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Low plasma vitamin E levels in major depression: diet or disease? Low plasma vitamin E levels in major depression: diet or disease? 

Abstract Abstract 
"Objective: Levels of vitamin E have been reported to be lower in patients suffering major depression, but 
whether this is due to inadequate dietary intake or the pathophysiology of depression is not known, and 
was the subject of the present study. Setting: Wollongong, Australia. Methods: Plasma vitamin E (a-
tocopherol) was measured in 49 adults with major depression, age (mean7s.d.): 47712 y. In a subset 
(n¼19) usual dietary intake of vitamin E was determined by diet history. Results: Subjects had 
significantly lower plasma a-tocopherol (4.7170.13 mmol/mmol cholesterol) than has previously been 
reported for healthy Australians, and plasma a-tocopherol was inversely related to depression score (by 
Beck Depression Inventory) (r¼ 0.367, Po0.009). Diet analysis indicated that 89% of subjects met or 
exceeded the recommended intake for vitamin E, and dietary intake was not related to plasma a-
tocopherol level in this subset. Conclusion: These findings suggest that plasma levels of a-tocopherol are 
lower in depression, but this is not likely to be the result of inability to meet recommended dietary intake." 
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INTRODUCTION 

 

Oxidative stress, an imbalance between levels of antioxidants and generation of pro-

oxidants in vivo, has been suggested to be involved in the pathophysiology of major 

depression. Depression has been reported to be associated with enhanced activation 

of the immune system (Maes, 1999) and the combination of low folate and elevated 

homocysteine levels (Bottiglieri et al., 2000) both of which may lead to or be 

associated with, a state of increased oxidative stress (Floyd et al., 1999, Huang et 

al., 2001). The association between depression and low membrane phospholipid 

content of long chain ω-3 polyunsaturated fatty acids (PUFA) (Peet et al., 1998) may 

also be suggestive of enhanced oxidative stress as long chain ω-3 PUFA are highly 

oxidisable (Song et al., 2001). 

 

Vitamin E is one of the major lipid soluble antioxidants in vivo, of which α-tocopherol 

is the dominant form (Wang & Quinn, 1999). It is a strong determinant of the 

susceptibility of low-density lipoprotein to oxidation (Esterbauer et al., 1991) and is 

one of the most important defences against membrane damage from reactive oxygen 

species (Wang & Quinn, 1999). Maes et al. (2000) reported that serum levels of α-

tocopherol were lower in 42 patients suffering from major depression compared to 

healthy controls, and suggested that this might be due to decreased antioxidant 

defenses. In a larger study of 262 elderly subjects with depressive symptoms, 

plasma α-tocopherol levels were found to be lower in males, but not females, when 

compared to healthy controls (Tiemeier et al., 2002), although the significance of this 

was abolished after controlling for nutrition-related behavioural variables. Tiemeier et 

al. (2002) suggest that the low serum α-tocopherol levels may be due to a poor diet, 



with low vitamin E intake.  The present study examined dietary vitamin E intake 

(measured as α-tocopherol equivalents) and plasma α-tocopherol levels in a group of 

depressed patients from the Illawarra region of New South Wales, Australia.  

 

METHODS 

Subjects 

The study was granted approval by the University of Wollongong Human Research 

Ethics Committee, and subjects gave written informed consent. Study subjects were 

recruited through local health services and the Northfields Clinic at the University of 

Wollongong. The major inclusion criteria were age between 18-70 years and 

currently satisfying the diagnostic criteria for major depression (American Psychiatric 

Association, 1994). Exclusion criteria were the presence of any co-existing major 

psychiatric disorder or serious medical disorder. Plasma vitamin E and cholesterol 

levels were measured in 49 subjects (29 females, 20 males), but financial limitations 

meant that dietary data is only available for the first 19 subjects enrolled (12 females 

and 7 males).  

 

Data collection and analysis 

The depression scores presented herein are those derived from administration of the 

Beck Depression Inventory (BDI). Other depression scores were measured, and the 

results of these were consistent with the BDI and are not shown. A fasted venous 

blood sample was taken into a tube containing EDTA to give a final concentration of 

1mg/ml. Plasma was separated from erythrocytes by low speed centrifugation at 

800xg, and stored at –80°C. Plasma cholesterol was determined using an enzymatic 

assay on a Cobas-Mira Plus automated analyser (Roche Diagnostics, Australia). 



Plasma α-tocopherol was determined by reverse phase high performance liquid 

chromatography (HPLC) with UV detection using a modification of a method 

described by Kock et al., (1997). There is a strong relationship between plasma 

cholesterol and α-tocopherol levels (McGavin et al., 2001), thus all results presented 

are expressed as cholesterol standardised α-tocopherol (μmol α-tocopherol / mmol 

total cholesterol). Dietary intake was assessed by a dietitian using a narrative diet 

history (Tapsell et al., 1999). Dietary histories were analysed using ESHA Food 

Processor (Version 8.0, ESHA Research, Oregon). 

 

Statistical Analyses 

Values for biochemical variables are given as mean ± SEM unless otherwise stated. 

Statistical analyses were performed on Stata version 7 (Stata Corp. TX, USA) and 

SPSS version 10 (Chicago, IL). Relationships between variables were examined 

using Spearman’s correlations and multiple regression analysis. An unpaired t-test 

was used to compare plasma α-tocopherol levels between the present study group 

and a healthy Australian population sample. 

 

 

RESULTS 

The mean age of this study sample (n=49) was 47.7 ± 11.8 (Mean ± SD), comprised 

of 20 males and 29 females. Mean baseline levels for all study subjects for α-

tocopherol, depression score and total cholesterol were 4.71 ± 0.13 μmol/mmol chol, 

25.0 and  5.10 ± 0.13 mmol respectively. A significant inverse relationship was noted 

between baseline plasma α-tocopherol and depression score (r= -0.367, p=0.009). 

There was no significant difference between males and females in baseline 



depression score (M=26.4, F=24.1) or α-tocopherol (M=4.56 ± 0.19, F=4.82 ± 0.18), 

and no significant association between depression score and age (r=-0.105, 

p=0.472). However multiple regression analysis revealed that the significance of the 

association between baseline α-tocopherol and depression score abolished after 

controlling for sex and age (r=-0.268, p=0.069). Plasma α-tocopherol levels in this 

depressed population were significantly lower than has been previously reported for 

a healthy Australian population (Ward et al., 2002), (4.71± 0.13 vs 5.67 ± 0.48 

μmol/mmol chol respectively, p<0.05).   

 

Dietary analysis revealed that the Australian recommended daily intake (RDI) for 

vitamin E, namely 8mg α-tocopherol equivalents (NH&MRC, 1991), was met by 17 of 

the 19 subjects, with the mean (± SEM) intake being 25.1 ± 2.8 mg. In this subgroup, 

mean plasma α-tocopherol level was 4.91 ± 0.19 μmol/mmol chol. There was no 

correlation between plasma α-tocopherol and dietary α-tocopherol intake in the 

subgroup of subjects for whom dietary data was available.  

 

DISCUSSION 

The mean plasma level of α-tocopherol in this group of depressed subjects was 

significantly lower than has been reported previously for a non-depressed Australian 

subject group (Ward et al., 2002). In agreement with Maes et al. (2000), the present 

study found no significant effect of gender in the relationship between plasma α-

tocopherol and depression. However the significance of the association between 

depression score and α-tocopherol was diminished after controlling for age and sex. 

The Rotterdam Study, which found lower plasma α-tocopherol only in males, also 

found that the effect was abolished when other nutrition behaviour-related variables 



were taken into account (Tiemeier et al. 2002). While the sample size in the 

Rotterdam study is larger than that of the present study, it also examined an elderly 

population (mean age = 73 y). Increasing oxidative stress with post-maturational 

aging is currently a widely held theory of biological aging (Schoneich, 1999), and thus 

the age differences between these studies may be important. Another larger scale, 

longitudinal study in elderly Japanese using a condensed version of the Geriatric 

Depression Score assessment, found no relationship between serum α-tocopherol 

and depression score at baseline, but found that in men only, α-tocopherol at 

baseline was a significant predictor of progression of depressive status at a 4 year 

follow-up (Shibata et al., 1999). Conversely, levels of a marker of oxidative damage 

to DNA were found to be positively associated to depression scores in female, but 

not male, Japanese workers (Irie et al., 2002). Healthy males and premenopausal 

females have been reported to differ in their levels of lipid oxidation markers (Ide et 

al., 2002), and taken together these studies suggest that it might be important to 

consider gender in examining the relationship between depression score and 

oxidative status, however in the present study no significant effect of gender was 

discernable. 

 

The measurement of a single plasma antioxidant, as done in the present study, is 

limited in its ability to give a comprehensive indication of total oxidative stress, 

however as yet there is no gold standard measurement for oxidative stress. There is 

evidence to support the use of plasma α-tocopherol as a marker of oxidative stress, 

in an examination of the oxidative stress imposed by cigarette smoking plasma α-

tocopherol was found to be significantly negatively correlated to plasma levels of the 

lipid oxidation product malondialdehyde (Liu et al., 1998), which has previously been 



found to be higher in depressed patients than controls (Bilici et al., 2001). The 

present study is also limited by the lack of a study specific control (non-depressed) 

group, however we have no reason to suspect that residents of the Illawarra region, 

being a coastal community within 100km of Australia’s largest city, differ significantly 

in their dietary α-tocopherol (vitamin E) intake to the average Australian intake.  

 

The findings of the present study suggest that plasma cholesterol-adjusted α-

tocopherol (vitamin E) levels are lower in depression, which is in agreement with the 

findings of others (Maes et al., 2000). The adequacy of α-tocopherol intake, coupled 

with the lack of association between plasma levels and dietary intake of α-tocopherol, 

suggests that lower plasma levels of α-tocopherol are less likely to be due to poor 

diet and may be due to some other factor associated with major depression.  

 

Acknowledgements 

This research was supported in part by Clover Corporation and the Australian Research Council 

(ARC). The authors would like to thank Elizabeth Grigonis-Deane for her assistance with 

venipuncture, and gratefully acknowledge the efforts of Prof Peter Howe, Dr Barbara Meyer and 

Trevor Crowe in study management. 

 

References 

 
American Psychiatric  Association, 1994. Diagnostic criteria for major depression. in: 

Diagnostic and Statistical Manual of Mental Disorders. (4th edition). Washington, DC. 

 

Bilici, M., Efe, H., Köroğlu, M.A., Avni Uydu, H., Bekaroğlu, M., Değer, O., 2001. 

Antioxidative enzymes activities and lipid peroxidation in major depression: alteration by 

antidepressant treatments. J. Affect. Disord. 64, 43-51. 



 

Bottiglieri, T., Laundy, M., Crellin, C., Toone, B.K., Carney, M.W.P, Reynolds, E.H., 2000. 

Homocysteine, folate, methylation and monoamine metabolism in depression. J. Neurol. 

Neurosurg. Psychiatry. 69, 228-232. 

 

Esterbauer, H., Dieber-Rotheneder, M., Striegl, G., Waeg, G., 1991. Role of vitamin E in 

preventing the oxidation of low density lipoprotein. Am. J. Clin. Nutr. 53, 314S-321S. 

 

Floyd, R.A., Hensley, K., Jaffery, F., Maidt, L., Robinson, K., Pye, Q., Stewart, C., 1999. 

Increased oxidative stress brought on by pro-inflammatory cytokines in neurodegenerative 

processes and the protective role of nitrone-based free radical traps. Life Sci. 65, 1893-1899. 

 

Huang, R.F., Hsu, Y.C., Lin, H.L., Yang, F.L., 2001. Folate depletion and elevated plasma 

homocysteine promote oxidative stress in rat livers. J.Nutr. 131, 33-38. 

 

Ide, T., Tsutsui, H., Ohashi, N., Hayashidani, S., Suematsu, N., Tsuchihashi, M., Tamai, H., 

Takeshita, A., 2002. Greater oxidative stress in healthy young men compared with 

premenopausal women. Arterioscler. Thromb. Vasc. Biol. 22, 438-42. 

 

Irie, M., Asami, S., Nagata, S., Miyata, M., Kasai, H., 2002. Psychological mediation of a type 

of oxidative DNA damage, 8-hydroxydeoxyguanosine, in peripheral blood leukocytes of non-

smoking and non-drinking workers. Psychother. Psychosom.71, 90-96. 

 

Kock, R., Seitz, S., Dlevoux, B., Greiling, H., 1997. Two high performance liquid 

chromatographic methods for the determination of a-tocopherol in serum compared to 

isotope dilution gas chromatography-mass spectrometry. Eur. J. Clin. Chem. Clin. Biochem. 

35, 371-378.  

 



Liu, C.S., Chen, H.W., Lii, C.K., Chen, S.C., Wei, Y.H., 1998. Alterations of small molecular 

weight antioxidants in the blood of smokers. Chem Biol Interact. 116, 143-154. 

 

Maes, M., DeVos, N., Pioli, R., Demedts, P., Wauters, A., Neels, H., Christophe, A., 2000. 

Lower serum vitamin E concentration in major depression: Another marker of lowered 

antioxidant defenses in that illness. J. Affect. Disord. 58,241-246. 

 

Maes, M., 1999. Major depression and activation of the inflammatory response system. Adv. 

Exp. Med. Biol. 461, 25-46. 

 

McGavin, J.K., Mann, J.I., Skeaff, C.M., Chisholm, A., 2001. Comparison of a vitamin E rich 

diet and supplemental vitamin E on measures of vitamin E status and lipoprotein profile. Eur. 

J. Clin. Nutr. 55, 555-561. 

 

National Health & Medical Research Council (NH&MRC), 1991. Recommended dietary 

intakes for use in Australia. Commonwealth of Australia, Canberra. IBSN 0 644 1380 2.  

 

Peet, M., Murphy, B., Shay, J., Horrobin, H., 1998. Depletion of omega-3 fatty acid levels in 

red blood cell membranes of depressive patients. Biol. Psychiatry. 43, 315-319. 

 

Schoneich, C., 1999. Reactive oxygen species and biological aging: a mechanistic approach. 

Exp. Genontol. 34,19-34. 

 

Shibata, H., Kumagai, S., Watanabe, S., Suzuki, T., 1999. Relationship of serum cholesterols 

and vitamin E to depressive status in the elderly. J. Epidem. 9, 261-267. 

 



Sofic, E., Rustembegovic, A., Kroyer, G., Cao, G., 2002. Serum antioxidant capacity in 

neurological, psychiatric, renal diseases and cardiomyopathy. J Neural Transm. 109, 711-

719. 

 

Song, J.H., Miyazawa, T., 2001. Enhanced level of n-3 fatty acid in membrane phospholipids 

induces lipid peroxidation in rats fed dietary docosahexaenoic acid oil. Atherosclerosis. 155, 

9-18. 

 

Tapsell L.C. et al., (2001) Applying conversation analysis to support accurate 

reporting in the diet history interview. J. Am. Diet. Assoc. 100, 818-824. 

 

Tiemeier, H., Hofman, A., Kiliaan, A.J., Meijer, J., Breteler, M.M.B., 2002. Vitamin E and 

depressive symptoms are not related. The Rotterdam Study. J. Affect. Disord. 72, 79-83. 

 

Wang, X., Quinn, P.J., 1999. Vitamin E and its function in membranes. Prog. Lipid Res. 38, 

309-336. 

 

Ward, N.C., Croft, K.D., Hodgson, J.M., Beilin, L.J., Puddey, I.B., 2002. Oxidative stress in 

treated and untreated hypertensives. (abstract) Society for Free Radical Research 

(Australasia), December 2002, Wollongong NSW.   

 


	Low plasma vitamin E levels in major depression: diet or disease?
	Recommended Citation

	Low plasma vitamin E levels in major depression: diet or disease?
	Abstract
	Keywords
	Disciplines
	Publication Details

	Microsoft Word - Dietary vitamin E intake in depression-4.doc

