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Critical Appraisal

Globally, more than two billion people suffer from at least one, persistent or periodic, micronutrient deficiency [1, 2]. Micronutrients are essential
vitamins and minerals, required by the body in small amounts for proper growth and development, disease prevention and wellbeing. Examples of
essential micronutrients are zing, iron, iodine, calcium, vitamins A, B, and D [3]. In the Netherlands, 32.1% of men and 53.6% of women use one or more
commercially available dietary supplement(s) containing (multi)vitamins, minerals or a combination of these two [4]. However, the necessity of these
supplements in healthy adults remains questionable. Therefore, this article will answer the following question: do dietary supplements really improve

your health or are they just a waste of money?

Introduction

balanced and varied diet is important. This includes sufficient

intake of nuts, fruits, vegetables and whole grains [5, 6]. Also,
plant-based foods, lean protein foods and low-fat dairy products are
important to meet the Recommended Dietary Allowance (RDA), in pg/d
or mg/d, for micronutrients [7].

Q Il micronutrients must be derived from the diet; therefore, a

The RDA is composed by gender and age category and is defined as
the mean requirement for a micronutrient plus two times the standard
deviation. Therefore, the RDA is a target value that meets the nutrient
requirement of almost all healthy individuals [8-10]. However, the
personal need of an individual will, in general, be lower than the RDA [9,
11-13]. However, some groups of people have a higher personal need
for some micronutrients and, therefore, supplementary advices have
been composed. These groups concern babies (vitamin D and when
breastfed vitamin K), young children (vitamin D), women who want to
become pregnant (folic acid) and during pregnancy (vitamin D and folic
acid), elderly (vitamin D), people with dark skin or people who do not
have enough sun exposure (vitamin D) and people who do not consume
animal products (vitamin B12) [13].

Micronutrient deficiency

Micronutrient availability below the personal need over a longer period
(months to years) may result in a deficiency. This process can have two
causes: a primary or secondary deficiency [11, 12]. In case of a primary
deficiency, micronutrient intake is insufficient due to, for example, a
one-sided diet. A secondary deficiency means there is sufficient intake
of micronutrients, but it is not available in the right form for the body,
for example, due to malabsorption [11]. A secondary micronutrient
deficiency is often related to an underlying disease. Regardless of
the cause of the micronutrient deficiency, the body will run out of
micronutrients. As a result, there will be less synthesis of metabolites
and a decrease in the activity of vitamin-dependent enzymes and
hormones [11]. This will eventually lead to biochemical and metabolic
changes that are detectable in body fluids and tissue by biochemical
techniques [11]. This is called a latent deficiency. If the deficiency is not
restored, this phase can evolve into a manifest deficiency [11]. During
a manifest deficiency, clinical observable, morphological and functional
changes will occur, which may even lead to death [11]. For instance, a

vitamin D deficiency is associated with impaired bone growth and
myopathy [14, 15]. In addition, a deficiency in vitamin A, vitamin E,
vitamin C, zinc and selenium might contribute to an impaired immunity
and iron deficiency might result in iron deficiency anaemia [16-21]. These
possible consequences of micronutrient deficiencies are summarised
in Figure 1. In case of a deficiency, dietary supplements can be used to
restore micronutrient availability in the body. However, as mentioned
before, many healthy people are using dietary supplements as well, even
though primary micronutrient deficiencies are rare in healthy adults
living in Western countries [22, 11-13]. The most common reasons for
using dietary supplements are the improvement of overall health and
prevention of health problems [23]. However, a recent study in more
than 27,000 adults found that there are beneficial associations with
nutrients from foods that are not seen with supplements [24].

In addition, meta-analyses and systematic reviews of the past decade
indicate no evidence for the use of dietary supplements for primary or
secondary prevention of diseases like cardiovascular events, myocardial
infarction, stroke, total death and cardiac death [25-28]. However, a
supplement with possible positive health effects is folic acid [28, 29].
In 2015, a large Chinese randomised controlled trial reported that folic
acid supplementation may reduce cardiovascular diseases (CVD), and
specifically, stroke [28, 29]. Inclusion of this RCT in two recent meta-
analysis of folic acid and CVD risk resulted in a 17% reduction in CVD
risk and a 20% reduction in stroke [28, 29]. However, more research is
needed on these supplements because the results are mainly based on
this Chinese study. Therefore, there is no (hard) evidence that an intake of
micronutrients above the personal need or RDA does have any additional,
positive health effects in healthy adults [11-13, 25-29]. Furthermore,
combined calcium plus vitamin D supplementation might increase
the risk of stroke. Beta-carotene, vitamin E and high doses of vitamin A
seem to increase early mortality [25, 30, 31]. Also, beta-carotene would
increase the risk of lung cancer in (ex)smokers and people who worked
with asbestos [30, 31].

Micronutrient excess

For different vitamins and minerals, a safe upper limit has been established;
the tolerable upper intake level and intake should stay below this level.
However, the dose of dietary supplements is often higher than the RDA
[11, 32]. Therefore, the use of supplements might result in a micronutrient
excess. Especially because supplement users already tend to have higher
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Figure 1: Asummary of possible consequences of different micronutrient deficiencies and excesses.

nutrient intake from the diet itself [33-35]. This is probably due to the fact
that supplement users have a higher nutrition awareness [35, 36]. As a result
of micronutrient excess, micronutrient absorption in the intestinal tract will
decrease and fat-soluble micronutrients will be stored in tissues and water-
soluble micronutrients will be excreted in urine [11,13]. In addition, excessive
intake of micronutrients might disrupt the normal metabolism or even reach
toxic doses, which are associated with adverse health effects and deleterious
consequences on health and development [11-13]. Especially, high doses of
vitamin A, B3, B6 and D can be toxic [11, 37, 38].

A well-known example is the Dutch professional ice skater Sven Kramer,
who suffered from nerve damage in his leg after a vitamin B6 excess due
to dietary supplement use [32]. These dietary supplements contained 16
times the RDA for vitamin B6, which is equal to 25 mg [32]. Since October
2018, it is included in the Dutch Commodities Act that supplements may
not contain more than 21 mg of vitamin B6 [39]. Nerve damage is the main
toxicity of vitamin B6, but also gastrointestinal symptoms, photosensitivity
and dermatological lesions might occur [37]. In 2014, the ‘Gelderse Vallei’
Hospital in Ede, the Netherlands, registered 300 vitamin B6 poisonings
[32]. In addition, vitamin A excess might result in malaise, intracranial
hypertension, hepatomegaly (an enlarged liver) and skeletal abnormalities
[11, 38]. Besides, an excess of vitamin D might result in hypercalcaemia
(high calcium levels), organ calcification and hypertension [11, 38]. Lastly,
an excess of vitamin B3 might result in vasodilatation, hepatic impairment,
hyperglycaemia (high blood sugar levels) and hyperuricemia (high uric acid
blood levels) [11, 38]. Possible consequences of micronutrient excesses are
summarised in Figure 1.

Conclusion

In conclusion, both micronutrient deficiencies and excesses can have
negative health effects. However, a normal and varied diet in Western
countries will contribute to sufficient intake of micronutrients. Therefore,
dietary supplements should be used primarily in risk groups following the
supplementary advice. Preventive dietary supplement use in healthy adults
is not necessary. Although a multivitamin pill that does not exceed the
tolerable upperintake level is a useful and safe supplement, the risk of excess
should not be underestimated. If it turns out that you have a micronutrient
deficiency, consider changing your diet before taking supplements.

Acknowledgements

RAMS would like to thank research dietitian Rob van Berkel (BSc) from
Rob van Berkel Voeding & Gezondheid, Schaijk, the Netherlands, for
proofreading this article and providing feedback.

References

1. Nutrition International, Flour Fortification Initiative, Global Alliance for
Improved Nutrition, USAID, The World Bank, UNICEF. Investing in the
future: A united call to action on vitamin and mineral deficiencies. 2009.

2. International Food Policy Research Institute. Global Nutrition Report
2015: Actions and accountability to advance nutrition and sustainable
development. Washington, DC. 2015.

3. Ritchie H, Roser M. Micronutrient Deficiency. Retreived from: https://



FOURTEENTH

EDITION RAMS DECEMBER 2019

Myth or Science? | Spilling the Beans about Dietary Supplements - Rokx

10.

11.

12.

13.

14.

15.

16.

17.
18.

19.

20.

21.

22,

ourworldindata.org/micronutrient-deficiency. (Accessed: 12-6-2019)
Rijksinstituut voor Volksgezondheid en Milieu, Ministerie van
Volksgezondheid, Welzijn en Sport. Voedingsstofsupplementen.
Retrieved from: https://www.wateetnederland.nl/resultaten/
voedingsmiddelen/richtlijnen/voedingsstofsupplementen.  (Accessed:
03-08-2019)

Hu FB. Plant-based foods and prevention of cardiovascular disease:
an overview. The American journal of clinical nutrition. 2003;78(3
Suppl):544s-51s.

Boffetta P, Couto E, Wichmann J, Ferrari P, Trichopoulos D, Bueno-de-
Mesquita HB, et al. Fruit and vegetable intake and overall cancer risk in
the European Prospective Investigation into Cancer and Nutrition (EPIC).
Journal of the National Cancer Institute. 2010;102(8):529-37.

US Department of Health and Human Services, US Department of
Agriculture. Dietary Guidelines for Americans, 2010. Office USGP 7th
Edition. Washington, DC. December 2010.

Blumberg JB, Cena H, Barr S|, Biesalski HK, Dagach RU, Delaney B, et al.
The Use of Multivitamin/Multimineral Supplements: A Modified Delphi
Consensus Panel Report. Clinical Therapeutics. 2018;40(4):640-57.

Brink EJ, Breedveld BC, Peters JAC. Aanbevelingen voor vitamines,
mineralen en spoorelementen Voedingscentrum; 2014.

Shenkin A. Micronutrients in health and disease. Postgraduate medical
journal. 2006;82(971):559-67.

J. Schrijver, M. van Dusseldorp, Katan MB. Vitaminen. Nederlands
Tijdschrift voor Geneeskunde. 1989.

J. Schrijver, Berg Hvd. Voeding en gezondheid - vitaminen en
vitaminesupplementen. Nederlands Tijdschrift voor Geneeskunde. 2003.
Brink L, Breedveld B, Peters S. Suppletieadviezen vitamines, mineralen en
spoorelementen; factsheet. Voedingscentrum.

Zerofsky M, Ryder M, Bhatia S, Stephensen CB, King J, Fung EB. Effects of
early vitamin D deficiency rickets on bone and dental health, growth and
immunity. Maternal & child nutrition. 2016;12(4):898-907.

FSA NDA Panel (EFSA Panel on Dietetic Products, Nutrition and Allergies).
Scientific opinion on dietary reference values for vitamin D. EFSA Journal
2016;14(10):4547,145 pp.

Stephensen CB. Vitamin A, infection, and immune function. Annual
review of nutrition. 2001;21:167-92.

Lee GY,Han SN.The Role of Vitamin E in Immunity. Nutrients. 2018;10(11).
Carr AC, Maggini S. Vitamin C and Immune Function. Nutrients.
2017;,9(11).

Bonaventura P, Benedetti G, Albarede F, Miossec P. Zinc and its role in
immunity and inflammation. Autoimmunity reviews. 2015;14(4):277-85.
Avery JC, Hoffmann PR. Selenium, Selenoproteins, and Immunity.
Nutrients. 2018;10(9).

DelLoughery TG. Iron Deficiency Anemia. The Medical clinics of North
America.2017;101(2):319-32.

Skeie G, Braaten T, Hjartaker A, Lentjes M, Amiano P, Jakszyn P, et al. Use
of dietary supplements in the European Prospective Investigation into
Cancer and Nutrition calibration study. Eur J Clin Nutr. 2009;63 Suppl
4:5226-38.

23.

24,

25.

26.

27.

28.

29.

30.

3.

32.

33.

34,

35.

36.

37.

38.

30.

Bailey RL, Gahche JJ, Miller PE, Thomas PR, Dwyer JT. Why US adults use
dietary supplements. JAMA internal medicine. 2013;173(5):355-61.
Chen, F, et al. Association Among Dietary Supplement Use, Nutrient
Intake, and Mortality Among U.S. Adults: A Cohort Study. Annals of
Internal Medicine 170, 604-613 (2019).

Bjelakovic G, Nikolova D, Gluud LL, Simonetti RG, Gluud C. Antioxidant
supplements for prevention of mortality in healthy participants and
patients with various diseases. Cochrane Database Syst Rev. 2012 Mar
14;(3):CD007176.

Ye Y, Li J, Yuan Z. Effect of antioxidant vitamin supplementation on
cardiovascular outcomes: a meta-analysis of randomised controlled
trials. PLoS One. 2013;8(2):e56803.

Myung SK, Ju W, Cho B, Oh SW, Park SM, Koo BK, Park BJ; Korean Meta-
Analysis Study Group. Efficacy of vitamin and antioxidant supplements
in prevention of cardiovascular disease: systematic review and meta-
analysis of randomised controlled trials. BMJ. 2013 Jan 18;346:10.
Jenkins DJA, Spence JD, Giovannucci EL, et al. Supplemental Vitamins
and Minerals for CVD Prevention and Treatment. J Am Coll Cardiol. 2018
Jun 5;71(22):2570-2584.

HuoY,LiJ,Qin X etal. Efficacy of folicacid therapy in primary prevention of
stroke among adults with hypertension in China: the CSPPT randomised
controlled trial. JAMA. 2015 Apr 7;313(13):1325-35

Omenn GS, Goodman GE, Thornquist MD, Balmes J, Cullen MR, Glass
A ea. Effects of a combination of beta-carotene and vitamin A on lung
cancer and cardiovascular disease. N Engl J Med 1996; 334(18): 1150-
1155.

The Alpha-Tocopherol BCCPSG. The effect of vitamin E and beta carotene
on the incidence of lung cancer and other cancers in male smokers. N
EnglJ Med 1994;330(15): 1029-1035.

Volkers J, Driel Mv. Beenblessure Sven Kramer was te wijten aan te veel
vitamine B6. de Volkskrant. 2015.

Engle-Stone R, Vosti SA, Luo H, Kagin J, Tarini A, Adams KP, et al. Weighing
the risks of high intakes of selected micronutrients compared with the
risks of deficiencies. Annals of the New York Academy of Sciences. 2019.
Bailey RL, Fulgoni VL, 3rd, Keast DR, Dwyer JT. Dietary supplement use
is associated with higher intakes of minerals from food sources. The
American journal of clinical nutrition. 2011;94(5):1376-81.

Rock CL. Multivitamin-multimineral supplements: who uses them? The
American journal of clinical nutrition. 2007;85(1):2775-9s.

Stang J, Story MT, Harnack L, Newmark-Sztainer D. Relationships
between vitamin and mineral supplement use, dietary intake, and
dietary adequacy among adolescents. Journal of the American Dietetic
Association. 2000;100:905-10.

Katan M.B., M. Dv. Toxiciteit van hoge doses vitamine B6 en nicotinezuur.
Nederlands Tijdschrift voor Geneeskunde. 1988;132:662-3.

Miller DR, KC. H. Vitamin excess and toxicity. Nutritional toxicology.
1982;1:81-133.

Overheid.nl, Wettenbank. Warenwetregeling vrijstelling
voedingssupplementen. Retrieved from: https://wetten.overheid.nl/
BWBR0041264/2018-10-01. (Accessed on 03-08-2019)



