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VERSION 1 - REVIEW 

REVIEWER Costas Thomopoulos 
Department of Cardiology, Helena Venizelou Hospital, Athens, 
Greece 

REVIEW RETURNED 18-May-2015 

 

GENERAL COMMENTS The study entitled "Prevalence and determinants of excessive 
daytime sleepiness in hypertensive patients: a cross-sectional study 
in Douala, Cameroon" concluded that among 411 hypertensive 
patients visiting an outpatient cardiology unit the rate of patients with 
EDS was almost 60% and the determinants of this association were 
obesity, snoring, DM and uncontrolled hypertension. Although the 
study is of clinical interest I have the following comments:  
1. Do you have data on antihypertensive drugs used in this cohort of 
patients? It might be interesting to know whether controlled 
hypertension was determined (univariate) by diuretic drugs 
implementation. This is an important issue because diuretic 
administration reduces edemas and thus, might ameliorate quality of 
sleep by reducing upper airway collapse during sleep.  
2. How many among participants had resistant hypertension?  
3. If you implement resistant hypertension phenotype in your 
analysis (alternatively to uncontrolled hypertension, ie. in a separate 
model) which is the association with EDS? Is the association 
between EDS and resistant hypertension more pronounced than 
with uncontrolled hypertension? You could further discuss your 
findings after the comparison.  
4. How many among participants had coronary heart disease? This 
might be a major confounder that should be taken into account. 

 

REVIEWER Willis Tsai 
University of Calgary, CANADA 

REVIEW RETURNED 20-May-2015 

 

GENERAL COMMENTS Comments:  
This paper reports the prevalence of excessive daytime sleepiness 
(EDS) in hypertensive patients, as well as attempting to define the 
clinical determinants of excessive daytime sleepiness in this 
population. It is reasonably well known that daytime sleepiness is 
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associated with hypertension. A unique aspect of this study is 
evaluating the prevalence of daytime sleepiness in the African 
population. I am less convinced about the clinical importance of the 
second objective, namely the determinants of daytime sleepiness. 
All of the reported determinants of EDS are also predictors of 
obstructive sleep apnea; which suggests that EDS is simply a 
surrogate for OSA (which was not objectively tested for in this 
study). Finally, the lack of sleep diagnostic testing or questions with 
respect to sleep quality are major limitations.  
 
MAJOR COMMENTS  
 
1. As indicated above, the paper fails to provide a strong rationale as 
to why a clinician should inquire about daytime sleepiness in the 
hypertensive population. If EDS is simply a surrogate for OSA 
(seeing as all the determinants of EDS are also strong predictors of 
OSA), then it makes more sense to simply screen for sleep apnea if 
any of the identified determinants are found (snoring, obesity, 
hypertension or diabetes). On the other hand, if EDS is an 
independent predictor of co-morbidity, then there is justification for 
inquiring about EDS in the hypertensive population. I would 
recommend substantial revisions to the discussion along one of the 
following lines:  
 
(a) If the focus is that EDS should be sought out because it is an 
independent risk factor for other co-morbidity, I would re-focus the 
discussion along these lines. There are a number of papers which 
demonstrate EDS is independently (ie. independent of OSA) 
associated with other co-morbidity aside from hypertension. It is a bit 
of a circular argument to say that EDS is associated with 
hypertension, therefore EDS should be sought in patients with 
known hypertension. It is also important that the references include 
papers that demonstrate such an association after adjusting for OSA 
(which wasn’t done in some of the earlier studies). As an example, 
Ronksley et al (SLEEP 2011) have demonstrated an independent 
association of EDS with increased health care utilization (after 
adjusting for OSA confirmed on sleep diagnostic testing).  
 
(b) If the focus is that daytime sleepiness should be sought out 
because it helps determine which patients should undergo sleep 
diagnostic testing for OSA, I would recommend re-writing the 
discussion to focus around challenges to obtaining sleep diagnostic 
testing in Africa, and how sleepiness in hypertensive patients could 
be used as a screening tool. I would also attempt to estimate the 
prevalence of OSA in this population. There are a number of 
decision rules that would allow prevalence to be determined by the 
prevalence of evaluated variables (eg. Snoring, BMI, etc).  
 
 
2. The lack of objective testing for sleep apnea must be described as 
a limitation: as mentioned previously, I would attempt to estimate the 
prevalence based on known OSA predictors. I would also discuss 
the lack of information with respect to sleep quality and duration. 

 

VERSION 1 – AUTHOR RESPONSE 

A. Reviewer °1 : M. Costas Thomopoulos  

 

1. Do you have data on antihypertensive drugs used in this cohort of patients? It might be interesting 
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to know whether controlled hypertension was determined (univariate) by diuretic drugs 

implementation. This is an important issue because diuretic administration reduces edemas and thus, 

might ameliorate quality of sleep by reducing upper airway collapse during sleep.  

We thank the reviewer for this comment. We have no detailed data on the antihypertensive drugs in 

these patients. We only recruited known and treated hypertensive patients. However, we 

acknowledge the fact that knowing the antihypertensive drugs of these patients would have better 

situated us on their blood pressure control; as diuretics could have influenced, a priori positively, the 

quality of sleep.  

2. How many among participants had resistant hypertension?  

 

We did focus on the investigation of the prevalence of EDS and not really the therapeutic profile of 

patients. However, in up to 77.6% (319 patients) of our study population, office BP was above the 

targeted values, these were the so called “uncontrolled blood pressure”. However, we acknowledged 

that it could be relevant to know the proportion of patients in whom BP remains above goal in spite of 

concurrent use of three antihypertensive agents of different classes, one of which should be a 

diuretic.  

 

3. If you implement resistant hypertension phenotype in your analysis (alternatively to uncontrolled 

hypertension, ie. in a separate model) which is the association with EDS? Is the association between 

EDS and resistant hypertension more pronounced than with uncontrolled hypertension? You could 

further discuss your findings after the comparison.  

We thank the reviewer for this very pertinent suggestion, however, not having data on treatment we 

have acknowledge our inability of exploring resistant hypertension as a potential determinant of EDS 

in this study.  

4. How many among participants had coronary heart disease? This might be a major confounder that 

should be taken into account.  

In this relatively young (mean age = 55.5 ± 9.7 years) population of hypertensive patients without 

heart failure from our setting, clinical examination as well resting electrocardiographic findings did not 

suggest underlying coronary artery disease. Patients did not undergo further evaluation to assess 

CAD. Although this does not preclude the existence of CAD as a potential confounder in our study, it 

is important to recall that, as previously reported in a multicentric multinational registry of 1006 acute 

heart failure patients, CAD is rather not frequent in our setting (1).  

B. Reviewer N°2: M. Willis Tsai  

 

1. As indicated above, the paper fails to provide a strong rationale as to why a clinician should inquire 

about daytime sleepiness in the hypertensive population. If EDS is simply a surrogate for OSA 

(seeing as all the determinants of EDS are also strong predictors of OSA), then it makes more sense 

to simply screen for sleep apnea if any of the identified determinants are found (snoring, obesity, 

hypertension or diabetes). On the other hand, if EDS is an independent predictor of co-morbidity, then 

there is justification for inquiring about EDS in the hypertensive population. I would recommend 

substantial revisions to the discussion along one of the following lines:  

(a) If the focus is that EDS should be sought out because it is an independent risk factor for other co-

morbidity, I would re-focus the discussion along these lines. There are a number of papers which 

demonstrate EDS is independently (ie. independent of OSA) associated with other co-morbidity aside 

from hypertension. It is a bit of a circular argument to say that EDS is associated with hypertension, 

therefore EDS should be sought in patients with known hypertension. It is also important that the 

references include papers that demonstrate such an association after adjusting for OSA (which wasn’t 

done in some of the earlier studies). As an example, Ronksley et al (SLEEP 2011) have 

demonstrated an independent association of EDS with increased health care utilization (after 

adjusting for OSA confirmed on sleep diagnostic testing).  

(b) If the focus is that daytime sleepiness should be sought out because it helps determine which 

patients should undergo sleep diagnostic testing for OSA, I would recommend re-writing the 

 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-2015-008339 on 29 July 2015. D

ow
nloaded from

 

http://bmjopen.bmj.com/


discussion to focus around challenges to obtaining sleep diagnostic testing in Africa, and how 

sleepiness in hypertensive patients could be used as a screening tool. I would also attempt to 

estimate the prevalence of OSA in this population. There are a number of decision rules that would 

allow prevalence to be determined by the prevalence of evaluated variables (eg. Snoring, BMI, etc).  

We are grateful to the reviewer for this pertinent observations and comments. We acknowledge the 

fact that the initial idea was to investigate sleep apnea in these patients but in the absence of sleep 

diagnostic tests, we could only investigate excessive daytime sleepiness. We have reworded parts of 

the discussion, adding the absence of sleep diagnostic tool in our context as a limitation to this study 

as we could not investigate on sleep apnea itself and mentioning that EDS has been reported to be 

positively associated to OSA and its severity (2), thus its use as a surrogate to OSA in this study. We 

have also proposed the purchase of sleep diagnostic tools to health related organizations and policy 

makers.  

2. The lack of objective testing for sleep apnea must be described as a limitation: as mentioned 

previously, I would attempt to estimate the prevalence based on known OSA predictors. I would also 

discuss the lack of information with respect to sleep quality and duration.  

 

This limitation has now been included in our discussion.  
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VERSION 2 – REVIEW 

REVIEWER Costas Thomopoulos 
Athens, Greece 

REVIEW RETURNED 30-Jun-2015 

 

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

 

REVIEWER Willis Tsai 
University of Calgary, Canada 

REVIEW RETURNED 02-Jul-2015 

 

GENERAL COMMENTS This study reports the prevalence and determinants of excessive 
daytime sleepiness in hypertensive patients. This introduction and 
discussion has been appropriately revised to focus on the 
association of EDS and cardiovascular risk factors . I only have two 
remaining minor comments:  
(1) In the first paragraph of the Discussion, the phrase “we found 
that more than six hypertensive patients on ten have excessive 
daytime sleepiness” could more concisely expressed as “we found 
that more than 60% of hypertensive patients had excessive daytime 
sleepiness”  
(2) I wasn’t sure where the Conclusion “Patients who feel very dizzy 
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during the day should consult their physician for screening while 
health personnel involved in the management of hypertensive 
patients should screen excessive daytime sleepiness and consider 
weight loss in positive patients.” is coming from. It isn’t backed up by 
study findings, and should be removed. 
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