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common cause of morbidity and mortality worldwide. 
Hypertension and diabetes mellitus have been reported as 
the most important risk factors associated with the induction 
of atherosclerotic plaque in coronary and carotid arteries.1‑3 
Menopause is a natural period of life with permanent 
cessation of menstruation and the end of reproductive 
period, which occurs at the age of 45-55 years. Mortality 
results from CAD are five to eight times higher in men than 
women during the years 25-55. In other words, hormone 
changes may induce unstable condition for cardiovascular 
events.4‑7 Homocysteine may play an important role in the 
development of CAD; therefore, changes of hormones in 
post‑menopause duration increase level of homocysteine 
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INTRODUCTION

Atherosclerosis contributes to coronary artery disease 
(CAD), peripheral vascular events, and stroke. CAD is a 
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significantly.8‑10 This study was designed to evaluate the 
relationship between intra‑operative grading of coronary 
artery atherosclerosis and hyperhomocysteinemia in 
menopausal patients who were candidates for elective 
off‑pump coronary bypass graft surgery (CABG).

MATERIALS AND METHODS

The study was approved by the regional committee in 
our university. After receiving the written consent from 
patients, they participated voluntarily for off‑pump CABG 
surgery in Afshar Cardiovascular Center of Yazd University 
of Medical Sciences from 25 August 2010 to 15 August 2011. 
All the operations were performed by a skilled surgical 
team. One hundred and thirty‑six female patients (N=136) 
with Follicular Stimulating Hormone >40 IU/dl, estradiol 
<20 pg/mL, without any history of hormone replacement 
therapy during the last 3 months, no history of smoking, 
no diabetes, no history of consumption of drugs that 
increase or decrease homocysteine level, were candidates 
for elective off‑pump CABG and enrolled in our study. For 
each patient, the extent and severity of atherosclerosis 
were assessed using intra‑operative grading (IOG) and 
Gensini score system. Gensini score system was based on 
angiographic findings on percentage of occlusion of arteries 
and importance of function. (Gensini score = Stenosis 
score × Functional significant score). IOG method was 
based on severity of stenosis during surgery according to 
observational findings. The patients based on IOG were 
divided into two groups: Group A) patients with discrete 
stenosis (<1  cm), and group  B) patients with diffuse 
stenosis (>2 cm). In all the patients, total homocysteine 
was determined with ELISA test after 12 hours of fasting. 
Finally, the relation between age, intra‑operative grading, 
and Gensini score with homocysteine level was assessed 
with SPSS 17 software. We used ANOVA, T‑test, and Tukey 
HSD test for quantitative and qualitative variables.

RESULTS

One hundred and thirty‑six patients who were candidates 
for elective off‑pump CABG surgery were enrolled in our 
study. The average age of the participants was 54.9±4 years. 
Severity and extent of the stenosis based on intra‑operative 
grading divided our patients into diffuse or discrete 
groups; 65 cases of all patients (47.8%) had diffuse and 
71 cases (52.2%) had discrete stenosis. The average age 
of the patients with diffuse and discrete stenosis was 
55.7±4.8  years and 54.2±2.9  years, respectively. There 

was significant relationship between the age average and 
type of the stenosis (P=0.003). Total homocysteine was 
determined with ELISA method after 12 hours of fasting in 
all patients. Fasting level average of total homocysteine in 
patients with diffuse or discrete stenosis was 33±19.7 and 
24.7±13.5, respectively. The difference in homocysteine 
level in both groups was significant (P=0.005). Gensini 
score was evaluated according to angiographic findings. 
The average of Gensini score in patients with diffuse or 
discrete stenosis was 53.6±48.8 and 31.4±18.6, respectively. 
Difference of Gensini score in both groups was significant 
(P=0.001) [Table 1]. Of all the patients, 34 cases had normal 
level of homocysteine, but 14, 34, and 54 cases had mild, 
moderate, and severe hyperhomocysteinemia, respectively. 
Gensini score average in patients with normal level of 
homocysteine was 29±17.1 and this score in patients with 
mild, moderate, and severe homocysteinemia turned out 
to be 29.11±17, 34.15±18.4, and 58.5±52, respectively. 
Therefore, there was a significant relationship between 
severe hyperhomocysteinemia and Gensini score (P<0.05). 
According to the existing significant relationship between 
age, homocysteine level, Gensini score, and severity and 
extent of stenosis based on intra‑operative grading, the 
patients were divided into two age groups; group 1: Women 
younger than 54 years (n=74), and group 2: Women as old 
or older than 54 years (n=62). Of all the patients younger 
than 54 years, 32 cases suffered from diffuse stenosis and 
42 cases had discrete stenosis. Average of fasting level of 
homocysteine was 21.3±14.6 and 24.1±11.9 in patients 
with diffuse and discrete stenosis, respectively. However, 
out of all patients younger than 54  years, 33  cases and 
29 cases had diffuse and discrete stenosis, respectively, and 
the average of fasting level of homocysteine was 44.4±17.3 
and 25.5±15.6, respectively. Gensini score average in 
diffuse and discrete stenosis groups in patients younger 
than 54 years was 37.5±22.6 and 31.5±20.7, respectively 
(P=0.2), and this score in patients older than 54 years was 
69.3±61.3 and 31.3±15.4, respectively. Therefore, there 
were significant differences in Gensini score and average 
level of homocysteine between discrete and diffuse in older 
than 54 years (P=0.001, P=0.001). The difference, however, 
was not significant in patients younger than 54  years 
[Tables 2 and 3].

DISCUSSION

High level of total homocysteine has been found to be 
an independent risk factor in atherosclerotic process in 
coronary arteries.1,2 Postmenopausal period includes 

Table 1: Relationship between intra‑operative findings with age, homocysteine level, and Gensini score
Variables Diffuse stenosis (n=65) Discrete stenosis (n=71) P value

Age (year) 55.7±4.8 54.2±2.9 0.03

Homocysteine level 33±19.7 24.7±13.5 0.005

Gensini score 53.6±48.8 31.4±18.6 0.001
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increasing prevalence of cardiovascular events and 
atherosclerosis ratio to premenopause duration.4,5 It 
is believed that induction of hormone changes during 
postmenopausal condition is the most important cause of 
cardiovascular disease. Low level of homocysteine during 
high consumption of oestrogen in women who utilize oral 
contraceptive pill indicating that oestrogen has significant 
role in homocysteine metabolism.7‑10

Average level of homocysteine in the participants of our study 
was 28.7±17. In our study, incidence of homocysteinemia 
was 75% in postmenopausal women. However, in another 
Iranian study carried out by Bandarian et al., the incidence of 
homocysteinemia in all ages was 50%.11 This difference may 
be due to the effects of age and menopause. According to the 
results, the severity and extent of coronary artery stenosis 
based on intra‑operative findings assisted us to divide 
our subjects into diffuse and discrete groups. An increase 
in homocysteine level was significant in both groups; in 
other words, there was a significant relationship between 
homocysteine and atherosclerosis. In our study, there 
were positive relationship between age and homocysteine 
level with intra‑operative findings, respectively (P=0.03, 
P=0.005). A study which was conducted by Refahi et al., 
on hyperhomocysteinemia and severity of atherosclerosis 
lesion was inconsistent with our findings because of the 
presence of men and pre‑and postmenopausal women in 
their study.12

In a study carried out by Rasuli et  al., it was reported 
that patients with homocysteine level higher than 12 
micromol/L vs. lower than 12 micromol/L show average 
increase in coronary calcium progression of 35% and 17% 
per year, respectively. They reported that neither cholesterol 
value, sex, and age nor presence of risk factor predicted 
coronary calcium. In other words, hyperhomocysteinemia 
strongly predicts progression of coronary atherosclerosis.13 
In our study, there was no significant relationship 
between Gensini score and level of homocysteine in 
mild‑to‑moderate severity; however, there was a significant 
relationship in severe hyperhomocysteinemia. Mild 
hyperhomocysteinemia seems not to be related to the risk of 
unstable CAD in postmenopausal women. The trend towards 
higher plasma and total homocysteine with increasing 
degree of coronary atherosclerosis may be a marker of the 
disease. These findings are in line with our study.14 Our study 
indicated that in patients under 54 years, there was not any 

statistical relationship between increase of homocysteine 
and Gensini score with intra‑operative findings, respectively 
(P=0.3, P=0.2). However, in patients older than 54 years, 
the relationship was significant (P=0.001, P=0.001). These 
results suggest that age and onset of menopause have a 
significant role on cardiovascular events. In a study carried 
out by Christodoulakos et  al., it was reported that total 
homocysteine level increased in women who were above 
60 years. Duration of menopause increased homocysteine 
level significantly after 180 months.15 In our study, duration 
of menopause increased homocysteine level significantly 
after 60 months. According to the findings, we conclude 
that homocysteine level increases during postmenopause 
and it can be a strong risk factor of severity and extent 
of atherosclerosis; therefore, hyperhomocysteinemia 
in postmenopausal women provides endothelial and 
vascular dysfunction and cardiovascular diseases. 
Finally, we recommended evaluation of the patients with 
unexplained diffuse stenosis and risk factors such as 
hyperhomocysteinemia.

REFERENCES

1.	 Wexler R, Pleister A, Raman SV, Borchers JR. Therapeutic 
lifestyle changes for cardiovascular disease. Phys Sportsmed 
2012;40:109‑15.

2.	 Kulbertus H, Lancellotti P. Atherosclerosis: A complex disease. 
Rev Med Liege 2012;67:273‑8.

3.	 El‑Menyar A, Zubaid M, Maroco J, Shehab A, Bulbanat B, 
Albustani N, et al. Prevalence and impact of cardiovascular 
risk factors among patients presenting with acute coronary 
syndrome in the middle east. Clin Cardiol 2011;34:51‑8.

4.	 Pimenta F, Leal I, Maroco J, Ramos C. Menopause 
symptoms’ predictors: The influence of lifestyle, health‑and 
menopause‑related, and sociodemographic characteristics. 
J Women Aging 2012;24:140‑51.

5.	 Macsali F, Svanes C, Bjørge L, Omenaas ER, Gomez Real F. 
Respiratory health in women: From menarche to menopause. 
Expert Rev Respir Med 2012;6:187‑202.

6.	 Ratiani L, Parkosadze G, Cheishvili M, Ormotsadze  G, 
Sulakvelidze M, Sanikidze T. Role of estrogens in pathogenesis 
of age‑related disease in women of menopausal age. Georgian 
Med News 2012:203;11‑6.

7.	 Celik A, Ozcetin M, Celikyay ZR, Sogut E, Yerli Y, Kadi H, 
et  al. Evaluation of possible subclinical atherosclerosis in 
adolescents with a family history of premature atherosclerosis. 
Atherosclerosis 2012;222:537‑40.

8.	 Fallah S, Nouroozi V, Seifi M, Samadikuchaksaraei A, 
Aghdashi  EM. Influence of oral contraceptive pills on 
homocysteine and nitric oxide levels: As risk factors for 
cardiovascular disease. J Clin Lab Anal 2012;26:120‑3.

9.	 Veeranna V, Zalawadiya SK, Niraj A, Pradhan J, Ference B, 
Burack RC, et  al. Homocysteine and reclassification of 

Table 2: Intra‑operative findings in patients 
younger than 54 years
Variables Diffuse stenosis 

(n=32)
Discrete stenosis 

(n=42)
P value

Homocysteine 
level

21.3±14.6 24.1±11.9 0.3

Gensini score 37.5±22.6 31.5±20.7 0.2
(n=74)

Table 3: Intra‑operative findings in patients 
older than 54 years
Variables Diffuse stenosis 

(n=33)
Discrete stenosis 

(n=29)
P value

Homocysteine 
level

44.4±17.3 25.5±15.6 0.001

Gensini score 69.3±61.3 31.3±15.4 0.001
(n=62)



Mirhosseini, et al.: Homocysteine levels and coronary artery atherosclerosis in women

Nigerian Medical Journal  |  Vol. 53 | Issue 4 | October-December | 2012 Page | 195

cardiovascular disease risk. J  Am Coll Cardiol 2011;58: 
1025‑33.

10.	 Tehlivets O. Homocysteine as a risk factor for atherosclerosis: 
Is its conversion to s‑adenosyl‑L‑homocysteine the key to 
deregulated lipid metabolism? J Lipids 2011;2011:702853.

11.	 Bandarian F, Fakhrzadeh H, Heshmat R, Nouri M, Larijani B. 
Association of Serum Homocysteine and Coronary Heart 
Disease in an Iranian Urban Population. Acta Cardiol Sin 
2009;25:142‑6.

12.	 Refahi R, Norri M, Afrasiabi A, Rahbani M. Relationship 
between Hyperhomocysteinemia, oxidative stress and 
severity of atherosclerosis lesion. Tehran Univ Med J 
2005;63:308‑16.

13.	 Rasouli ML, Nasir K, Blumenthal RS, Park R, Aziz DC, 
Budoff MJ. Plasma homocysteine predicts progression of 
atherosclerosis. Atherosclerosis 2005;181:159‑65.

14.	 Nielsen NE, Brattström L, Hultberg B, Landgren F, Swahn E. 
Plasma total homocysteine levels in postmenopausal women 
with unstable coronary artery disease. Atherosclerosis 
2000;151:423‑31.

15.	 Christodoulakos G, Panoulis C, Rizos D, Moustakarias T, 
Phocas I, Creatsas G. Homocysteine and folate levels in 
postmenopausal women. Maturitas 2001;39:161‑7.

How to cite this article: Mirhosseini SJ, Forouzannia SK, Mirhosseini 
SA, Ali-Hassan-Sayegh S, Mozayan MR. Intra-operative grading of 
coronary artery atherosclerosis associated with homocysteine levels 
in postmenopausal women undergoing elective off-pump CABG 
surgery. Niger Med J 2012;53:192-5.
Source of Support: Nil, Conflict of Interest: None declared.


