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Abstract:



Background: Cataract is a leading cause of vision impairment worldwide, and surgery is the only available treatment. The process that initiates lens opacification is dependent on the oxidative stress experienced by the lens components. A healthy overall dietary pattern, with the potential to reduce oxidative stress, has been suggested as a means to decrease the risk of developing cataract. We aimed to investigate the hypothesis that an intervention with a Mediterranean diet (MedDiet) rather than a low-fat diet could decrease the incidence of cataract surgery in elderly subjects. Methods: We included 5802 men and women (age range: 55–80 years) from the Prevención con Dieta Mediterránea study (multicenter, parallel-group, randomized controlled clinical trial) who had not undergone cataract surgery. They were randomly assigned to one of three intervention groups: (1) a MedDiet enriched with extra-virgin olive oil (EVOO) (n = 1998); (2) a MedDiet enriched with nuts (n = 1914), and a control group recommended to follow a low-fat diet (n = 1890). The incidence of cataract surgery was recorded yearly during follow-up clinical evaluations. Primary analyses were performed on an intention-to-treat basis. Cox regression analyses were used to assess the relationship between the nutritional intervention and the incidence of cataract surgery. Results: During a follow-up period of 7.0 years (mean follow-up period: 5.7 years; median: 5.9 years), 559 subjects underwent cataract surgery. Two hundred and six participants from the MedDiet + EVOO group, 174 from the MedDiet + Nuts group, and 179 from the control group underwent cataract surgery. We did not observe a reduction in the incidence of cataract surgery in the MedDiet groups compared to the control group. The multivariable adjusted hazard ratios were 1.03 (95% confidence interval [CI]: 0.84–1.26, p = 0.79) for the control group versus the MedDiet + EVOO group and 1.06 (95% CI: 0.86–1.31, p = 0.58) for the control group versus the MedDiet + Nuts group. Conclusions: To our knowledge, this is the first large randomized trial assessing the role of a MedDiet on the incidence of cataract surgery. Our results showed that the incidence of cataract surgery was similar in the MedDiet with EVOO, MedDiet with nuts, and low-fat diet groups. Further studies are necessary to investigate whether a MedDiet could have a preventive role in cataract surgery.
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1. Introduction


The prevalence of cataract is high among elderly individuals, and it is the primary cause of blindness worldwide [1]. The number of people with age-related cataract has been predicted to increase dramatically in the next 20 years worldwide, especially in Western countries, because of the increasing life expectancy [2]. The only available treatment to restore vision after cataract formation is via intraocular surgery, and this imposes a major medical cost and heavy workload burden on the health care systems [3].



Oxidative stress is believed to be involved in the formation and maturation of cataract, causing damage to the proteins and lipids of the lens epithelium [4,5,6]. Age, ultraviolet light exposure, smoking, and corticosteroid use are recognized risk factors associated with cataract formation [7,8]. Besides other risk factors such as abdominal obesity [9] and hormonal therapy [10], the production of proinflammatory components increases the levels of free oxygen radicals [11,12], which have been associated with an increasing risk of cataract.



A significant and growing body of observational research suggests that an appropriate nutritional intervention may offer a way to decrease the risk of cataract [13]. Accordingly, the association between cataract progression and nutritional exposure is a matter of great scientific interest. Recently, an inverse association between the total antioxidant capacity (TAC) and the risk of age-related cataract has been reported [8]. In some trials, free oxygen radicals have been identified as one of the most important causes of cataract formation [10]. A fair number of cohort studies have focused on assessing the association between the intake of several specific nutrients in the diet and cataract formation [11,12,13,14,15,16,17,18,19]. In some of those studies, an antioxidant-rich diet was reported to potentially delay cataract progression [20]; other studies have reported that healthier diets could prevent cataract formation [21,22,23,24,25]. Some nutritional supplements, including different antioxidants [26], lutein/zeaxanthin [27,28,29,30] and omega-3 [31] and omega-6 [32] fatty acids, have been suggested to reduce cataract progression.



The Mediterranean diet (MedDiet) is recognized as one of the healthiest dietary patterns and has proven beneficial for several health outcomes [33,34]. However, no randomized trial to date has assessed the long-term effect of a MedDiet on the risk of cataract development in a large population of elderly subjects. We hypothesized that two MedDiets, one enriched with extra-virgin olive oil (EVOO) and another with mixed nuts, rather than a low-fat control diet could decrease the incidence of cataract surgery in a population at a high risk of cardiovascular disease (CVD) enrolled to the Prevención con Dieta Mediterránea (PREDIMED) trial.




2. Methods


2.1. PREDIMED Trial


The analysis was conducted within the framework of the PREDIMED study (www.predimed.es) [35], a parallel-group, randomized, primary CVD prevention trial in persons at high risk of CVD. The main results of the trial related to the primary cardiovascular endpoint have been published elsewhere [36]. The study was conducted in accordance with the Declaration of Helsinki. The Institutional Review Board of the respective recruitment centers approved the study protocol and all participants gave their informed consent. Trial Registration: clinicaltrials.gov Identifier: ISRCTN35739639.




2.2. Participants


Participants were men (age range: 55–80 years) or women (age range: 60–80 years) initially free of CVD. The inclusion criteria were the presence of either type 2 diabetes or ≥3 major cardiovascular risk factors, including current smoking (>1 cigarette/day during the last month), hypertension (systolic BP ≥140 mmHg or diastolic BP ≥90 mmHg or under antihypertensive medication), LDL cholesterol ≥160 mg/dL or receiving lipid-lowering therapy, HDL cholesterol ≤40 mg/dL in men or ≤50 mg/dL in women, body mass index (BMI) ≥25 kg/m2, and a family history of premature coronary heart disease [35].



The exclusion criteria were a previous history of CVD (i.e., a previous medical diagnosis of acute myocardial infarction, stroke, or peripheral arterial disease), any severe chronic illness, immunodeficiency or human immunodeficiency virus positivity, illegal drug or alcohol abuse, history of allergy to olive oil or nuts, and low predicted likelihood of changing dietary habits according to the Prochaska and DiClemente stages of change model [35].



In total, 7447 participants were enrolled in the PREDIMED study. The selection process started by extracting the names of potential participants from the records of around 200 primary care centers (PCCs) affiliated with 11 Spanish teaching hospitals between October 2003 and January 2009. The clinical records of these participants were then individually reviewed to exclude those who did not meet the eligibility criteria. Potential participants were approached by the PCCs via a telephone call or during their clinical visits. If the candidates were interested in participating, a face-to-face interview was scheduled. During this interview, the purpose and characteristics of the study were explained, and signed informed consent was obtained from willing participants. A brief explanation of the study, including the possibility that they might receive free allowances of EVOO or nuts for the duration of the trial, was given at this first visit [35].




2.3. Randomization and Intervention


Once entered into the study, the participants were randomly assigned in a 1:1:1 ratio to one of the following three intervention groups: (1) MedDiet supplemented with EVOO (MedDiet + EVOO); (2) MedDiet supplemented with mixed nuts (MedDiet + Nuts); or (3) a control diet (a low-fat diet according to the American Heart Association guidelines applicable as of 2002). The two groups allocated the MedDiets received intensive education to follow the MedDiet and supplemental foods at no cost. EVOO (1 L/week for the participant and his/her family) was provided to the MedDiet + EVOO group, and mixed nuts (30 g/day; 15 g walnuts, 7.5 g hazelnuts, and 7.5 g almonds) were provided to the MedDiet + Nuts group. The participants in the control group did not receive education on the MedDiet, but were adviced to follow a low-fat diet [35].



Randomization was performed centrally by means of a computer-generated random-number sequence. Investigators and members of all committees were blinded to the treatments assigned to individual participants. In the present analysis, our main objective was to determine the effect of the three dietary interventions on the incidence of cataract surgery.




2.4. Follow-Up and Adherence


At baseline and during the yearly follow-up visits, all participants underwent clinical evaluations with their general practitioners. In addition they completed a 14-item questionnaire to assess adherence to the MedDiet; a 77-item general questionnaire about lifestyle variables, educational achievement, history of illnesses (including cataract surgery), and medication use; a 137-item validated food-frequency questionnaire [36]; and a validated Spanish version of the Minnesota Leisure-Time Physical Activity Questionnaire.



Biomarkers of adherence to the MedDiet interventions were measured in a random sample of PREDIMED participants during the first 5 years of follow-up, and included urine hydroxytyrosol concentrations and plasma α-linolenic acid proportions, which are reliable biomarkers of EVOO and walnut intake, respectively [36]. General practicioners and laboratory technicians were blinded to the participants’ intervention groups.




2.5. Outcome Measures


The outcome we investigated was the occurrence of cataract surgery at any time throughout the study period. Cataract surgery (externally confirmed by an independent Adjudication Committee blinded to the intervention and to the dietary habits of the participants) was a prespecified secondary outcome of the PREDIMED trial. Patients with cataract surgery in any eye present at baseline were excluded from the analyses. For the assessment of incident cataract surgery during the follow-up period, the participants visited their general practitioners yearly for clinical evaluations and completed several questionnaires, including a general medical questionnaire recording changes in the health status and, specifically, if they had undergone cataract surgery. The cataract surgery outcome was defined by the medical diagnosis made by an ophthalmologist, and was explicitly reported in the medical charts. The occurrence of cataract surgery was also confirmed by periodically reviewing the computer-based records of the corresponding PCCs. These reports and all relevant documentation, including medical records made by the ophthalmologist, were sent to the PREDIMED members of the Clinical Adjudication Event Committee, who were blinded to the interventions. As cataract extraction was a predefined secondary endpoint in the trial, the Adjudication Committee reviewed the medical charts comprehensively for potential cataract extraction, and only definitively confirmed cases were included in this analysis. Cases of traumatic cataracts and cases that appeared after another intraocular surgery, such as vitrectomy or glaucoma surgery, were also excluded. In cases of bilateral surgery in the same patient, only the first event was considered in our time-to-event analyses. Our analyses focused on a subset of 5802 participants from the PREDIMED trial who had not undergone cataract surgery at baseline: 1998, 1914, and 1890 participants were allocated to the MedDiet + EVOO, MedDiet + Nuts, and control diet groups, respectively. The remaining 1645 participants enrolled in the PREDIMED study were excluded because they had undergone cataract surgery before the beginning of the trial.




2.6. Statistical Analysis


Baseline differences between the three dietary intervention groups were tested using analysis of variance or chi-squared tests, and results were expressed as means ± SD or numbers (percentages), respectively. The normality of variables was examined by using the Kolmogorov-Smirnov test. All analyses were performed on the basis of an intention-to-treat principle.



Person-time of follow-up was calculated as the interval between the randomization date and the earliest date of the follow-up contact at which a new cataract surgery was recorded, or the last visit or death, whichever came first.



We used unadjusted, age- and sex-adjusted, and multivariable time-dependent Cox proportional hazard models to assess the effect of the two MedDiet interventions on the incidence of cataract surgery in comparison with the control group. Hazard ratios (HRs) and 95% confidence intervals (CIs) were calculated using the control group as the reference. In multivariable models, we adjusted the estimates for the following confounders: age, sex, baseline type 2 diabetes, baseline hypertension, baseline BMI (4 categories), and smoking status (3 categories). All models were stratified by recruitment center. Prespecified interactions with sex, age, or baseline type 2 diabetes were tested using the likelihood ratio test in fully adjusted models. A fully adjusted multivariable analysis was repeated after both the MedDiet groups were merged into a single category for comparison with the control group. The assumption of proportional hazards was tested by analyzing the scaled Schoenfeld residuals, and it was not violated (p > 0.50). The test for time-varying covariates also suggested that the assumption of proportional hazards was met. We also used the Kaplan-Meier method to graphically estimate the cumulative incidence of cataract surgeries. A 2-tailed p value < 0.05 was considered statistically significant. In addition, we performed prespecified subgroup analysis within the strata of age, sex, and BMI. Analyses were performed using IBM SPSS Statistics for Windows Version 19.0 (IBM Corp., Armonk, NY, USA) and Stata 12.0 (StataCorp, College Station, TX, USA).





3. Results


The overall baseline characteristics and intake of energy and nutrients as well as the consumption of key foods by the study participants in the dietary intervention groups are listed in Table 1 and Table 2, respectively. The mean age of the participants was 66 years and their mean BMI was 30.1 kg/m2; 45% of them were men. The participants in all three intervention groups were well matched for age, sex, anthropometric features, and other cardiovascular risk factors (data not shown).



Table 1. Baseline Characteristics of the PREDIMED Trial Participants by Intervention Group.







	
Characteristic

	
Mediterranean Diet with EVOO

	
Mediterranean Diet with Nuts

	
Control Diet




	
N = 1998

	
N = 1914

	
N = 1890






	
Age—year (mean ± SD)

	
66.1 ± 6.1

	
65.8 ± 5.9

	
66.3 ± 6.2




	
Sex (female)—No. (%)

	
1120 (56.1)

	
985 (51.5)

	
1099 (58.2)




	
Smoking—No. (%)

	

	

	




	
 Never smoker

	
1189 (59.5)

	
1117 (58.4)

	
1147 (60.7)




	
 Former smoker

	
510 (25.5)

	
497 (26.0)

	
449 (23.8)




	
 Current smoker

	
299 (15.0)

	
300 (15.7)

	
294 (15.6)




	
Body mass index † (mean ± SD)

	
30.0 ± 3.7

	
30.0 ± 3.8

	
30.3 ± 4.1




	
Waist to height ratio (mean ± SD)

	
0.63 ± 0.06

	
0.62 ± 0.06

	
0.63 ± 0.07




	
Waist circumference (mean ± SD)

	
100 ± 10

	
100 ± 11

	
101 ± 11




	
Hypertension ‡—No. (%)

	
1634 (81.8)

	
1591 (83.1)

	
1577 (83.4)




	
Type-2 diabetes §—No. (%)

	
970 (48.6)

	
851 (44.5)

	
897 (47.5)




	
Dyslipidemia ¶—No. (%)

	
1440 (72.1)

	
1414 (73.9)

	
1369 (72.4)




	
Family history of premature CHD—No. (%) |

	
447 (22.4)

	
426 (22.3)

	
442 (23.4)




	
Physical activity—METS-min/day (mean ± SD)

	
232 ± 229

	
248 ± 249

	
213 ± 236








Plus–minus values are means ± SDs. † The body-mass index (BMI) is the weight in kilograms divided by the square of the height in meters. ‡ Hypertension was defined as systolic blood pressure ≥140 mm Hg, diastolic blood pressure ≥90 mm Hg, or use of antihypertensive therapy. § Diabetes was defined as fasting blood glucose ≥126 mg/dL (7.0 mmol/L) on two occasions, or 2-h plasma glucose ≥200 mg/dL (11.1 mmol/L) after a 75-g oral glucose load, or use of antidiabetic medication. ¶ Dyslipidemia was defined as low-density lipoprotein cholesterol >160 mg/dL, high-density lipoprotein cholesterol ≤40 mg/dL in men or ≤50 mg/dL in women, or use of lipid-lowering therapy. | A family history of premature coronary heart disease (CHD) was defined as diagnosis of the disease in a male first-degree relative before the age of 55 years or in a female first-degree relative before the age of 65 years.








Table 2. Baseline intake of Energy, Nutrients and Key Foods of the PREDIMED Trial Participants by Intervention Group.







	
Variable

	
Mediterranean Diet with EVOO

	
Mediterranean Diet with Nuts

	
Control Diet




	
N = 1998

	
N = 1914

	
N = 1890






	
Total energy intake (kcal/day) (mean ± SD)

	
2288 ± 612

	
2329 ± 620

	
2222 ± 602




	
Carbohydrate (g/day) (mean ± SD)

	
238.8 ± 81.7

	
242.6 ± 83.4

	
234.3 ± 79.2




	
Fiber (g/day) (mean ± SD)

	
25.4 ± 9.1

	
25.9 ± 9.2

	
24.7 ± 8.6




	
Protein (g/day) (mean ± SD)

	
93.3 ± 24.3

	
94.4 ± 23.2

	
90.4 ± 22.3




	
Fat (g/day) (mean ± SD)

	
99.5 ± 30.5

	
101.3 ± 30.2

	
96.3 ± 31.0




	
Saturated fatty acids

	
25.4 ± 9.1

	
25.8 ± 9.1

	
24.8 ± 9.3




	
Monounsaturated fatty acids

	
49.6 ± 16.0

	
50.0 ± 15.6

	
47.7 ± 16.5




	
ω-6 Polyunsaturated fatty acids

	
13.0 ± 6.4

	
13.7 ± 6.6

	
12.8 ± 6.2




	
ω-3 Marine PUFA

	
1.39 ± 0.75

	
1.51 ± 0.79

	
1.32 ± 0.65




	
Cholesterol (mg/day) (mean ± SD)

	
369.1 ± 137.5

	
374.3 ± 130.4

	
362.1 ± 128.5




	
Cereals (g/day) (mean ± SD)

	
231.4 ± 114.1

	
234.6 ± 108.6

	
225.6 ± 106.0




	
Vegetables (g/day) (mean ± SD)

	
344.5 ± 159.6

	
339.4 ± 152.1

	
324.8 ± 143.9




	
Fruits (g/day) (mean ± SD)

	
369.4 ± 212.5

	
370.2 ± 203.1

	
357.1 ± 200.6




	
Total nuts (g/day) (mean ± SD)

	
9.6 ± 13.9

	
12.5 ± 15.2

	
8.9 ± 12.6




	
Dairy Products (g/day) (mean ± SD)

	
378.8 ± 214.0

	
374.0 ± 220.6

	
376.0 ± 226.0




	
Red Meat (g/day) (mean ± SD)

	
134.7 ± 63.2

	
137.4 ± 59.8

	
130.0 ± 55.8




	
Seafood (g/day) (mean ± SD)

	
103.5 ± 54.7

	
102.4 ± 53.4

	
98.4 ± 48.2




	
Olive Oil (g/day) (mean ± SD)

	
40.5 ± 17.9

	
39.8 ± 17.4

	
38.4 ± 18.6




	
Alcohol consumption (g/day) (mean

	
9.1 ± 14.9

	
9.8 ± 15.5

	
7.9 ± 13.5




	
MedDiet Adherence score ‖ (mean ± SD)

	
8.7 ± 2.0

	
8.8 ± 2.0

	
8.4 ± 2.1








Mediterranean diet (MedDiet) adherence score (minimum adherence = 0 points; maximum adherence = 14 points). EVOO denotes extra virgin olive oil.








During the follow-up period, 559 of the 5802 participants (9.6%) from the three intervention groups underwent cataract surgery, including 206 (10.3%) from the MedDiet + EVOO group, 174 (9.1%) from the MedDiet + Nuts group, and 179 (9.4%) from the control group. It must be noted that the number of participants who underwent cataract surgery does not correspond with the total number of eyes that underwent surgeries because we considered only the number of participants operated, regardless of whether they underwent surgery in one or both eyes.



We did not observe a reduction in the incidence of cataract surgery in the groups assigned to the MedDiet versus the control group. The observed rates (per 1000 person-years) were 16.9, 17.6, and 16.2 for the MedDiet + EVOO, MedDiet + Nuts, and control groups, respectively (Table 3). Figure 1 displays the incidence of cataract surgery and the HRs and their 95% CIs for the effect of the two MedDiet interventions in comparison with the control group. Compared with the control group, the MedDiet + EVOO group had an unadjusted HR for the incidence of cataract surgery of 1.02 (95% CI, 0.84–1.25) and the MedDiet + Nuts group had a value of 0.97 (95% CI, 0.78–1.19). When we adjusted for some possible confounders (age, sex, baseline type 2 diabetes, baseline hypertension, baseline BMI, and smoking status), we did not observe a significant difference between the MedDiet groups and the control group, with multivariable-adjusted HR of 1.03 (95% CI, 0.84–1.26) for the MedDiet + EVOO group and 1.06 (95% CI, 0.86–1.31) for the MedDiet + Nuts group. Moreover, no significant difference was observed in the incidence of cataract surgery between the control group and both the MedDiet groups, when combined. In addition, we did not find any meaningful difference between the control group and the MedDiet groups when we analyzed for different subgroups of age, sex, and BMI (Table 4).


Figure 1. Incidence of cataract surgery during follow-up among the 3 interventions group.
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Table 3. Hazard ratios (95% CI) for the risk of cataract, according to the intervention group.







	

	
Control Diet

	
Mediterranean Diet with EVOO

	
Mediterranean Diet with Nuts




	
(n = 1890)

	
(n = 1998)

	
(n = 1914)






	
Cases/Person-years

	
179/10,633

	
206/11,728

	
174/10,719




	
Rate (/1000 person-years)

	
16.9

	
17.6

	
16.2




	
Crude rate ratio

	
1 (ref)

	
1.02 (0.84 to 1.25)

	
0.97 (0.78 to 1.19)




	
Multivariable adjusted rate ratio *

	
1 (ref)

	
1.03 (0.84 to 1.26)

	
1.06 (0.86 to 1.31)








Results obtained from Cox regression models. * adjusted for age, sex, baseline type 2 diabetes, baseline hypertension, baseline body mass index (4 categories) and smoking status (3 categories) and stratified by recruitment center. Note: interactions with sex, age or baseline type 2 diabetes were not statistically significant.








Table 4. Subgroup Hazard ratios (95% CI) for the risk of cataract, according to the intervention group.







	

	
Control Diet

	
Mediterranean Diet with EVOO

	
Mediterranean Diet with Nuts




	
(n = 1890)

	
(n = 1998)

	
(n = 1914)






	
Age

	

	

	




	
 Participants aged < 60 years

	

	

	




	
  Cases/Person-years

	
5/1375

	
14/1420

	
6/1559




	
  Multivariable adjusted rate ratio *

	
1 (ref.)

	
2.53 (0.88–7.24)

	
1.21 (0.35–4.20)




	
 60 ≤ Participants aged < 70 years

	

	

	




	
  Cases/Person-years

	
85/6055

	
103/6806

	
94/6430




	
  Multivariable adjusted rate ratio *

	
1 (ref.)

	
1.05 (0.78–1.40)

	
1.07 (0.80–1.44)




	
 Participants aged ≥ 70 years

	

	

	




	
  Cases/Person-years

	
89/3204

	
89/3502

	
74/2730




	
  Multivariable adjusted rate ratio *

	
1 (ref.)

	
0.90 (0.67–1.22)

	
1.01 (0.74–1.38)




	
Sex

	

	

	




	
 Men

	

	

	




	
  Cases/Person-years

	
59/4451

	
86/5137

	
67/5300




	
  Multivariable adjusted rate ratio **

	
1 (ref.)

	
1.22 (0.87–1.70)

	
1.00 (0.70–1.43)




	
 Women

	

	

	




	
  Cases/Person-years

	
120/6183

	
120/6591

	
107/5419




	
  Multivariable adjusted rate ratio **

	
1 (ref.)

	
0.92 (0.71–1.19)

	
1.12 (0.86–1.45)




	
Body mass index

	

	

	




	
 <30 kg/m2

	

	

	




	
  Cases/Person-years

	
81/5412

	
111/6197

	
93/5932




	
  Multivariable adjusted rate ratio ***

	
1 (ref.)

	
1.23 (0.92–1.64)

	
1.14 (0.84–1.54)




	
 ≥30 kg/m2

	

	

	




	
  Cases/Person-years

	
98/5222

	
95/5530

	
81/4786




	
  Multivariable adjusted rate ratio ***

	
1 (ref.)

	
0.86 (0.65–1.15)

	
0.97 (0.72–1.31)








Results obtained from Cox regression models. * adjusted for age, sex, baseline type 2 diabetes, baseline hypertension, baseline body mass index (4 categories) and smoking status (3 categories) and stratified by recruitment center. ** adjusted for age, baseline type 2 diabetes, baseline hypertension, baseline body mass index (4 categories) and smoking status (3 categories) and stratified by recruitment center. *** adjusted for age, sex, baseline type 2 diabetes, baseline hypertension, and smoking status (3 categories) and stratified by recruitment center.









4. Discussion


Our analysis in the setting of the PREDIMED trial, including a middle-aged and elderly population with three or more CVD risk factors, was not able to confirm the initial hypothesis, because after 7.0 years of follow-up, we did not observe any significant differences in the incidence of cataract surgery between the participants assigned to the two MedDiet groups and the control group. The results showed that for both the MedDiet groups, the HRs for the incidence of cataract surgery were near the reference (null) value of 1.0. The results also remained non-significant after adjusting for certain potential confounders and analyzing the different subgroups according to age, sex, and BMI. Our findings are in accordance with those of good-quality trials, such as the Age-Related Eye Disease Study, and prospective epidemiological studies [37] that did not provide support for a beneficial effect of antioxidants in reducing the risk of cataract formation or extraction. However, we acknowledge that other studies did show a significant reduction in cataract incidence or progression associated with the intake of antioxidants [13,14,15,16,17,18,19].



The primary aim of the PREDIMED trial was to assess the role of a MedDiet in the primary prevention of cardiovascular events [36].The main focus of the intervention was to change the overall dietary pattern, adding to a healthy diet the extra benefit of monounsaturated and polyunsaturated fatty acids and other nutrients provided by EVOO and nut supplements, instead of focusing on changes in single macronutrients or micronutrients. In contrast with the null effect on cataract surgery, both the MedDiets supplemented with EVOO or nuts were beneficial in reducing the risk of major cardiovascular events [36], when compared to a low-fat diet, thereby demonstrating the protective effects of the MedDiet including EVOO and nuts.



To our knowledge, this study is the first large randomized trial to assess the effects of a MedDiet on the incidence of cataract. Numerous studies have investigated the association between diet and cataract and have focused on the effects of single micronutrients with antioxidant properties (e.g., vitamins A, B, C, and E; lutein/zeaxanthin; beta-carotene; or selenium). Although several of them have demonstrated an inverse relationship between these micronutrients and the development of age-related cataract or the incidence of cataract surgery, others have reported inconsistent results [38,39], showing no consensus about their importance. Instead, other studies have focused on the TAC [8], taking into account the capacity of all antioxidants in the diet and their synergic effect, demonstrating that dietary TAC was inversely associated with the risk of age-related cataract. Other trials have focused on the effects of single macronutrients such as lipids, and several have reported an inverse association between the intake of polyunsaturated fatty acids, like omega-3 and omega-6 fatty acids, and the risk of cataract [31]. The MedDiet is considered one of the healthiest dietary patterns and contains all the individual micronutrients that have an antioxidant effect. In our study, we tested the combined benefits of a MedDiet as well as EVOO and nuts that contain significant amounts of omega-3 fatty acids and bioactive compounds (including fiber, minerals, tocopherols, phytosterols, and phenolic compounds) with strong antioxidant effects. However, despite combining the effects of single antioxidants and the benefits provided by EVOO and nuts, the MedDiet used in our study did not show any superiority in reducing the incidence of cataract surgery when compared to a low-fat diet. Lu et al. [40] observed that saturated and polyunsaturated fats were not associated with the risk of cataract extraction, even though total fat intake was marginally associated with an increased risk of cataracts [31,40]. We cannot exclude the fact that the low-fat diet followed in our control group may have masked the potential benefit of the MedDiet.



The present study has some limitations and strengths that should be considered. The first limitation is the type of population participating in the study. As the participants were individuals with either type 2 diabetes or several CVD risk factors, like obesity and smoking, our findings cannot be extrapolated to younger subjects or to other populations. Moreover, these factors lead to the production of proinflammatory and oxidative agents and might play important roles in accelerating cataract formation. Furthermore, having type 2 diabetes could influence the strategy of when to operate a cataract, because in these patients, earlier cataract extraction has been known to contribute to an improved visual outcome [41]. Second, the timing of cataract extraction depends on multiple factors that can speed up or delay the surgery, including the ophthalmologist’s subjective decision; the patient’s visual acuity, comorbidities, and patient waiting attitude; being a more objective outcome formation of cataract diagnosed by slit lamp examination. Third, to assess the incidence of cataract surgery we considered only one surgery event in every patient, even though the same patient underwent cataract surgery in both eyes. This could have led to the underestimation of the real incidence of cataract surgery in our cohort, because other similar trials have observed an incidence of cataract surgery between 17.7% and 26.8% [42,43] , which was very different from our findings. Fourth, previous studies have shown that a high total dietary fat intake is related to a greater risk of developing cataracts [40], because dietary fat may affect lens cell membrane composition and function, which are related to age-related cataract [44]. Although there is lack of evidence, a low-fat diet could have a preventive role on the risk of cataract extraction. In our study, this diet could have masked the potential beneficial effect of the MedDiet on the incidence of cataract surgery, because a low-fat diet (control group) could be as effective as the MedDiet (intervention groups) in reducing the incidence of cataract surgery, without showing any difference between the two groups. Fifth, considering the outcome we investigated in this study, it could have been useful the additional presence of a fourth group (second control group) following no specific diet (neither MedDiet nor low-fat diet) to compare it with the three groups of the study to obtain information that could have indicated whether the MedDiet or the low-fat diet had any correlation with the incidence of cataract surgery, as comparing only the study groups we could not find any correlation. Sixth, the assessment of cataract surgery was not the primary endpoint, because the PREDIMED trial was designed to assess the effect of the MedDiet on primary CVD prevention. Lastly, our implicit assumption regarding the induction period for relating the diet to cataract surgery could be regarded as insufficient, even if the induction period was 6–7 years in our study. Given that cataract surgery implies there was a long-standing previous pathophysiological process in the lens, which probably started many years before our recorded date of surgery, our assumption regarding the induction period could provide an alternative explanation to our null results. We admit that we may have reduced our sensitivity in identifying the cataract-related endpoint. However, the advantage of using surgery in our operational definition of this endpoint is its high specificity. Moreover, it is well known in epidemiology that, theoretically, with perfect specificity, the nondifferential sensitivity of disease misclassification will not bias the relative risk estimate [45].



The main strengths of our study are its randomized design; long follow-up period relative to previous studies; large sample size; good compliance with the dietary regimens assigned, which is further supported by the MedDiet questionnaire results and changes in the biomarkers of food supplementation; and the control for several potential confounders, which together with the randomization allows us to rule out residual confounding.




5. Conclusions


In summary, the results of our analysis do not support that a MedDiet supplemented with EVOO or nuts may reduce the incidence of cataract surgery when compared to a low-fat diet in a population at a high risk of CVD. However, the present results should be interpreted with caution because the absence of evidence does not indicate the lack of evidence of an effect. Further studies on a healthy population, taking into account alternative definitions of the outcome, are needed to investigate the association between the MedDiet and age-related cataract and to determine whether the MedDiet could have a potential preventive role in cataract.







Acknowledgments


The Fundación Patrimonio Comunal Olivarero and Hojiblanca SA (Málaga, Spain), California Walnut Commission (Sacramento, CA, USA), Borges SA (Reus, Spain), and Morella Nuts SA (Reus, Spain) donated the olive oil, walnuts, almonds, and hazelnuts, respectively, used in the study. None of the funding sources played a role in the design, collection, analysis or interpretation of the data, or in the decision to submit the manuscript for publication. CIBEROBN is an initiative of ISCIII, Spain.




Funding


Supported by the official funding agency for biomedical research of the Spanish government, Instituto de Salud Carlos III (ISCIII), through grants provided to research networks specifically developed for the trial (RTIC G03/140, to Ramón Estruch; RTIC RD 06/0045, to Miguel Martínez-González and through Centro de Investigación Biomédica en Red de Fisiopatología de la Obesidad y Nutrición [CIBEROBN]), and by grants from Centro Nacional de Investigaciones Cardiovasculares (CNIC 06/2007), Fondo de Investigación Sanitaria–Fondo Europeo de Desarrollo Regional (PI04-2239, PI 05/2584, CP06/00100, PI07/0240, PI07/1138, PI07/0954, PI 07/0473, PI10/01407, PI10/02658, PI11/01647, and P11/02505; PI13/00462), Ministerio de Ciencia e Innovación (AGL-2009-13906-C02 and AGL2010-22319-C03), Fundación Mapfre 2010, Consejería de Salud de la Junta de Andalucía (PI0105/2007), Public Health Division of the Department of Health of the Autonomous Government of Catalonia, Generalitat Valenciana (ACOMP06109, GVA-COMP2010-181, GVACOMP2011-151, CS2010-AP-111, and CS2011-AP-042), and Regional Government of Navarra (P27/2011). AS-V holds a Miguel Servet I contract (CP12/03299), ISCIII, Spain.




Author Contributions


The authors’ responsibilities were as follows: A.G.-L., G.C. drafted the manuscript; A.G.-L., G.C.: analyzed the data; A.G.-L., F.A., M.A.M.-G. and J.S.-S.: supervised the study; E.G.-G., X.P., M.P.-P., D.C., R.E., E.R., M.F., M.F., J.L., L.S.-M. and J.S.-S.: conducted the research; A.G.-L., M.A.M.-G., E.T. and F.A.: interpreted the statistical analysis and data; M.A.M.-G., D.C., R.E., E.R., M.F., J.L., L.S.-M., J.V.-S., M.B., E.V., A.S.-V. and J.S.-S.: coordinated subject recruitment at outpatient clinics; M.A.M.-G. and F.B.H.: designed the research; and all authors: revised the manuscript for important intellectual content and read and approved the final manuscript.




Conflicts of Interest


E.R. has received grants from the California Walnut Commission and is a nonpaid member of its Scientific Advisory Committee, J.S.-S. has received grants from the Nut and Dried Fruit Foundation and other payments from Nuts for Life. The remaining authors reported no conflicts of interest related to the study.




Abbreviations




	MedDiet
	Mediterranean Diet



	EVOO
	Extra-virgin Olive Oil



	CVD
	Cardiovascular Disease



	MUFA
	Mono-unsaturated fatty acids



	PUFA
	Poly-unsaturated fatty acids



	TAC
	Total anti-oxidant capacity







References


	1. 
Klein, R.; Klein, B.E.K. The prevalence of age-related eye disease and visual impairment in aging: Current estimates. Investig. Ophthalmol. Vis. Sci. 2013, 54, ORSF5–ORSF13. [Google Scholar] [CrossRef] [PubMed]

	2. 
Congdon, N.; O’Colmain, B.; Klaver, C.C.; Klein, R.; Muñoz, B.; Friedman, D.S.; Kempen, J.; Taylor, H.R.; Mitchell, P.; Eye Diseases Prevalence Research group. Causes and prevalence of visual impairment among adults in the United States. Arch. Ophthalmol. 2004, 122, 477–485. [Google Scholar] [PubMed]

	3. 
Malot, J.; Combe, C.; Svary, P.; Moss, A.; Ligeon-Ligeonnet, P.; Hida, H. Direct cost of cataract surgery in public hospital. Ann. Pharm. Fr. 2010, 68, 380–387. [Google Scholar] [CrossRef] [PubMed]

	4. 
Tinaztepe, O.E.; Ay, M.; Eser, E. Nuclear and mithocondrial DNA of age-related cataract patients are susceptible to oxidative damage. Curr. Eye Res. 2017, 42, 583–588. [Google Scholar] [CrossRef] [PubMed]

	5. 
Vinson, J.A. Oxidative stress in cataracts. Pathophysiology 2006, 13, 151–162. [Google Scholar] [CrossRef] [PubMed]

	6. 
Lou, M.F. Redox regulation in the lens. Prog. Retin. Eye Res. 2003, 22, 657–682. [Google Scholar] [CrossRef]

	7. 
Ye, J.; He, J.; Wang, C.; Wu, H.; Shi, X.; Zhang, H.; Xie, J.; Lee, S.Y. Smoking and risk of age-related cataract: A meta-analysis. Investig. Ophthalmol. Vis. Sci. 2012, 53, 3885–3895. [Google Scholar] [CrossRef] [PubMed]

	8. 
Rautiainen, S.; Lindblad, B.E.; Morgenstern, R.; Wolk, A. Total antioxidant capacity of the diet and risk of age related cataract: A population-based prospective cohort of women. JAMA Ophthalmol. 2014, 132, 247–252. [Google Scholar] [CrossRef] [PubMed]

	9. 
Theodoropoulou, S.; Samoli, E.; Theodossiadis, P.G.; Papathanassiou, M.; Lagiou, A.; Lagiou, P.; Tzonou, A. Diet and cataract: A case control study. Int. Ophthalmol. 2014, 34, 59–68. [Google Scholar] [CrossRef] [PubMed]

	10. 
Thiagarajan, R.; Manikandan, R. Antioxidant and cataract. Free Radic. Res. 2013, 47, 337–345. [Google Scholar] [CrossRef] [PubMed]

	11. 
Zheng Selin, J.; Rautiainen, S.; Lindblad, B.E.; Morgenstern, R.; Wolk, A. High-dose supplements of vitamins C and E, low-dose multivitamins, and the risk of age-related cataract: A popoulation based prospective cohort study of men. Am. J. Epidemiol. 2013, 177, 548–555. [Google Scholar] [CrossRef] [PubMed]

	12. 
Moise, M.M.; Benjamin, L.M.; Doris, T.M.; Dalida, K.N.; Augustin, N.O. Role of mediterranean diet, tropical vegetables rich in antioxidants, and sunlight exposure in blindness, cataract and glaucoma among African type 2 diabetics. Int. J. Ophthalmol. 2012, 5, 231–237. [Google Scholar] [PubMed]

	13. 
Weikel, K.A.; Garber, C.; Baburins, A.; Taylor, A. Nutritional modulation of cataract. Nutr. Rev. 2014, 72, 30–47. [Google Scholar] [CrossRef] [PubMed]

	14. 
Ravindran, R.D.; Vashist, P.; Gupta, S.K.; Young, I.S.; Maraini, G.; Camparini, M.; Jayanthi, R.; John, N.; Fitzpatrick, K.E.; Chakravarthy, V.; et al. Inverse association of vitamin C with cataract in older people in India. Ophthalmology 2011, 118, 1958–1965. [Google Scholar] [CrossRef] [PubMed]

	15. 
Costagliola, C.; Lobefalo, L.; Gallenga, P.E. Role of higher dietary carbohydrate intake in cataract devolpment. Investig. Ophthalmol. Vis. Sci. 2011, 52, 3593. [Google Scholar] [CrossRef] [PubMed]

	16. 
Lubick, N. A balance diet? Selenium may offset the effects of methylmercury on cataract devolpment. Environ. Health Perspect. 2010, 118, A491. [Google Scholar] [CrossRef] [PubMed]

	17. 
Kanthan, G.L.; Mitchell, P.; Burlustski, G.; Wang, J.J. Fasting blood glucose levels and the long–term incidence and progression of cataract–The blue montains eye study. Acta Ophthalmol. 2011, 89, e434–e438. [Google Scholar] [CrossRef] [PubMed]

	18. 
Appleby, P.N.; Allen, N.E.; Key, T.J. Diet, vegetarianism, and cataract risk. Am. J. Clin. Nutr. 2011, 93, 1128–1135. [Google Scholar] [CrossRef] [PubMed]

	19. 
Lin, W.; Liang, G.; Cai, C.; Lv, J. Association of Vitamin C with the risk of age-related cataract: A meta-analysis. Acta Ophthalmol. 2016, 94, e170–e176. [Google Scholar]

	20. 
Delcourt, C.; Korobelnik, J.F.; Barbeger-Gateau, P.; Delyfer, M.N.; Rougier, M.B.; Le Goff, M.; Malet, F.; Colin, J.; Dartigues, J.F. Nutrition and age-related eye disease: The alienor (antioxidants, lipides essentiels, nutrition et maladies oculaires) study. J. Nutr. Health Aging 2010, 14, 854–861. [Google Scholar] [CrossRef] [PubMed]

	21. 
Ghanavati, M.; Behrooz, M.; Rashidkhani, B.; Ashtray-Larky, D.; Zameni, S.D.; Alipour, M. Healthy eating index in patients with cataract: A case-control study. Iran. Red Crescent Med. J. 2015, 17, e22490. [Google Scholar] [CrossRef] [PubMed]

	22. 
Kang, J.H.; Wu, J.; Cho, E.; Ogata, S.; Jacques, P.; Taylor, A.; Chiu, C.J.; Wiggs, J.L.; Seddon, J.M.; Hankinson, S.E.; et al. Contribution of the nurses health study to the epidemiology of cataract, age-related macular degeneration and glaucoma. Am. J. Public Health 2016, 106, 1684–1689. [Google Scholar] [CrossRef] [PubMed]

	23. 
Mares, J.A.; Voland, R.; Adler, R.; Tinker, L.; Miller, A.E.; Moeller, S.M.; Blodi, B.; Gehrs, K.M.; Wallace, R.B.; Chappel, R.J.; et al. Healthy diets and the subsequent prevalence of nuclear and the subsequent prevalence of nuclear cataract in women. Arch. Ophthalmol. 2010, 128, 738–749. [Google Scholar] [CrossRef] [PubMed]

	24. 
Tarwadi, K.V.; Agte, V.V. Interrelationship between nutritional status, socioeconomic factors, and lifestyle in Indian cataract patients. Nutrition 2011, 27, 40–45. [Google Scholar] [CrossRef] [PubMed]

	25. 
Pastor-Valero, M. Fruit and vegetable intake and vitamins C and E are associated with a reduced prevalence of cataract in a Spanish Mediterranean population. BMC Ophthalmol. 2013, 13, 52. [Google Scholar] [CrossRef] [PubMed]

	26. 
Mathew, M.C.; Ervin, A.M.; Tao, J.; Davis, R.M. Antioxidant vitamin supplementation for preventing and slowing the progression of age-related cataract. Cochrane Database Syst. Rev. 2012, 6, CD004567. [Google Scholar]

	27. 
Ma, L.; Hao, Z.X.; Liu, R.R.; Yu, R.B.; Shi, Q.; Pan, J.P. A dose-response meta-analysis of dietary lutein and zeaxanthin intake in relation to risk of age-related cataract. Graefes Arch. Clin. Exp. Ophthalmol. 2014, 252, 63–70. [Google Scholar] [CrossRef] [PubMed]

	28. 
Cui, Y.H.; Jing, C.X.; Pan, H.W. Association of blood anti-oxidants and vitamins with risk of age-related cataract: A meta-analysis of observational studies. Am. J. Clin. Nutr. 2013, 98, 778–786. [Google Scholar] [CrossRef] [PubMed]

	29. 
Chew, E.Y.; SanGiovanni, J.P.; Ferris, F.L.; Wong, W.T.; Agron, E.; Clemons, T.E.; Sperduto, R.; Danis, R.; Chandra, S.R.; Blodi, B.A.; et al. Lutein/zeaxanthin for the treatment of age-related cataract: AREDS2 randomized trial report no. 4. Age-related eye disease study 2 (AREDS2) research group. JAMA Ophthalmol. 2013, 131, 843–850. [Google Scholar] [CrossRef] [PubMed]

	30. 
Karppi, J.; Laukkanen, J.A.; Kurl, S. Plasma lutein and zeaxanthin and the risk of age-related nuclear cataract among the elderly Finnish population. J. Nutr. 2012, 108, 148–154. [Google Scholar] [CrossRef] [PubMed]

	31. 
Townend, B.S.; Townend, M.E.; Flood, V.; Burlutsky, G.; Rochtchina, E.; Wang, J.J.; Mitchell, P. Dietary macronutrient intake and five year incident cataract: The blue montain eye study. Am. J. Ophthalmol. 2007, 143, 932–939. [Google Scholar] [CrossRef] [PubMed]

	32. 
Martínez-Lapiscina, E.H.; Martínez-González, M.A.; Guillén Grima, F.; Olmo Jiménez, N.; Zarranz-Ventura, J.; Moreno-Montañés, J. Dietary fat intake and incidence of cataracts: The SUN prospective study in the cohort of Navarra, Spain. Med. Clin. (Barc.) 2010, 134, 194–201. [Google Scholar] [CrossRef] [PubMed]

	33. 
Rees, K.; Hartley, L.; Flowers, N.; Clarke, A.; Hooper, L.; Thorogood, M.; Stranges, S. Mediterranean dietary pattern for the primary prevention of cardiovascular disease. Cochrane Database Syst. Rev. 2013, 8, CD009825. [Google Scholar]

	34. 
Ros, E.; Martínez-González, M.A.; Estruch, R.; Salas-Salvadó, J.; Fitó, M.; Martínez, J.A.; Corella, D. Mediterranean diet and cardiovascular health: Teachings of the PREDIMED study. Adv. Nutr. 2014, 5, 330S–336S. [Google Scholar] [CrossRef] [PubMed]

	35. 
Martinez-Gonzalez, M.A.; Corella, D.; Salas-Salvado, J.; Ros, E.; Covas, M.I.; Fiol, M.; Warnberg, J.; Aros, F.; Ruiz-Gutierrez, V.; Lamuela-Raventos, R.M.; et al. Investigators for the PS. cohort profile: Design and methods of the PREDIMED study. Int. J. Epidemiol. 2012, 41, 377–385. [Google Scholar] [CrossRef] [PubMed]

	36. 
Estruch, R.; Ros, E.; Salas-Salvadó, J.; Covas, M.-I.; Corella, D.; Arós, F.; Gómez-Gracia, E.; Ruiz-Gutiérrez, V.; Fiol, M.; Lapetra, J.; et al. Primary prevention of cardiovascular disease with a Mediterranean diet. N. Engl. J. Med. 2013, 368, 1279–1290. [Google Scholar] [CrossRef] [PubMed]

	37. 
Age-Related Eye Disease Study Research Group. A Randomized, Placebo-controlled, clinical trial of high-dose supplementation with vitamincs C and E and beta carotene for age-related cataract and vision loss: AREDS report No. 9. Arch. Ophthalmol. 2001, 119, 1439–1452. [Google Scholar]

	38. 
Chiu, C.J.; Taylor, A. Nutritional antioxidants and age-related cataract and maculopathy. Exp. Eye Res. 2007, 84, 229–245. [Google Scholar] [CrossRef] [PubMed]

	39. 
Christen, W.G.; Glynn, R.J.; Gaziano, J.M.; Darke, A.K.; Crowley, J.J.; Goodman, P.J.; Lippman, S.M.; Lad, T.E.; Bearden, J.D.; Goodman, G.E.; et al. Age-related cataract in men in the selenium and vitamin E cáncer prevention trial eye endpoints study: A randomized trial. JAMA Ophthalmol. 2015, 133, 17–24. [Google Scholar] [CrossRef] [PubMed]

	40. 
Lo, M.; Cho, E.; Taylor, A.; Hankinson, S.E.; Willet, W.C.; Jacques, P.F. Prospective study of dietary fat and risk of cataract extraction among US women. Am. J. Epidemiol. 2005, 161, 948–959. [Google Scholar]

	41. 
Javadi, M.; Zarei-Ghanavati, S. Cataracts in diabetic patients: A review article. J. Ophthalmic Vis. Res. 2008, 3, 52–65. [Google Scholar] [PubMed]

	42. 
Koo, E.; Chang, J.R.; Agrón, E.; Clemons, T.E.; Sperduto, R.D.; Ferris, F.L., 3rd; Chew, E.Y.; Age-related eye disease study group. Ten-year incidence rates of age-related cataract in Age-related eye disease study (AREDS): AREDS report No. 33. Ophthalmic Epidemiol. 2013, 20, 71–81. [Google Scholar] [CrossRef] [PubMed]

	43. 
Klein, B.E.; Klein, R.; Lee, K.E.; Gangnon, R.E. Incidence of age-related cataract over 15 year interval the Beaver Dam Eye Study. Ophthalmology 2008, 115, 477–482. [Google Scholar] [CrossRef] [PubMed]

	44. 
Lu, M.; Taylor, A.; Chylack, L.T., Jr.; Rogers, G.; Hankinson, S.E.; Willett, W.C.; Jacques, P.F. Dietary fat intake and early age-related lens opacities. Am. J. Clin. Nutr. 2005, 81, 773–779. [Google Scholar] [PubMed]

	45. 
Greenland, S.; Lash, T.L. Bias analysis. In Modern Epidemiology, 3rd ed.; Rothman, K.J., Greenland, S., Lash, T.L., Eds.; Lippincott Williams and Wilkins: Philadelphia, PA, USA, 2008; p. 359. [Google Scholar]

















© 2017 by the authors. Licensee MDPI, Basel, Switzerland. This article is an open access article distributed under the terms and conditions of the Creative Commons Attribution (CC BY) license ( http://creativecommons.org/licenses/by/4.0/).







nav.xhtml


  nutrients-09-00453


  
    		
      nutrients-09-00453
    


  




  





media/file1.png
(@]
m —
S I
©  |HR MedDiet+EVOO vs. control 1+03 (95%ClI: 0+84-1+26); p value: 079 ,_1"_1- r
HR MedDiet+nuts vs. control 1-06 (95%CI: 0-86-1-31); p value: 058 _':’
1)
s S
8 o
«©
O
©
o))
e
o
3 8-
2 o
— — MedDiet+EVOO
— — — MedDiet+nuts
§ 1 Control
d I I | | I I | | I I | | I I | I
0 1 2 3 4 5 6 7

Years
Number at risk
MedDiet+EVOO 1998 1976 1945 1848 1638 1331 1025 709
MedDiet+nuts 1914 1886 1852 1758 1470 1140 871 587
Control diet 1890 1871 1828 1750 1475 1142 867 578





media/file2.png





media/file0.jpg
8
S |HR MedDiet+EVOO vs. control 1:03 (95%CI: 0-84-1-26);p value: 070 J”/
[HR MedDietnuts vs. control 1-06 (95%CH: 0:86-1-31); p value: 058 1 £e
£ =
£ s
8
5
: g
g
— — MedDiet+EVOO
~ MedDietnuts
2 —— Gontrol
g
B
0 1 2 3 5 [ 7
Number at risk
ModDIeWEVOO 1998 1976 1045 1848 11 025 709
MedDietsnuis 1914 1886 1852 1758 1470 140 871 587

Conroldiet 1890 1871 1828 1750 1475 1142 867 578





