among patients 
with RA. Design papers are often very worthwhile. This is an 
innovative trial and will likely provide important information.  
 
While I may not agree with all aspects of the trial design, the trial 
seems to have been initiated in 2014 and so I will focus my 
comments on the description of the trial design and the anticipated 
analyses and statistical power.  
 
Major Comments:  
1. I worry that the estimated sample size is too small based on two 
issues. First, the power calculations have used a very large annual 
event rate of 10%. While patients with RA likely have a 50% 
increase in CV events compared with the general population, the 
10% estimate is much higher than has been estimated in most CVD 
studies among RA patients. I did not see the justification clearly 
described in the manuscript. Second, the 50% reduction in events 
from the ERACOR program seems like an overly enthusiastic 
estimate. While I hope it has such a large effect size, I fear that the 
effect size may be much smaller.  
 
2. Will the ERACOR program be administered similarly at all sites? I 
worry that the multi-faceted program may not be operationalized 
similarly, and with similar "fidelity" across all sites. I did not see any 
assessment of this aspect of the ERACOR program.  
 
3. If the program works, how will the authors know which part was 
most effective? This is always the risk of a multi-faceted program. I 
would have liked to see some discussion of this issue that arises 
because of their decisions regarding the trial design.  
 
4. The authors described many many secondary outcomes and did 
not discuss any corrections for multiple testing. While this may be 
appropriate, the secondary outcome analyses then should be 
considered exploratory.  
 
5. The RA treatment guidelines do not mention biologic DMARDs. if 
the patients will be followed for 5 years, it would be unlikely that 
none would end up taking biologics. I am a bit confused that these 
are not mentioned as part of the treatment guidelines/algorithm. The 
statement that oral glucocorticoids will not be allowed seems a bit 
glib since we know that many patients with RA will end up taking oral 
glucocorticoids at some point in their treatment course. While oral 
glucocorticoids likely accelerate atherosclerosis in large cumulative 
dosages, patients will want them and their providers will likely use 
them. It seems like some guidance about how to use them (dose 
and duration) would be better than a statement that they will not be 
allowed.  
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6. The report of adverse events seems to go mostly unmentioned. 
There is a very small amount of discussion regarding Data Safety 
Monitoring but no discussion about how events will be managed or 
how they will prompt changes in treatment.  
 
Specific questions/comments:  
1. The references seem off. I am familiar with much of this literature 
and it appears that the numbering might have shifted between 
versions. I would suggest that the authors re-check the numbering.  
 
2. The inclusion of microalbuminuria as part of the intervention and 
secondary outcome was surprising. While microalbuminuria is a risk 
factor for CV events, its not part of the traditional CV risk factors, like 
lipids, blood pressure and glucose metabolism. I would have liked to 
see better justification for this.  
 
3. The fourth paragraph of the introduction ("It is well established...") 
seemed off topic. I am not sure that this paragraph is useful for the 
background.  
 
4. Objective statement is missing an explicit statement about the 
effect of these factors on CV events. CV events is not mentioned in 
the objective statement.  
 
5. Since the trial began in Sept 2014, I would have found it useful to 
understand whether recruitment is going well or not and whether 
there have been any difficulties with the multifaceted intervention. As 
well, are all sites adhering to ERACOR equally well?  
 
6. The outcomes section is confusing. I am not a cardiologist but 
have some familiarity with adjudicating CV events. I was a bit 
confused about PE being a CV event when its known not to be 
related to atherosclerosis. Also, I was curious how atrial fibrillation 
causing PE and an embolic stroke that resulted in death would be 
adjudicated.  
 
7. The discussion about ITT analyses and why not all patients would 
be included was confusing.  

 

REVIEWER Anne Grete Semb 
Preventive Cardio-RheumaClinic  
Department of Rheumatology  
Diakonhjemmet hospital  
Oslo  
Norway 

REVIEW RETURNED 20-Aug-2015 

 

GENERAL COMMENTS The high risk of CVD in patients with RA has been known for 
decades. Despite this, treatment of CVD risk factors in this high risk 
patient population is scarce. Therefore, translating knowledge of 
cardiovascular risk into clinical practice in in relation to treatment 
targets for CVD risk factors in patients with RA is important and I 
highly recommend the study.  
I have some major concerns:  
1. The latest ESC guidelines (Perk 2012) for CVD prevention 
recommend initiation of lipid lowering treatment if the calculated risk, 
by the SCORE algorithm, for fatal CVD (in 10 years) are > 5% and 
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LDL > 2,5 mmol/L. The SCORE algorithm takes into account the 5 
major traditional risk factors: age, gender, smoking status, lipid 
levels and blood pressure and is therefore a compound risk variable 
for future CVD. The ESC guidelines for CVD prevention does not 
recommend initiation of lipid lowering treatment on the ground of 
lipid levels alone or having the disease RA together with lipid levels. 
The authors should bring this into the inclusion criteria. In addition to 
ethical aspects if they do not do this, the results will be difficult to 
compare to other studies.  
2. The statistical calculation on the number of patients needed is 
based on a 10% yearly CVD event rate. This high event rate is 
unknown to me. The TRACE-RA study, which was a placebo 
controlled primary prevention study in UK (placebo vs. Atorvastatin 
40 mg) was stopped prematurely, due to that the event rate in 
patients on Atorvastatin 40 mg did not differ from those on placebo. 
The yearly event rate was < 2% for both groups. Furthermore, the 
mean yearly CVD event rate in the ATACC-RA (www.atacc-ra.com) 
has been shown to be ~ 2% across 10 countries and 14 centers. In 
addition, the calculations for number of patients needed should 
include drops outs from the study. It is our experience from similar 
studies that 25-35% drop out is realistic.  
3. The step up of anti-hypertensive medication does not follow ESC 
recommendations. For instance, starting on losartan 100 mg x 1 is 
very high and this dosage should be 50 mg x 1 and doubled with 
addition of firstly 12.5 hydrochlorthiazide, then double this dose after 
control. Likewise, a starting dose of 200 mg Metoprolol is not 
advisably. In addition adding Amlodipine 10 mg after Metoprolol is 
not advised. Further it is advised to start a 5 mg dosage of 
Amlodipine and double the dose if BP target is not reached.  
4. The starting dose of either Simvastatin 40 mg or Ezetimibe 10 mg 
is not equivalents of lipid lowering and is not the recommended 
treatment line.  
Minor comments:  
Please do not use the term dyslipidemia, because it can mean both 
high and low lipid levels. Use hyperlipidemia for high lipid levels. 

 

 

VERSION 1 – AUTHOR RESPONSE 

Reviewer 1:  

1. Intervention: conventional treatment: are patients referred to their GP for counselling? Does the GP 

receive a notification? Previous studies have shown that RA patients receive insufficient counseling 

compared to non-RA patients and other high CV risk groups.  

Answer: The GP will receive an electronic notification to treat diabetes, hypertension or CVD if 

present according to the national guidelines. The patient has to arrange the appointment with the GP. 

The general practitioner do not receive information about the ERACORI study protocol or the study 

hypothesis, but are off cause free to search for the study in www.Clinicaltrials.gov. Please see page 

10.  

We are aware of the risk that patients might receive insufficient CVD counselling compared to non-RA 

patients and other CVD high-risk groups. However, the above mentioned procedure is the standard 

care for CVD prevention and treatment in RA patients in Denmark. At present there is no tradition in 

the Danish rheumatology association to provide CVD prevention counselling as a standard along with 

the RA treatment. It is our hope that the results of the ERACORI study can contribute to show how to 

make the most efficient strategy for CVD prevention in patients with early rheumatoid arthritis.  

This is now mentioned in the discussion section.  

2. Outcomes: the secondary outcome measure sexual function is not stated in the abstract.  
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Answer: This outcome has been stated in the protocol as a tertiary endpoint. We have chosen to 

include this outcome because erectile dysfunction is a strong predictor for coronary artery disease, 

and cardiovascular assessment of a non-cardiac patient presenting with erectile dysfunction is now 

recommended. (PMID:23040455). However sexual function will be treated as an explanatory variable 

in the statistical analysis. Since it is an explanatory variable, we have decided not to mention it in the 

abstract.  

I would recommend using validated questionnaires instead of exploratory questions some of which 

are taken from other survey:  

Answer: The Sexual Functioning Questionnaire (CSFQ), is a validated questionnaire and a factor 

analysis have confirmed the construct validity of the CSFQ-14 as a global measure of sexual 

dysfunction. In addition the CSFQ-14 and the individual scales exhibits strong internal reliability. As 

our clinical experience is that patients with RA express many concerns about their sexual function, but 

only little evidence exist on the area we find the exploratory part is very important for future studies to 

obtain aspects of the influence of RA on sexual function that is not necessarily covered by the 

validated CSFQ.  

3. Power: the power assessment is based on the assumption on a yearly 10% event rate in RA 

patients and a 50% risk reduction by the intervention. The authors correctly state in their introduction 

that RA patients have an approximately 50% increased risk compared to non RA age and sex 

matched controls. I do not know the CV event incidence in Denmark, however a yearly 6.7% CV 

event incidence in the general population 50-60 years agegroup (average age of RA onset) seems 

high, as well as a 50% risk reduction only by strict management of traditional risk factors. This I find it 

unlikely that a study population of 300 RA patients will provide enough data to show significant 

differences in outcome measures.  

 

Answer: Our protocol is inspired by the Steno-2 study in type 2 diabetes, that have shown remarkable 

CVD risk reduction by applying multifactorial intervention in a high risk Danish population with type 2 

diabetes patients ([20-21],PMID: 10030326 ). This study was performed in randomized setting similar 

to ours with only 160 patients with type 2 diabetes and demonstrated highly significant efficacy of the 

multidisciplinary intervention. RA has the same frequency of cardiovascular events as Type 2 

diabetes (PMID 19877093) so an increase in the study population to 300 individuals will hopefully 

allow us to evaluate a beneficial effect of a multidisciplinary design.  

 

Reviewer 2:  

Major comments:  

1. I worry that the estimated sample size is too small based on two issues. First, the power 

calculations have used a very large annual event rate of 10%. While patients with RA likely have a 

50% increase in CV events compared with the general population, the 10% estimate is much higher 

than has been estimated in most CVD studies among RA patients. I did not see the justification 

clearly described in the manuscript. Second, the 50% reduction in events from the ERACORI program 

seems like an overly enthusiastic estimate. While I hope it has such a large effect size, I fear that the 

effect size may be much smaller.  

Answer: Please see answer on this important question in answer to Reviewer 1, third question.  

 

2. Will the ERACOR program be administered similarly at all sites? I worry that the multi-faceted 

program may not be operationalized similarly, and with similar "fidelity" across all sites. I did not see 

any assessment of this aspect of the ERACORI program.  

Answer:  

The ERACORI program will be administered similarly at all sites. All study sites are included after a 

meeting with principal investigator, co-investigator, the local investigator and their study team. The 

purpose is to discuss the study and the practical aspects. Additional meetings will be arranged when 

necessary. Phone calls and e-mails are used to clear day to day questions with co-investigator or 

principal investigator. All study sites are provided with an ERACORI trial site file. All included patients 
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have a file with checklist of scheduling patient visits for physician or nurse, when to control blood tests 

(week -2 and to 60 months). There is a checklist for all patient visits stating what is supposed to take 

place for every visit. Patient information, informed consent file, the relevant questionnaires in hard 

copy for all study visits are included as well. Data are registered in the Danish Danbio Registry. All 

investigators are entering data on the study participants into the same module using individual 

usernames, passwords and user rights. This makes it possible for co-investigator to audit that all 

information is entered as planned in the Danbio Registry.  

Differences in “fidelity” among different study sites are well known phenomenon when doing 

multicenter studies. However, patients are included in a randomized design with allocation 1:1 using 

random block sizes of 2, 4 and 6 are considered to reduce this problem.  

3. If the program works, how will the authors know which part was most effective? This is always the 

risk of a multi-faceted program. I would have liked to see some discussion of this issue that arises 

because of their decisions regarding the trial design.  

Answer:  

The ERACORI intervention is a multidimensional intervention. We know that it is not possible to clear 

out which part was most efficient. Multidimensional interventions are in general considered more 

efficient, especially in CVD protection. Multifactorial risk reduction requires multifactorial intervention. 

As mentioned, our study is inspired by the Steno 2 in type 2 diabetes, that have shown remarkable 

CVD risk reduction by applying multifactorial intervention in a high risk Danish population with type 2 

diabetes patients. Post-study evaluation of the results have indicated that most of the CVD benefit 

came from statin therapy, but it is clearly the combined intervention that is beneficial 

(PMID:18256393). In RA it has further been evaluated in a meta-analysis this year that the anti-

inflammatory effect of statins in RA is significant and beneficial resulting in lower disease activity in 

the 15 RA cohorts studied (PMID: 25327393), that is why the secondary outcome evaluating disease 

activity is chosen. In the CARRE study on RA both elevated systolic blood pressure and impaired 

renal function (measured as GFR) was associated with increased risk of myocardial infarction (PMID 

21953344). This is why we have chosen a design evaluating the effect of multifactorial intervention. 

As such, our study is designed to yield optimal clinical benefit, not to investigate and measure the 

effect of a single risk factor intervention.  

4.The authors described many many secondary outcomes and did not discuss any corrections for 

multiple testing. While this may be appropriate, the secondary outcome analyses then should be 

considered exploratory.  

Answer: We know that some may argue there is a risk for the mass significance problem when you do 

multiple testing in the statistical analysis. We have specified the few subgroup analysis in advance in 

the statistical section of the protocol. When interpreting the results one has to draw moderate 

conclusions.  

5. The RA treatment guidelines do not mention biologic DMARDs. If the patients will be followed for 5 

years, it would be unlikely that none would end up taking biologics. I am a bit confused that these are 

not mentioned as part of the treatment guidelines/algorithm. The statement that oral glucocorticoids 

will not be allowed seems a bit glib since we know that many patients with RA will end up taking oral 

glucocorticoids at some point in their treatment course. While oral glucocorticoids likely accelerate 

atherosclerosis in large cumulative dosages, patients will want them and their providers will likely use 

them. It seems like some guidance about how to use them (dose and duration) would be better than a 

statement that they will not be allowed.  

 

Answer:  

The RA treatment guideline in the protocol are referring to biological treatment for RA in case of 

treatment failure on triple therapy. Please see p. 12, In the treatment algorithm RA: “If subsequently, 

evaluated in a 3-monthly setting, disease activity precede higher than DAS28-CRP 3.2, initiation 

treatment with biologics will be applied according to national clinical guidelines.( 33,35) The statement 

that oral glucocorticosteroids are not allowed are based on that usually it is sufficient to inject a 

swollen joint (maximum 4 pr visit) and that there usually will be a systemic effect of this administration 
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route as well. In the CIMESTRA study (PMID: 16645967) it has been shown that it is possible to 

reduce the daily glucocorticoid dose to <1mg/day with intra articular administration and >50% of the 

injected joints had not relapsed after year one and two.(PMID: 23079125). So when we know that 

high doses of oral glucocorticoid are likely to accelerate atherosclerosis (PMID: 23192907), and we 

have evidence for an alternative strategy in a Danish patient setting we decided not to allow oral 

glucocorticoids. Danish rheumatologists are experienced in intraarticular glucocorticoid joint 

injections. (PMID: 16645967, 24412895).  

6. The report of adverse events seems to go mostly unmentioned. There is a very small amount of 

discussion regarding Data Safety Monitoring but no discussion about how events will be managed or 

how they will promt changes in treatment.  

Answer: This is a very important issue. We have now included a section about this in the Data 

Monitoring Section p. 19.  

Specific questions/comments  

1. Reference seem off. I am familiar with much of this literature and it appears that the numbering 

might have shifted between versions. I would suggest authors ret-check the numbering.  

Answer: Numbers of the references will be re-checked. We apologize for the inconvenience.  

2. The inclusion of microalbuminuria as part of the intervention and secondary outcome was 

surprising. While microalbuminuria is a risk factor for CV events, its not part of the traditional CV risk 

factors, like lipids, blood pressure and glucose metabolism. I would have liked to see better 

justification for this.  

Answer:  

Microalbuminuria is a somewhat overlooked CVD risk factor in a general population, despite being 

present in up to 7%. In hypertensive patients treatment and reduction in microalbuminuria is 

associated with improved CVD outcome, not to mention the case in patients with type 2 diabetes. 

Microalbuminuria is thought to reflect general vascular endothelial dysfunction, and as such a 

predictor of CVD. As we think the RA population in this study is paralleled to a type 2 diabetes 

population in terms of CVD risk, we have included microalbuminuria as a risk factor. As mentioned 

above even small declines in glomerular filtration rate are predictive of myocardial infarction in RA 

(PMID 21953344).  

3. The fourth paragraph of the introduction ("It is well established...") seemed off topic. I am not sure 

that this paragraph is useful for the background.  

Answer: The sentence “it is well established that..” will be omitted.  

4. Objective statement is missing an explicit statement about the effect of these factors on CV events. 

CV events is not mentioned in the objective statement  

Answer: An explicit statement about the effect of these factors in cvd events are listed in the 

cardiovascular eventscore. [20-21, (PMID: 10030326)  

5. Since the trial began in Sept 2014, I would have found it useful to understand whether recruitment 

is going well or not and whether there have been any difficulties with the multifaceted intervention. As 

well, are all sites adhering to ERACOR equally well?  

Answer: Initially we included 5 patients in a single center with the purpose of adjusting the different 

procedures of the trial before including more centers. After 6 months we started to include the other 

participating centers in the trial. Now the inclusion rate in the study are 8 patients a month which are 

supposed to increase along with more experienced project teams and the ongoing inclusion of 

additional study sites.  

6. The outcomes section is confusing. I am not a cardiologist but have some familiarity with adjucating 

CV events. I was a bit confused about PE being a CV event when its known not to be related to 

artheroschlerosis. Also, I was confused how atrial fibrillation causing PE and an embolic stroke that 

resulted in death would be adjudicated.  

Answer: Pulmonary embolism (PE) is a known cardiovascular (CV) event in RA patients (2-3 times 

more compared to controls) shown in several national and a large metaanalysis (PMID: 24424839, 

23926057, 22930596). This is why we included PE as CV event. The CV event score is based on the 

Danish patient files system and is validated in two publications in NEJM and one in the Lancet ([20-
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21], PMID: 10030326)  

7. The discussion about ITT analyses and why not all patients would be included was confusing.  

 

Reviewer 3:  

1.The latest ESC guidelines (Perk 2012) for CVD prevention recommend initiation of lipid lowering 

treatment if the calculated risk, by the SCORE algorithm, for fatal CVD (in 10 years) are > 5% and 

LDL > 2,5 mmol/L. The SCORE algorithm takes into account the 5 major traditional risk factors: age, 

gender, smoking status, lipid levels and blood pressure and is therefore a compound risk variable for 

future CVD. The ESC guidelines for CVD prevention does not recommend initiation of lipid lowering 

treatment on the ground of lipid levels alone or having the disease RA together with lipid levels. The 

authors should bring this into the inclusion criteria. In addition to ethical aspects if they do not do this, 

the results will be difficult to compare to other studies.  

 

Answer:  

This is a very important issue when discussing CVD prevention. The chronic inflammation and the 

endothelial dysfunction in RA patients are not taken into account in the ERC guidelines risk estimation 

algorithm. We have used the ERC guidelines in designing the counselling regarding behavioral 

change and behavioral risk factors for CVD. Furthermore it has been shown that SCORE 

underestimates the CVD risk among RA patients (PMID: 24389293). In addition to a cholesterol 

lowering effect simvastatin has also an anti-inflammatory effect which might be beneficial regarding 

prevention of CVD in RA patients (PMID:17719471). The study is including patients and we therefore 

consider it is too late to change inclusion criteria.  

2 The statistical calculation on the number of patients needed is based on a 10% yearly CVD event 

rate. This high event rate is unknown to me. The TRACE-RA study, which was a placebo controlled 

primary prevention study in UK (placebo vs. Atorvastatin 40 mg) was stopped prematurely, due to that 

the event rate in patients on Atorvastatin 40 mg did not differ from those on placebo. The yearly event 

rate was < 2% for both groups. Furthermore, the mean yearly CVD event rate in the ATACC-RA 

(www.atacc-ra.com) has been shown to be ~ 2% across 10 countries and 14 centers. In addition, the 

calculations for number of patients needed should include drops outs from the study. It is our 

experience from similar studies that 25-35% drop out is realistic.  

Answer:  

This is an important question. It is challenging to do power calculations when there is no similar 

intervention studies on RA patients to compare to. As previously mentioned, when we designed the 

intervention part of the ERACORI study we were inspired by the multidimentional intervention in the 

Steno II studies on type II diabetes patients ([20-21], PMID: 10030326). Since the diabetes II 

populations CVD risk are similar to RA patients we consider it relevant to include 300 RA patients. In 

the steno II studies it was possible with 160 DMII patients included, to detect a significant difference in 

the CVD outcome between the two groups. However, the results of the TRACE study was published 

as an abstract in the spring 2015, 8 months after we included the first patient in the ERACORI study. 

The TRACE study was a single intervention study on simvastatin 40 mg published with very few data 

and was preterminated due to equal numbers of CVD events in the treatment and the placebo group. 

The patients in the study had a RA disease duration of 10 years. The TRACE study was a single 

intervention study, which might demand a larger study population to detect clinical significant 

difference between the groups. Please see answer to reviewer 1, question three.  

3. The step up of anti-hypertensive medication does not follow ESC recommendations. For instance, 

starting on losartan 100 mg x 1 is very high and this dosage should be 50 mg x 1 and doubled with 

addition of firstly 12.5 hydrochlorthiazide, then double this dose after control. Likewise, a starting dose 

of 200 mg Metoprolol is not advisably. In addition adding Amlodipine 10 mg after Metoprolol is not 

advised. Further it is advised to start a 5 mg dosage of Amlodipine and double the dose if BP target is 

not reached.  
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Answer:  

Losartan (an angiotensin II receptorantagonist) is chosen as first line therapy, not only for general 

tolerability and low price, but for antihypertensive efficacy as well as pleiotropic effects i.e. 

renoprotective and cardioprotective effects. (PMID: 24352797) The starting dose on losartan 100 mg 

(which is considered maximum dose) have been changed to 50 mg, which can be up titrated after two 

weeks to 100 mg. The text in figure 2 have now been changed so start doses now appears in the text 

and not only maximum doses. Start doses of 12,5 mg hydroclorthiazide, 25 mg metoprolol, and 5 mg 

amlodipine have now been added in the text of figure 2.  

4 The starting dose of either Simvastatin 40 mg or Ezetimibe 10 mg is not equivalents of lipid lowering 

and is not the recommended treatment line.  

Answer: In the text we write “In the intervention group all patients will receive 40 mg statin according 

to national guidelines…Patients with adverse effects to first-line statin will be treated with 80 mg 

atorvastatin and subsequently treated with ezetimibe 10 mg if side effects to atorvastatin is seen. It 

has not been our intention to say the doses of simvastatin and ezetimibe is equivalent, but to offer an 

alternative lipid lowering therapy to statin intolerant patients. 

 

VERSION 2 – REVIEW 

REVIEWER Semb AG 
Preventeive Cardio-Rheuma Clinic  
Department of Rheumatology  
Diakonhjemmet Hospital  
Oslo  
Norway 

REVIEW RETURNED 14-Oct-2015 

 

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