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Homocysteine is an amino acid formed in 
methionine catabolism. It is a toxic product so it 

has to be metabolized. Vitamin B (B6, B12 and folate) 
function as co-factors in demethylation, remethylation 
and trans-sulphuration reactions which take place in 
relation to the methionine concentration.1  In recent 
years, it was reported in many studies that high 
homocysteine level was an independent risk factor 
for cardiovascular diseases, cerebrovascular diseases 
and peripheral vascular diseases.2-4 In relation with 
hyperhomocysteinemia, it is now listed among the risk 
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factors such as hypercholesterolemia and smoking. 
It was recorded that hyperhomocysteinemia was 
closely related to vitamin  B  status and that plasma 
homocysteine level could be decreased with dietary 
vitamin B supplementation.5,6  Hyperhomocysteinemia 
was reported in patients with Pseudoexfoliation 
syndrome (PEXS) and pseudoexfoliation glaucoma 
(PEXG),7,8 but there is no study investigating vitamin 
B status in these patients according to our knowledge.  
We aimed to determine and compare the plasma levels 
of homocysteine and vitamin B (B6, B12 and folate) 

Objectives:  To determine and compare the plasma 
levels of homocysteine and vitamin B (B6, B12 and 
folate) in patients with Pseudoexfoliation syndrome 
(PEXS), pseudoexfoliation glaucoma (PEXG), retinal 
vein occlusion with pseudoexfoliation (PEX+RVO) and in 
normal individuals.

Methods:   The current study was conducted in the Third Eye 
Clinic, Ankara Numune Training and Research Hospital, 
Turkey, between August 2004 and February 2005. Twenty 
cases with PEXS (Group 1), 20 cases with PEXG (Group 
2), 16 cases with PEX+RVO (central or branch retinal vein 
occlusion) (Group 3) and 20 normal individuals (control 
group) were included in the study. Those who use vitamin 
supplements or drugs affecting the plasma homocysteine 
levels were excluded from the study. 

Results: Plasma homocysteine levels were 17.6±4.4 
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mmol/l in Group 1, 18.5±4.5 mmol/l in Group 2, 22.2±6.0 
mmol/l in Group 3, and 14.0±3.1 mmol/l in the control 
group. It was highest in Group 3 (p<0.001). The ratio of 
hyperhomocysteinemia was calculated as 35% (Group 
1), 45% (Group 2), 68.7% (Groups 3) and 15% (control). 
These values were statistically higher in the groups with 
PEXS than in the control group (p=0.009). We did not find 
any statistically significant difference between the groups 
with respect to the levels of vitamin B6 and B12 (p>0.05), 
but the level of folate was lowest in Group 3 (p<0.001).

Conclusion:  Hyperhomocysteinemia is a risk factor for 
thromboembolic vasculopathy in patients with PEXS and 
PEXG. Therefore, vitamin B supplementation should be 
considered in these patients when hyperhomocysteinemia 
is detected.
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in patients with PEXS, PEXG, retinal vein occlusion 
with pseudoexfoliation (PEX+RVO) (with or without 
glaucoma), and in the control group formed from the 
individuals with a similar age distribution.

Methods.  Medical histories of the patients including 
systemic diseases such as hypertension, diabetes 
mellitus, cardiovascular disease and cerebrovascular 
disease and smoking were recorded. Those who use 
vitamin supplements or drugs affecting the plasma 
homocysteine levels were excluded from the study. In 
addition, the patients with renal dysfunction, cancer, 
ocular inflammatory disease and the patients who 
were on postmenapausal hormonal replacement were 
not included in the study.  The groups were formed as 
group 1 from the patients with PEXS (n=20), group 
2 from the patients with PEXG (n=20), group 3 from 
the patients with PEX+RVO (n=16) and the control 
group from the normal individuals (n=20). Blood 
samples were taken from each group and immediately 
forwarded to the laboratory for the determination of 
the homocysteine and vitamin B.  In the beginning of 
the study, a complete ocular examination including 
visual acuity, Goldmann applanation tonometry, slit-
lamp biomicroscopy, gonioscopy, fundoscopy, and 
perimetry with Humphrey perimeter was performed 
in all cases.  Typical PEX material was seen on the 
anterior lens capsule in one or both eyes of patients 
with PEXS. The optic discs were normal and the 
intraocular pressures (IOPs) were 21 mm Hg or lower 
in these patients. The visual fields were found to be 
normal. Glaucomatous cupping was detected and the 
IOPs were higher than 21 mm Hg in patients with 
PEXG. Visual field defect was seen in at least one 
eye.  Seven cases from Group 3 had PEXG and 9 had 
PEXS. Ten of them had branch RVO and 6 had central 
RVO. The occlusions were diagnosed 8.7±2.2 months 
(5-12) before the beginning of the study.   The control 
group was formed from the individuals with a similar 
age distribution. In the control group, IOP values 
were lower than 21 mm Hg and they had normal 
optic discs and normal visual fields. There was no 
evidence of PEX material in slit-lamp biomicroscopic 
examination.  

Enzyme-linked immunosorbent assay was used 
to measure the plasma total homocysteine levels 
(tHcy). The normal laboratory values were 16 
mmol/l for males and 20.5 mmol/l for females. The 
higher values were taken as hyperhomocysteinemia. 
Electrochemiluminecence immonoassay was used 
for the determination of folate and vitamin B12 levels 
and high performance liquid chromatography for 
vitamin B6 level. The normal values were 3-17 ng/ml 
for folate, 3.6-18 mgr/l for vitamin B6 and 160-800 
pg/ml for vitamin B12.

Statistical analysis.  Chi-square test was used 
in the statistical analysis of gender distribution. 
We used one-way analysis of variance test in the 
statistical analysis of age distribution and vitamin 
B levels, and Kruskal Wallis test in the statistical 
analysis of homocysteine levels. Mann-Whitney U 
test with Bonferroni correction was used for pair wise 
comparison. Multiple logistic regression analysis test 
was applied to determine the risk value for an increase 
of 1 mmol/l in homocysteine levels in patients with 
PEXS, PEXG and PEX+RVO.

Results.  The mean age was 61.2±5.3 years in 
Group 1, 61.5±5.8 years in Group 2, 63.5±4.5 years 
in Group 3 and 62.6±5.8 years in the control group. 
There were no statistically significant differences 
between the groups with respect to age and gender 
distribution (p>0.05). There was no statistically 
significant difference between the groups with 
respect to hypertension, diabetes mellitus, peripheral 
or coronary artery disease, cerebrovascular disease 
and current smoking (p>0.05). Diabetic retinopathy 
was not detected in any of the patients with diabetes 
mellitus. Characteristics of the patients in all groups 
are shown in Table 1.  Plasma homocysteine levels 
were 17.6±4.4 mmol/l in Group 1, 18.5±4.5 mmol/l 
in Group 2, 22.2±6.0 mmol/l in Group 3 and 14.0±3.1 
mmol/l in the control group. It was highest in Group 
3 (p<0.001). The ratio of hyperhomocysteinemia was 
calculated as 35% (group 1), 45% (group 1), 68.7% 
(group 1) and 15% (control).  The ratios were higher 
in the PEX groups than in the control group (p=0.009). 
The data related to homocysteine levels are shown in 
Table 2 and Figure 1.  The risk increase with a rise of 
plasma homocysteine level by 1 mmol/l was found 
to be 1.31 times in Group 1 (95% confidence interval 
(CI)= 1.06-1.62), 1.38 times in Group 2 (95% CI=1.1-
1.73), and 1.43 times in Group 3 (95% CI=1.13-1.80) 
in multiple logistic regression analysis test.  The 
mean folate levels was 6.3±1.1 ng/ml in Group 1, 
6.1±1.5 ng/ml in Group 2, 4.1±1.1 ng/ml in Group 3 
and 8.2±1.2 ng/ml in the control group. There was no 
statistically significant difference between the first 2 
groups (p>0.05). It was lowest in group 3 (p<0.001). 
The folate levels are plotted in Figure 2.  The mean 
levels of vitamin B6 and vitamin B12 were shown 
in Table 3. No statistically significant difference was 
detected among 4 groups with respect to vitamin B6 
and B12 levels (p>0.05). The vitamin B evaluations 
are given in Table 3.

Discussion.  Hyperhomocysteinemia was recorded 
more frequently in patients with PEXS and PEXG 
in comparison to normal individuals with a similar 
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Table 1 - Characteristics of study groups.

Characteristics of cases PEXS
(n=20)

PEXG
(n=20)

PEX+RVO
(n=16)

Control group
(n=20)

p value

Age (years) 
Mean±SD
Range

Gender
Male 
Female

Hypertension
Diabetes mellitus
Peripheral or coronary artery disease
Cerebrovascular disease
Current smokers

61.2±5.3
53-72

  8
11
 4
  1
  2
-

  6

61.5±5.8
52-73

  7
13
  5
  2
  1
  1
  8

63.5±4.5
57-71

  6
10
  6
  2
  2
  1
  6

62.6±5.8
54-72

  9
11
 4
 3
 2
-
 7

0.6*

0.9†

0.6†

0.7†

0.8†

0.5†

0.9†

 *One-way analysis of variance test,  †Chi-square test.
PEXS - Pseudoexfoliation syndrome, PEXG - pseudoexfoliation glaucoma, PEX+RVO - retinal vein occlusion with pseudoexfoliation

Table 2 - Plasma homocysteine levels and frequency of hyperhomocysteinemia.

Group Homocysteine levels (μmol/l)*
Mean±SD (Range)

Hyperhomocysteinemia†
%

Male Female Total

PEXS
PEXG
PEX+RVO
Control group

    17 ± 4.6 (11.7 - 24)
    18.2 ± 5.7 (12.4 - 27.7)
    21.6 ± 6.4 (13.6 - 30.8)

13.3 ± 3 (9.8 - 19.6)

   18.6 ± 4.3 (14.8 - 27.4)
   19.2 ± 4.5 (13.7 - 24.6)

23.2 ± 5.9 (15.2 - 30)
   14.8 ± 3.3 (11.7 - 22.6)

   17.6  ± 4.4 (11.7 - 27.4)
    18.5 ± 4.5 (12.4 - 27.7)

 22.2 ± 6 (13.6 - 30.8)
    14 ± 3.1 (9.8 -22.6)

35
45

    68.7
15

*p<0.001, Kruskall-Wallis test, †p=0.009, Chi-square test, PEXS - Pseudoexfoliation syndrome, PEXG - pseudoexfoliation glaucoma, 
PEX+RVO - retinal vein occlusion with pseudoexfoliation

age distribution too.7,8 High plasma homocysteine 
levels were detected in patients with retinal vascular 
occlusions.9-13 In this study, we aimed to evaluate the 
relations between PEXS, hyperhomocysteinemia, 
retinal venous occlusion and vitamin B status.  We 
found higher plasma homocysteine levels in cases 
with PEXS (with or without glaucoma) in comparison 
to normal individuals, which is similar to the results 
of the previous studies.7,8  In addition, we formed a 
new group including patients with PEX+RVO and 
found the highest ratio of hyperhomocysteinemia 
in this group. The highest risk value was found in 
this group in multiple logistic regression analysis 
test.  Findings related to anterior segment ischemia 
may be seen in PEXS. Iris hypoperfusion and 
microneovascularizations were shown.14 Rubeosis 
was reported in 50% of cases with PEXS in the 
iris fluorescein angiography study of Friedburg et 

al.15 Ocular blood flow was found to be decreased 
in eyes with PEX in unilateral PEX cases in the 
study of Sibour et al.16 At the same time, the 
studies stressing the association of PEXS and RVO 
are impressive.17 Pseudoexfoliation syndrome is 
correlated with a history of  angina, myocardial 
infarction, and stroke.18  Hyperhomocysteinemia 
may be a seperate factor potentializing vasculopathy 
in addition to PEX.  The causes of vasculopathy 
associated with homocysteine are vascular endothelial 
dysfunction considered to be a result of free radicals, 
prothrombotic condition as a result of increase in 
thrombocyte activation and the proliferation in 
smooth muscle cells.19,20  Hyperhomocysteinemia may 
have a genetic or nutritional origin. Thermolabile 
methylene tetrahydrofolate reductase, age, gender, 
renal failure, some drugs and vitamins may affect the 
plasma homocysteine levels. Hyperhomocysteinemia 
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is less frequently seen among women than in men.1 
Hormonal or metabolic differences may be the 
cause of this difference. In our study, the ratio of 
hyperhomocysteinemia was 45.7% in male and 30.3% 
in female. The high ratio of hyperhomocysteinemia in 
female in our study may be related to the fact that most 
of them were in postmenapausal period and because of 
that we excluded the cases taking hormonal replacement 
therapy.  Another difference of our study is the 
evaluation of vitamin B profiles. Lower folate levels 
were reported in addition to hyperhomocysteinemia in 
cases with RVO in comparison to the control groups in 
the study of Weger et al.21 Vitamin B profiles were not 
reported in the studies related to PEX. We found no 
statistically significant difference between the groups 
with respect to vitamin B6 and B12 levels, but the 
folate level was lower in the RVO group associated 
with PEX than in the other PEX groups and the 
normal group. This finding is similar to the finding of 
Weger et al.21 In previous studies, an inverse relation 
was shown between high plasma homocysteine levels 

and vitamin B status, and vitamin B supplementation 
was advised to lower the homocysteine level.22-

24 As a result, the risk of vasculopathy due to 
hyperhomocysteinemia was thought to be decreased. 
Lee et al showed that cerebral vascular endothelial 
damage could be decreased with the addition of folate 
to diet in the experimental hyperhomocysteinemia 
model in rats.25 The low level of folate in PEXS groups  
especially the detection of the lowest folate level in 
PEX+RVO group in our study support  vitamin B 
supplementation including folate. We informed our 
patients with hyperhomocysteinemia and started 
vitamin B supplementation after consulting with 
an internist.  If the association of thromboembolic 
accidents and retinal vein occlusions in PEXS is taken 
into account, plasma homocysteine levels should be 
determined and vitamin B supplementation should be 
considered when hyperhomocysteinemia is detected. 
Hyperhomocysteinemia is a risk factor which can 
be easily eliminated because of low cost of vitamin 
supplementation.

Table 3 - Vitamin B status (mean ± SD; range).

Group Folate (ng/ml) B6 (mgr/l) B12 (pg/ml

PEXS
PEXG
PEX+RVO
Control group
P-value

    6.3 ± 1.1 (3.75 - 8.35)
    6.1 ± 1.5 (3.34 - 8.68)
  4.1 ± 1.1 (2.6 - 6.36)

    8.2 ± 1.2 (5.6 - 10.35)
<0.001*

    8.6 ± 1.9 (4.9 - 11.4)
       8 ± 1.8 (4.6 - 12.4)
    7.9 ± 1.5 (5.5 - 10.3)

 8.5 ± 1.9 (5.7 - 12)
0.5*

   394.2 ± 143.1 (185.5 - 640.5)
409.5 ± 160.8 (172.7 - 640)

   399.2 ± 161.1 (176.5 - 672.4)
  435.1 ±162.5 (170.7 - 731.7)

0.85*

*One-way analysis of variance, PEXS - Pseudoexfoliation syndrome, PEXG - pseudoexfoliation glaucoma, 
PEX+RVO - retinal vein occlusion with pseudoexfoliation

Figure 1 - The plot of homocystein levels in 4 study groups. PEXS 
- Pseudoexfoliation syndrome, PEXG - pseudoexfoliation 
glaucoma, PEX+RVO - retinal vein occlusion with 
pseudoexfoliation.

Figure 2 - The plot of folate levels in 4 study groups. PEXS - 
Pseudoexfoliation syndrome, PEXG - pseudoexfoliation 
glaucoma, PEX+RVO - retinal vein occlusion with 
pseudoexfoliation.

12Plasma20051424.indd   836 3/6/06   9:27:04 am



Plasma levels of homocysteine and Vit. B in patients with PEXS … Sinan et al

837 www.smj.org.sa     Saudi Med J 2006; Vol. 27 (6) 

References

  1. Cahill MT, Stınnett SS, Fekrat S. Meta-analysis of plasma 
homocysteine, serum folate, serum vitamin B12, and 
thermolabile MTHFR genotype as risk factors for retinal 
vascular occlusive disease. Am J Ophthalmol  2003; 136: 
1136-1150.

  2. Boushey CJ, Beresford SA, Omenn GS, Motulsky AG. A 
quantitative assessment of plasma homocysteine as a risk 
factor for vascular disease. JAMA 1995; 274: 1049-1057.

  3. Welch GN, Loscalzo J. Homocysteine and atherothrombosis. 
N Engl J Med 1998; 338:1042-1057.

  4. Perry IJ, Refsum H, Morris RW, Ebrahim SB, Ueland PM, 
Shaper AG. Prospective study of serum total homocysteine 
concentration and risk of stroke in middle-aged British men. 
Lancet 1995; 346: 1395-1398.

  5. Bleie O, Refsum H, Ueland PM, Vollset SE, Guttormsen 
AB, Nexo E, et al. Changes in basal and postmethionine load 
concentrations of total homocysteine and cystathionine after 
B vitamin intervention. Am J Clin Nutr 2004; 80: 641-648.

  6. Selhub J, Jacques PF, Wilson PWF, Rush D, Rosenberg 
IH. Vitamin status and intake as primary determinants of 
homocysteinemia in an elderly population. JAMA 1993; 270: 
2693-2698.

  7. Leibovitch I, Kurtz S, Shemesh G, Goldstein M, Sela BA, 
Lazar M, et al. Hyperhomocysteinemia in pseudoexfoliation 
glaucoma. J Glaucoma 2003; 12: 36-39.

  8. Vessani RM, Ritch R, Liebmann JM, Jofe M. Plasma 
homocysteine is elevated in patients with exfoliation 
syndrome. Am J Ophthalmol 2003; 136: 41-46.

  9. Andrew KV. Hyperhomocysteinemia: a risk factor for central 
retinal vein occlusion. Am J Ophthalmol 2000; 129: 640-
644.

10. Pianka P, Almog Y, Man O, Goldstein M, Sela BA, 
Loewenstein A. Hyperhomocysteinemia in patients with 
nonarteritic anterior ischemic optic neuropathy, central 
retinal artery occlusion and central retinalvein occlusion. 
Ophthalmology 2000; 107: 1588-1592.

11. Martin SC, Rauz S, Marr JE, Martin N, Jones AF, Dodson 
PM. Plasma total homocysteine and retinal vascular disease. 
Eye 2000; 14: 590-593.

12. Cahill M, Karabatzaki M, Meleady R, Refsum H, Ueland P, 
Shields D, et al. Raised plasma homocysteine as a risk factor 
for retinal vascular occlusive disease. Br J Ophthalmol 2000; 
84: 154-157.

13. Chua B, Kifley A, Wong TY, Mitchell P. Homocystein and 
retinal vein occlusion: a population based study. Am J 
Ophthalmol 2005; 139: 181-182.

14. Brooks AVM, Gillies WE. The development of 
microneovascular changes in the iris in pseudoexfoliation of 
the lens capsule. Ophthalmology 1987; 94: 1090-1097.

15. Friedburg D, Bischof G. Fluorescein angiographic features of 
the pseudoexfoliation syndrome. Glaucoma 1982; 4: 13-16.

16. Sibour G, Finazzo C, Boles CA. Monolateral pseudoexfoliatio 
capsulea: a study of choroidal blood flow. Acta Ophthalmol 
Scand 1997; 75 (Suppl 224): 13-14.  

17. Saatci OA, Ferliel ST, Ferliel M, Kaynak S, Ergin MH. 
Pseudoexfoliation and glaucoma in eyes with retinal vein 
occlusion. International Ophthalmol 1999; 23: 75-78.

18. Mitchell P,  Wang  JJ,  Smith W. Association of 
pseudoexfoliation with increased vascular risk. Am J 
Ophthalmol 1997; 124: 685-687.

19. Mujumdar VS, Aru GM, Tyagi SC. Induction of oxidative 
stress by homocycteine impairs endothelial function. J Cell 
Biochem 2001; 82: 491-500.

20. Tsai JC, Perrella MA, Yoshizumi M, Hsieh CM, Haber E, 
Schlegel R, et al. Promotion of vascular smooth muscle cell 
growth by homocysteine: a link to atherosclerosis. Proc Natl 
Acad Sci USA 1994; 91: 6369-6373.

21. Weger M, Stanger O, Deutschmann H, Temmel W, Renner 
W, Schmut O, et al. Hyperhomocysteinemia, but not 
methylenetetrahydrofolatereductase C677T mutation, as a 
risk factor in branch retinal occlusion. Ophthalmology 2002; 
109: 1105-1109.  

22. Lowering blood homocysteine with folic acid based 
supplements: meta-analysis of randomised trials. 
Homocysteine Lowering Trialists’ Collaboration. BMJ 1998; 
316: 894-898.

23. Boushey CJ, Beresford SA, Omenn GS, Motulsky AG. A 
quantitative assessment of plasma homocysteine as a risk 
factor for vascular disease. Probable benefits of increasing 
folic asid intakes. JAMA 1995; 274: 1049-1057.

24. Lobo A, Naso A, Arheart K, Kruger WD, Abou-Ghazala T, 
Alsous F, et al. Reduction of homocysteine levels in coronary 
artery disease by low-dose folic acid combined with vitamins 
B6 and B12. Am J Cardiol 1999; 83: 821-825.

25. Lee H, Kim JM, Kim HJ, Chang N. Folic acid supplementation 
can reduce the endothelial damage in rat brain microvasculature 
due to hyperhomocysteinemia. J Nutr 2005; 135: 544-548.

12Plasma20051424.indd   837 3/6/06   9:27:05 am


