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Introduction
Handgrip exercise is a form of physiological isometric exercise 

used in eliciting cardiovascular response in basic and clinical 
settings.1‒3 It was once used as a test for unmasking hypertension 
and in offsprings of hypertensive parents.4 Sustained handgrip 
exercise is one of the series of tests involved in assessing cardiac 
autonomic function (CAF).5,6 It is a form of static exercise used to 
investigate cardiovascular responses to stress. It dominantly assesses 
the sympathetic function of the cardiac autonomic innervations.4,7 
Sustained handgrip causes an increase in sympathetic activity 
with simultaneous parasympathetic withdrawal which have being 
demonstrated in young normotensive offspring of hypertensive 
parents.8‒10 Sustained handgrip increased systolic blood pressure as a 
result of increased cardiac output while raised diastolic blood pressure 
is due to increased peripheral resistance during the exercise.1 Young 
athletes showed lower sympathetic and hemodynamic response to 
the isometric exercise than non-athletes.11 Cardiovascular response to 
exercise in non athletes has been used as major criteria in exercise 
prescription for both the patients and healthy population.12‒15 This 

study evaluated the sex difference in cardiovascular response to 
sustained handgrip among apparently healthy young adult Nigerians.

Materials and methods
This study was conducted in the Department of Physiological 

Sciences Obafemi Awolowo University Ile-Ife, Nigeria. One 
hundred and forty eight (148) young adults (74 males and 74 
females) age and sex matched who were between 18-40years of 
age participated in this study. The participants were selected using 
purposive sampling technique. The procedure were explained to 
each participant and informed consents were obtained. Ethical 
clearance was obtained from Ethics and Research Committee of 
Obafemi Awolowo University Teaching Hospital Complex, Ile-Ife, 
Nigeria. Detailed medical history was taken and thorough clinical 
examination was done to exclude those with systemic diseases. The 
materials used for this study include: digital sphygmomanometer 
(Lumiscope), Littmann Cardiology III Stethoscope, Smedley digital 
hand dynamometer (Model 12-0286), Tiger head alkaline batteries-
AAA, stop watch and calculator. The maximum voluntary contraction 
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Abstract

Background: Sustained handgrip is one of the standardized non-invasive test involved in 
assessment of cardiac autonomic functions.

Objective: This study aimed at determining the sex differences in cardiovascular response 
to sustained handgrip among apparently healthy young adult Nigerians.

Materials and Method: 148 (74 females and 74 males, age and sex matched) apparently 
healthy young adults aged between 18-40years participated in this study. The Systolic 
Blood Pressure (SBP), Diastolic Blood Pressure (DBP) and Pulse Rate (PR) of the 
subjects were recorded before and during sustained handgrip exercise in sitting position 
with sphygmomanometer cuff attached to the dominant arm. The maximum voluntary 
contraction (MVC) of the subject was determined from the non-dominant arm by the use of 
a handgrip dynamometer. The handgrip was maintained at 30% of the maximum voluntary 
contraction for as long as possible (up to maximum period of 5minutes). Blood pressure 
was monitored every minute until the maximum values were obtained. Mean Arterial 
Pressure (MAP), Pulse Pressure (PP) and Rate Pressure Product (RPP) were calculated 
from SBP, DBP and PR. Data were analyzed using descriptive and inferential statistics. The 
student t-test was used to determine the difference between two groups and p value < 0.05 
was considered statistically significant.

Results: The males had a higher resting SBP, DBP, MAP, PP and RPP than females with 
significant sex difference in PP (t=3.719, p-value < 0.001) and SBP (t=3.382, p-value=0.001). 
Significant sex differences were observed in maximum values of SBP (t=8.982, p-value < 
0.001), DBP (t=2.512, p-value=0.013), MAP (t=3.155, p-value = 0.002), RPP (t=1.984, 
p-value=0.049) and PP (t=2.283, p-value=0.024) during sustained handgrip exercise. The 
resting heart rate at rest and during sustained handgrip exercise were higher in females. 
Significant sex differences were also observed in change in cardiovascular responses to 
sustained handgrip with regards to SBP (t= 2.225, p-value = 0.028), DBP (t= 2.414, p-value 
= 0.017) and MAP (t=2.400, p=0.018).

Conclusion: This study showed that sex significantly influenced haemodynamic responses 
to sustained handgrip exercise.
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(MVC) of the subject was determined from the non-dominant arm 
by the use of a digital handgrip dynamometer. The handgrip was 
maintained at 30% of the maximum voluntary contraction for as long 
as possible up to maximum period of 5minutes. The Systolic Blood 
Pressure (SBP), Diastolic Blood Pressure (DBP) and Pulse Rate (PR) 
of the subjects were recorded every minute in sitting position with 
sphygmomanometer cuff attached to the dominant arm. Measurement 
continued until the individual could no longer sustained the handgrip. 
Mean Arterial Pressure (MAP), Pulse Pressure (PP) and Rate Pressure 
Product (RPP) were calculated from SBP, DBP and PR. Data was 
analysed using student t-test to determine the difference between 
two groups (male and female) and p value < 0.05 was considered 
statistically significant.

Results
A total of One hundred and forty eight (148) young adults with 

mean age of 22.27± 4.40years completed the study protocol. The age 
group distribution was as shown in Table 1. The mean of weight (kg), 
height (m), body mass index (kg/m2) and body surface area (m2) were 
59.91±10.15, 1.66±0.09, 21.82±3.38 and 1.66±0.16 respectively. The 
mean of weight (kg), height (m), body mass index (kg/m2) and body 
surface area (m2) for males and females respectively were 62.64 
±8.68 and 57.17 ± 10.83, 1.70 ± 0.08 and 1.61 ± 0.66, 21.54 ± 2.60 
and 22.10 ± 4.01 and 1.72 ± 0.14 and 1.59 ± 0.16 with significant sex 
differences in weight (t=3.391, p=0.001), height (t=8.109, p<0.001) 
and body surface area (t=5.096, p<0.001). The mean of resting 
SBP(mmHg), DBP(mmHg), PR(beats per minutes), MAP(mmHg), 
RPP and PP(mmHg) for the study population were 116.04 ± 9.86, 
68.39 ± 8.03, 71.09 ± 10.58, 84.27 ± 7.90, 8254.97 ± 1454.70 and 
47.65 ± 7.60 respectively while the mean of the maximum values 
during sustained handgrip exercise were 137.55 ± 18.07, 88.80 ± 
17.56, 105.05 ± 16.84, 12460.23 ± 2562.19 and 48.76 ± 11.32 for 
SBP, DBP, PR, MAP and RPP respectively has shown in Table 2.

Table 1 Age and sex distributions of the participants

Age group (years) Gender  Total
 Male (n=74) Female (n=74)
18-20 30 30 60
21-30 41 41 82
31-40 3 3 6
 74 74 148

Table 2 Cardiovascular parameters at rest and during sustained handgrip

Cardiovascular 
Parameters Mean ± SD

 Resting Values Maximum Values

SBP(mmHg) 116.04 ± 9.86 137.55 ± 18.07

DBP(mmHg) 68.39 ± 8.03 88.80 ± 17.46

PR(bpm) 71.09 ± 10.58 90.49 ± 13.34

MAP(mmHg) 84.27 ± 7.91 105.05 ± 16.84

RPP 8254.97 ± 1454.70 12460.23 ± 2562.19

PP(mmHg) 47.65 ± 6.60 48.76 ± 11.32

SBP: Systolic Blood Pressure; DBP: Diastolic Blood Pressure; PR: Pulse Rate; 
MAP: Mean Arterial Pressure; RPP: Rate Pressure Product; PP: Pulse Pressure

The mean of resting SBP(mmHg), DBP(mmHg), PR(beats per 
minutes), MAP(mmHg), RPP and PP(mmHg) in males and females 
respectively were 118.69 ± 9.27 and 113.39 ± 9.78, 68.81 ± 7.65 
and 67.97 ± 1.14, 70.09 ± 11.22 and 72.09 ± 1.15, 85.44 ± 7.37 and 
83.11 ± 8.30, 8320.24 ± 1466.56 and 8189.70 ± 1449.79 and 49.88 
± 7.75 and 45.42 ± 6.81 with significant gender differences in SBP 
(t= 3.382, p-value = 0.001) and PP (t= 3.719, p-value < 0.001) as 
shown in Table 3. The mean of the maximum cardiovascular variables 
during sustained handgrip exercise for SBP (mmHg), DBP (mmHg), 
PR (beats per minutes), MAP (mmHg), RPP and PP (mmHg) in males 
and females respectively were 143.19 ± 19.66 and 131.92 ± 14.36, 
92.34 ± 18.96 and 85.26 ± 15.12, 89.85 ± 13.63 and 91.14 ± 13.11, 
109.29 ± 18.58 and 100.81 ± 13.75, 12873.96 ± 2682.92 and 12046.50 
± 2382.12, 50.85 ± 10.21 and 46.66 ± 12.03. There were significant 
gender differences in SBP (t= 3.982, p-value < 0.001), DBP (t= 2.512, 
p-value = 0.013), MAP (t=3.155, p=0.002), RPP (t=1.984, p=0.049) 
and PP (t=2.283, p=0.024) as shown in Table 4.

The mean of the change in cardiovascular variables for 
SBP(mmHg), DBP(mmHg), PR(beats per minutes), MAP(mmHg), 
RPP and PP(mmHg) in males and females respectively were 
23.53±19.66 and 17.28±14.01, 24.50±16.67 and 18.53±13.23, 
19.85±11.68 and 19.04±12.70, 23.85±18.03 and 17.70±12.70, 
4553±2525.87 and 3856.80±2181.88, 0.97±10.63 and 1.24±11.22. 
There were significant gender differences in SBP (t= 2.225, p-value = 
0.028), DBP (t= 2.414, p-value = 0.017) and MAP (t=2.400, p=0.018) 
as shown in Table 5.

Table 3 Gender differences in resting cardiovascular parameters

Cardiovascular Parameters Mean ± SD t p-value
 Male Female   
SBP(mmHg) 118.69±9.27 113.39±9.78 3.382 0.001*
DBP(mmHg) 68.81±7.65 67.97±8.42 0.633 0.527
PR(bpm) 70.09±11.21 72.09±9.88 -1.151 0.252
MAP(mmHg) 85.44±7.37 83.11±8.30 1.801 0.074
RPP 8320.24±1466.55 8189.70±1449.79 0.545 0.587
PP(mmHg) 49.88±7.75 45.42±6.81 3.719 <0.001*

*-Statistical significant at p-value < 0.05, SBP: Systolic Blood Pressure; DBP: Diastolic Blood Pressure; PR: Pulse Rate; MAP: Mean Arterial Pressure; RPP: Rate 
Pressure Product; PP: Pulse Pressure

Table 4 Gender differences in maximum values of cardiovascular parameters during sustained handgrip

Cardiovascular 
Parameters

Mean ± SD
t p-value

Male Female
SBP(mmHg) 143.19±19.66 131.92±14.36 3.982 <0.001*
DBP(mmHg) 92.34±18.96 85.26±15.12 2.512 0.013*
PR 89.85±13.63 91.14±13.11 -0.584 0.56
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Cardiovascular 
Parameters

Mean ± SD
t p-value

Male Female
MAP(mmHg) 109.29±18.58 100.81±13.75 3.155 0.002*
RPP 12873.96±2682.91 12046.50±2382.12 1.984 0.049*

PP(mmHg) 50.85±10.21 46.66±12.03 2.283 0.024*

*- Statistical significant at p-value < 0.05, SBP: Systolic Blood Pressure; DBP: Diastolic Blood Pressure; PR: Pulse Rate; MAP: Mean Arterial Pressure; RPP: Rate 
Pressure Product; PP: Pulse Pressure

Table 5 Gender differences in change in cardiovascular parameters (Maximum – Resting values)

Cardiovascular Parameters Mean ± SD t p-value
 Male Female   
SBP(mmHg) 23.53±19.66 17.28±14.01 2.225 0.028*
DBP(mmHg) 24.50±16.67 18.53±13.23 2.414 0.017*
PR(bpm) 19.85±11.68 19.04±12.70 0.374 0.709
MAP(mmHg) 23.85±18.03 17.70±12.70 2.4 0.018*
RPP 4553±2525.87 3856.80±2181.88 1.796 0.075
PP(mmHg) 0.97±10.63 1.24±11.22 -0.15 0.881

*- Statistical significant at p-value < 0.05, SBP: Systolic Blood Pressure; DBP: Diastolic Blood Pressure; PR: Pulse Rate; MAP: Mean Arterial Pressure; RPP: Rate 
Pressure Product; PP: Pulse Pressure

Table Continued...

Discussion
This study investigated the gender differences in cardiovascular 

response to sustained handgrip among apparently healthy young adult 
Nigerians. The mean weight, height and body surface area were higher 
in males than females while the mean BMI of female participants 
was higher than that of male which was in support of earlier reports 
among young adults16 but contrary to what was earlier reported among 
adolescent by Bhavsar et al. 1. This may be due to the fact that Bhavsar 
et al.,1 studied adolescent between the ages of 17-19years who were 
just developing secondary sexual characteristics.

The mean resting SBP, DBP, HR and MAP was similar to what has 
being reported in earlier studies among young adults of the same age 
range.17,18 The resting SBP and DBP among the study population was 
higher in males than females which is similar to what was reported 
by Asafa and Ogunlade in 2015 using 702 subjects of the same age 
range17 but contrary to report from a study conducted among adults 
of age 35 to 70years in northern part of Nigeria by Sharaye et al.,19 in 
which the resting SBP and DBP were higher in females than males.19 
This is probably due to reversed gender dichotomy with increasing 
age. The resting PR was higher in females than male which is in 
consistent with the report of earlier studies among apparently healthy 
adults within the age range of 25-54years and 18-74years by Ewing 
et al. and Ndayisaba et al. respectively20,21 but contradicts what was 
reported by Rajasekhar et al.,22 in which the resting HR in males was 
higher than that of females. The resting heart rate of females higher 
than that of males because males have high vagal tone. The resting 
SBP, DBP and MAP were higher in males than females, these findings 
were supported by Ewing et al in 1974 and Rajasekhar et al.,22 among 
other studies.1,17,20,22-24 PP and RPP were also higher in males than 
females. Significant gender differences were noticed in resting SBP 
and PP (Table 3) which was in contrast with what was reported in 
some studies.20,22

There was an increase in all the cardiovascular parameters during 
the sustained isometric handgrip exercise which is in support of 
earlier study done by Bhavsar et al.,1 This may be due to the stressor 
effect exerted by the sustained isometric handgrip exercise. There was 
an increase in SBP and DBP of the study population during sustained 
handgrip exercise which can be explained on the basis of the activation 
of sympathetic adrenergic system as indicated by an increase in the 

plasma catecholamine level.25 The increased muscle tension caused 
activation of mechanoreceptors which increased the excitatory state 
of the central nervous system. Sympathetic discharge and suppression 
of parasympathetic activity culminating in an increase in blood 
pressure.22 Significant gender differences were observed in SBP, DBP, 
PP, MAP and RPP during sustained handgrip exercise with higher 
values in males. These findings were consistent with the outcome of 
previous studies on cardiovascular responses to isometric exercise.1,24

There were positive changes in cardiovascular responses to 
sustained handgrip in both sexes, with all the responses higher in males 
than in females except the PP changes. These marked sex differences 
can probably be explained by the low differential sympatho-adrenal 
responses to isometric response to isometric exercise in males and 
females.26

Conclusion
This study showed that gender has significant influence in the 

cardiovascular and haemodynamic responses to isometric handgrip 
exercise.

Acknowledgments
None.

Conflicts of interest
Author declares there is no conflicts opf interest.

Funding
None.

References
1. Bhavsar SD, Afroz S, Abhange RS. Evaluation of gender variation in 

cardiovascular response to isometric exercise in normal adolescents. 
IOSR-JDMS. 2015;14(5):69‒73.

2. Ohler RRV, Bocalini DS, Bacurau RF, et al. Isometric hand grip does 
not elicit cardiovascular overload or post exercise hypotension in 
hypertensive older women. Clinical Intervention Aging. 2013;8:649‒655.

3. Ettinger S, Silber D, Collins B, et al. Influences of gender on sympathetic 
nerve responses to static exercise. J Appl Physiol. 1996;80(1):245‒251.

https://doi.org/10.15406/jccr.2016.07.00244
http://www.iosrjournals.org/iosr-jdms/papers/Vol14-issue5/Version-2/R014526973.pdf
http://www.iosrjournals.org/iosr-jdms/papers/Vol14-issue5/Version-2/R014526973.pdf
http://www.iosrjournals.org/iosr-jdms/papers/Vol14-issue5/Version-2/R014526973.pdf
https://www.ncbi.nlm.nih.gov/pubmed/23766641
https://www.ncbi.nlm.nih.gov/pubmed/23766641
https://www.ncbi.nlm.nih.gov/pubmed/23766641
https://www.ncbi.nlm.nih.gov/pubmed/8847310
https://www.ncbi.nlm.nih.gov/pubmed/8847310


Sex differences in cardiovascular response to handgrip exercise among apparently healthy young adult 
nigerians

4
Copyright:

©2016 Akintomide et al.

Citation: Akintomide AO, Asafa MA, Omole JG, et al. Sex differences in cardiovascular response to handgrip exercise among apparently healthy young adult 
nigerians. J Cardiol Curr Res. 2016;7(2):1‒6. DOI: 10.15406/jccr.2016.07.00244

4. Garg R, Malhotra V, Dhar U, et al. The isometric handgrip exercise 
as a test for unmasking hypertension in the offsprings of hypertensive 
parents. J Clin Diagn Res. 2013;7(6):996‒999.

5. Ewing DJ, Martyn CN, Young RT, et al. The value of cardiovascular 
autonomic tests: 10years experience in diabetes. Diabetes Care. 
1985;8(5):491‒498.

6. Ogunlade O, Ayoka AO, Akintomide A, et al. Non-Invasive Assessment 
of Cardiac Autonomic Functions in Healthy Young Adults in Ile-Ife, 
South-Western Nigeria. Int J Clin Cardiol. 2015;2:036.

7. Mitchell JH, Wildenthal K. Static (isometric) exercise and the 
heart: physiological and clinical considerations. Annu Rev Med. 
1974;25(1):369‒381.

8. Fagraeus L, Linnarsson D. Autonomic origin of heart rate fluctuations 
at the onset of muscular exercise. J App Physiol. 1976;40(5):679‒682.

9. Pal GK, Pal P, Nanda N, et al. Sympathovagal imbalance in 
prehypertensive offspring of two parents versus one parent hypertensive. 
Int J Hyp. 2011;2011:1‒8.

10. Lopes HF, Silva HB, Consolim-Colombo FM, et al. Autonomic 
abnormalities demonstrable in young normotensive subjects who are 
children of hypertensive parents. Braz J Med Biol Res. 2000;33(1):51‒54.

11. Nami R, Martinelli M, Pavese G, et al. Evaluation of the adrenergic and 
pressor response to the hand-grip test in young athletes. Minerva Med. 
1988;79(11):937‒942.

12. Banner NR, Lloyd MH, Hamilton RD, et al. Cardiopulmonary response 
to dynamic exercise after heart and combined heart-lung transplantation. 
Br Heart J. 1989;61(3):215‒223.

13. Laughlin MH. Cardiovascular response to exercise. Advances in 
physiology education. 1999;277(6 Pt 2):244s‒259s.

14. American College of Sports Medicine (ACSM). Resource manual for 
guidelines for exercise testing and prescription. (2nd edn), Lea and 
Fabiger, Philadelphia, USA. 1993.

15. Wenger HA, Reed AT. Metabolic factors associated with muscular 
fatigue during aerobic and anaerobic work. Can J Appl Physiol. 
1976;1:43‒48.

16. Ogunlade O, Asafa MA. Pattern and prevalence of underweight, 
overweight and obesity among young adult Nigerians. Ame J Biomed 
Life Sci. 2015;3(2):12‒15.

17. Asafa MA, Ogunlade O. Prevalence of High Blood Pressure Among 
Young Adults in Ile-Ife, Nigeria. Int J Anal Pharm Biomed Sci. 
2015;4(2):69‒73.

18. Srikanth S, NagaTeja D, Pragathi BH. Gender differences in cardiovascular 
responses to isometric exercise. IJRRMS. 2013;3(4):24‒27.

19. Sharaye KO, Olorunshola KV, Ayo JO, et al. Correlation of obesity 
indicies and blood pressure among non obese adults in Zaria, Northern 
Nigeria. J Public Health Epi. 2014;6(1):8‒13.

20. Ewing D J, Irving Kerr F, Wildsmith JAW, et al. Cardiovascular responses 
to Sustained handgrip in normal subject and in patients with diabetes 
mellitus: A test of autonomic function. Clin Sci. 1974;46(3):295‒306.

21. Ndayisaba JP, Fanciulli A, Granata R, et al. Sex and age effects on 
cardiovascular autonomic function in healthy adults. Clin Auton Res . 
2015;25(5):317‒326.

22. Rajasekhar P, Veena CN, Hemasankar C. Gender differences in the 
cardiovascular autonomic response during isometric exercise. J of 
Evidence Based Med & Healthcare. 2015;2(37):5854‒5858.

23. Heitanen E. Cardiovascular responses to static exercise. Scand J work 
environ Health. 1984;10(6 Spec No):379‒402.

24. Haskell WL, Savin WM, Schroeder JS, et al. Cardiovascular 
responses to isometric hand grip exercise in patients following cardiac 
transplantation. Circ Res. 1981;48(6 Pt 2):156‒161.

25. Krzeminski K, Cybulski A, Ziemba A, et al. Cardiovascular and 
hormonal responses to static handgrip in young and older healthy men. 
Eur J App Physiol. 2012;112(4):1315‒1325.

26. Sanche ZJ, Pequinqnot JM, Peyrin L, et al. Sex differences in the 
sympatho-adrenal response to isometric exercise. Eur J Appl Physiol. 
1980;45(2-3):147‒154.

https://doi.org/10.15406/jccr.2016.07.00244
https://www.ncbi.nlm.nih.gov/pubmed/23905088
https://www.ncbi.nlm.nih.gov/pubmed/23905088
https://www.ncbi.nlm.nih.gov/pubmed/23905088
https://www.ncbi.nlm.nih.gov/pubmed/4053936
https://www.ncbi.nlm.nih.gov/pubmed/4053936
https://www.ncbi.nlm.nih.gov/pubmed/4053936
http://clinmedjournals.org/articles/ijcc/ijcc-2-036.pdf
http://clinmedjournals.org/articles/ijcc/ijcc-2-036.pdf
http://clinmedjournals.org/articles/ijcc/ijcc-2-036.pdf
https://www.ncbi.nlm.nih.gov/pubmed/4596232
https://www.ncbi.nlm.nih.gov/pubmed/4596232
https://www.ncbi.nlm.nih.gov/pubmed/4596232
https://www.ncbi.nlm.nih.gov/pubmed/931893
https://www.ncbi.nlm.nih.gov/pubmed/931893
https://www.hindawi.com/journals/ijhy/2011/263170/
https://www.hindawi.com/journals/ijhy/2011/263170/
https://www.hindawi.com/journals/ijhy/2011/263170/
https://www.ncbi.nlm.nih.gov/pubmed/10625874
https://www.ncbi.nlm.nih.gov/pubmed/10625874
https://www.ncbi.nlm.nih.gov/pubmed/10625874
https://www.ncbi.nlm.nih.gov/pubmed/3200470
https://www.ncbi.nlm.nih.gov/pubmed/3200470
https://www.ncbi.nlm.nih.gov/pubmed/3200470
https://www.ncbi.nlm.nih.gov/pubmed/2495014/
https://www.ncbi.nlm.nih.gov/pubmed/2495014/
https://www.ncbi.nlm.nih.gov/pubmed/2495014/
https://www.ncbi.nlm.nih.gov/pubmed/10644251
https://www.ncbi.nlm.nih.gov/pubmed/10644251
http://article.sciencepublishinggroup.com/html/10.11648.j.ajbls.20150302.11.html
http://article.sciencepublishinggroup.com/html/10.11648.j.ajbls.20150302.11.html
http://article.sciencepublishinggroup.com/html/10.11648.j.ajbls.20150302.11.html
http://www.ijrrms.com/pdf/2013/jul-sep2013/IJRRMS%20Vol.3%20(4)_07.pdf
http://www.ijrrms.com/pdf/2013/jul-sep2013/IJRRMS%20Vol.3%20(4)_07.pdf
http://www.academicjournals.org/journal/JPHE/article-full-text-pdf/CF924A742510
http://www.academicjournals.org/journal/JPHE/article-full-text-pdf/CF924A742510
http://www.academicjournals.org/journal/JPHE/article-full-text-pdf/CF924A742510
https://www.ncbi.nlm.nih.gov/pubmed/4818212
https://www.ncbi.nlm.nih.gov/pubmed/4818212
https://www.ncbi.nlm.nih.gov/pubmed/4818212
https://www.ncbi.nlm.nih.gov/pubmed/26285905
https://www.ncbi.nlm.nih.gov/pubmed/26285905
https://www.ncbi.nlm.nih.gov/pubmed/26285905
http://www.jebmh.com/latest-articles.php?at_id=93180
http://www.jebmh.com/latest-articles.php?at_id=93180
http://www.jebmh.com/latest-articles.php?at_id=93180
https://www.ncbi.nlm.nih.gov/pubmed/6535242
https://www.ncbi.nlm.nih.gov/pubmed/6535242
https://www.ncbi.nlm.nih.gov/pubmed/7014021
https://www.ncbi.nlm.nih.gov/pubmed/7014021
https://www.ncbi.nlm.nih.gov/pubmed/7014021
https://www.ncbi.nlm.nih.gov/pubmed/21796411/
https://www.ncbi.nlm.nih.gov/pubmed/21796411/
https://www.ncbi.nlm.nih.gov/pubmed/21796411/
https://www.ncbi.nlm.nih.gov/pubmed/7193125
https://www.ncbi.nlm.nih.gov/pubmed/7193125
https://www.ncbi.nlm.nih.gov/pubmed/7193125

	Title
	Abstract
	Keywords
	Introduction
	Materials and methods 
	Results
	Discussion
	Conclusion
	Acknowledgments
	Conflicts of interest 
	Funding
	References
	Table 1
	Table 2
	Table 3
	Table 4
	Table 5

