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Summary. The increasing prevalence of obesity and diabetes mellitus has led to an increased production 
and consumption of artificially sweetened foods all over the world. Artificial sweeteners are high-intensity 
sweeteners which contribute no calorie. As a result, most of these foods may be sold with a “healthy” or 
“diet” labeling; however, there have been lots of controversy regarding their safety and adverse health effects. 
Therefore, the present article review aimed to summarize the results of most relevant studies concerning side 
effects of artificial sweeteners. Accordingly, a search of several databases was performed to identify all related 
manuscripts from 1980 to 2016. As a result, most of the available animal studies demonstrated that chronic 
exposure to artificial sweeteners led to increased body weight, impairment of glucose and insulin homeostasis, 
alteration in gut microbiota, neurobehavioral effects and also induction of kidney injury and cancer. However, 
the existing clinical and epidemiologic data are partly inconsistent to make a definitive conclusion regarding 
some of those adverse effects. In conclusion, consumers should be aware of the potential side effects of artifi-
cial sweeteners and it may be recommended that only minimal amounts of NNS could be consumed. 
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Introduction

Artificial sweeteners are a class of food additives 
that provide sweet taste without increasing caloric in-
take. They are also named as non-nutritive sweeten-
ers (NNS), high-intensity sweeteners, and low caloric 
sweeteners (LCS) (1-3). The increasing prevalence of 
obesity and diabetes mellitus has led to an increased 
production and consumption of artificially sweetened 
foods including cereals, biscuits, jams, candies, chew-
ing gums, ice creams and different kinds of beverages 
over the world (2,4-5).

There are six LCS approved by the US Food and 
Drug Administration (FDA) to be consumed by gen-
eral public, including aspartame, acesulfame- potas-
sium (acesulfame-K), advantame, neotame, saccharin, 
and sucralose. Sugar alcohols like sorbitol are low in-

tensity sweeteners with sweetness near to sucrose, so 
they are not included in NNS category (1,5-6).

The FDA and other advisory agencies have set an 
acceptable daily intake (ADI) for each non-nutritive 
sweetener. ADIs are the maximal amount of NNS 
considered to be safe for human consumption (7). The 
most popular non-nutritive sweeteners are sucralose, 
aspartame and acesulfame-K (5,8), which will be brief-
ly described below. 

Sucralose
Sucralose (Splenda) is a synthetic tri-chlorinated 

disaccharide which was discovered in 1976 and ap-
proved by FDA in 1998. Sucralose is 450–650 times 
sweeter than sucrose (9-10). It is used in wide vari-
ety of products over the world because of its intense 
sweetness and other physicochemical properties like 
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high solubility in water and stability over a wide range 
of pH and temperature (10-13). The ADI for sucralose 
is 5mg/kg bw/day in the United States (FDA) and 15 
mg/kg/d in the European Union as recommended by 
Scientific Committee on Food of the European Com-
mission (SCF) (9). Most of the ingested sucralose (65-
95%) is excreted relatively unchanged in feces and just 
negligible amounts can be absorbed; therefore, it pro-
vides no calories (14).

Aspartame
Aspartame (L- aspartyl- L-phenylalanine methyl 

ester; ASP) was discovered in 1965 and got its initial 
approval from FDA in 1974. Aspartame was approved 
as a general purpose sweetener by FDA in 2006. It is 
a white, odorless powder, approximately 200 times 
sweeter than sucrose (15-17). Aspartame is unstable 
during prolonged heating; therefore, it cannot be used 
for cooking. It also decomposes in liquids during storage 
(17-18). The ADI of aspartame is 50 and 40 mg/kg bw/
day, respectively based on the United States (FDA) and 
European Union ( JECFA1) recommendations (7,19). 

Once ingested, aspartame is metabolized to as-
partic acid, phenylalanine and methanol in the ratio 
of 50:40:10 %, respectively. In the liver, methanol is 
oxidized to formaldehyde which is accompanied by the 
formation of superoxide anion and hydrogen peroxide 
(2,19-20). Therefore, aspartame intake can increase 
the production of pro-oxidants in body and cause ad-
verse health effects (21-23); especially in some condi-
tions like diabetes, aging and intensive physical activity 
which there are innately increased production of free 
radicals.

Acesulfame-potassium
Acesulfame-K is an acidic cyclic sulphonamide 

derivative. It was discovered in 1967 and approved by 
FDA in 1998. Acesulfame-K is 200 times sweeter than 
sucrose and has high water solubility and heat stability, 
so it can be used in cooking and baking (2,24). Ace-
sulfame-K may cause a bitter taste when used alone; 
therefore, it is mostly used in combination with other 
sweeteners to mask this taste (17,24-25). It is not me-
tabolized in the body; thus it provides no calories. ADI 

1  - Joint FAO/WHO Expert Committee on Food Additives

for acesulfame-K is set as 15 mg/kg of body weight/day 
based on the FDA and JECFA recommendations (24).

Artificial sweeteners were commercially pro-
duced to substitute for sugar in order to decrease the 
increasing burden of metabolic diseases, while giving 
the same pleasure of eating sugar sweetened products. 
Most of these foods may be sold with a “healthy” or 
“diet” labeling; however, there has been lots of contro-
versy regarding their safety and adverse health effects. 
Therefore, the present article review aimed to sum-
marize the results of the relevant studies concerning 
adverse health effects of artificial sweeteners.

The side effects that have been more taken into 
account in experimental and epidemiological studies 
are: obesity and metabolic syndrome, alteration in gut 
microbiota, cancer and the hepatotoxic, nephrotoxic 
and neurobehavioral effects. Each of these five issues 
is addressed in detail in this review.

Adverse health effects of artificial sweeteners:

Obesity and metabolic syndrome

Some of the epidemiological (26-35) and experi-
mental studies (36-42) revealed that long-term con-
sumption of NNS-containing products was associated 
with an increased risk of developing overweight, obesity, 
metabolic syndrome and type 2 diabetes. A recent article 
review including some relevant prospective cohort stud-
ies indicated that the consumption of artificially sweet-
ened beverages might increase weight gain and risk of 
metabolic syndrome, type 2 diabetes, hypertension and 
cardiovascular disease (26). Results of a large epidemio-
logical study using data from the Third National Health 
and Nutrition Examination Survey (NHANES III) re-
vealed that aspartame intake was associated with greater 
glucose intolerance in obese individuals (35). 

Furthermore, results of a recent prospective study 
by O’Connor et al. (43) showed that consuming artifi-
cially sweetened beverages instead of sugar sweetened 
beverages did not reduce total energy intake and inci-
dence of adiposity in UK-resident adults.

Moreover, oral administration of aspartame to al-
bino rats, resulted in hyperglycemia and hyperlipidemia 
(44-45). Collison et al. (39-40) demonstrated that long 
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term exposure of mice to aspartame (55 mg/kg of body 
weight/day) from neonate to the end of the fifth month, 
increased body weight, visceral fat and fasting glucose 
levels and decreased insulin sensitivity in adulthood. It 
was reported that chronic exposure (40 weeks) of mice 
to acesulfame-K led to hyperlipidemia and hyperinsu-
linemia without any change in insulin sensitivity (46) 
and that it might enhance the preference for sweet foods 
intake in adulthood (47). There are also evidences that 
high sucralose intake alters glucose, insulin and gluca-
gon-like peptide-1 levels (9,48-80).

Overall, chronic consumption of artificial sweet-
eners may be associated with an increased risk of 
weight gain and other metabolic dysfunctions such 
as hyperglycemia and hyperlipidemia through some 
default mechanisms including: increasing the intesti-
nal absorption of glucose by activation of sweet taste 
receptors (T1Rs)2 in the intestine (36,47, 51-52), a 
compensatory energy intake by decreasing the ability 
to anticipate the content of foods (53), increasing in-
sulin secretion and adiposity (54)  and alteration in gut 
microbiota (8,41,55).

Gut microbiota dysbiosis

Several clinical evidences demonstrated that 
the disruption of gut microbiota was associated with 
numerous diseases including obesity, metabolic syn-
drome, type 2 diabetes and some inflammatory dis-
eases (8, 56-57).

It was also revealed that long term consumption 
of artificial sweeteners disrupted the balance and di-
versity of gut microbiome in both mice and humans 
by decreasing the number of beneficial bacteria like 
lactobacilli and bifido bacteria (8,41,55). For example, 
significant dysbiosis of gut microbiome was reported 
after feeding rats with saccharin (58), sucralose (9,55), 
aspartame (56-62) and acesulfame k (62). Of interest, 
Abou-Donia et al. (55) showed that the sucralose- in-
duced dysbiosis in rats was not fully reversible even 
3 months after cessation of sucralose. Therefore, their 
consumption might affect metabolic health in suscep-
tible individuals.

2  1- Taste 1 receptors

Mechanisms by which artificial sweeteners may 
affect gut microbiome have not clearly been under-
stood but may be related to their metabolites. Aspar-
tame metabolism yields methanol and small amounts 
(~1.5%) of aspartyl phenylalanine diketopiperazine 
(DKP), which both seem to have antimicrobial prop-
erties and may affect the gut microbiota (60-61). It was 
also suggested that sucralose might be metabolized to 
1,6-dichloro-1,6-dideoxyfructose (1,6-DCF) or other 
aldehydes in vertebrate intestine (9,55). These metabo-
lites can adversely affect different biological processes 
in bacterial and mammalian cells (63).

Moreover, it seems that the NNS consumption 
maybe affect the gut microflora of some individuals 
more than others, possibly due to individual differenc-
es in genetic, microbiome composition, dietary habits, 
medications and etc (8).

Hepatotoxic and nephrotoxic effects
Consumption of non-nutritive sweeteners, espe-

cially aspartame has been linked to liver and kidney 
dysfunction according to some experimental studies 
(64-69). Bahr and Zaki showed that aspartame intake 
significantly increased blood urea nitrogen (BUN), se-
rum creatinine and potassium levels in male rats (20). 
Similar findings were also reported by Waggas et al. 
(69) in aspartame fed female rats, along with signifi-
cant structural changes in their renal tubules compared 
to control group. 

It was also shown that the administration of aspar-
tame altered the antioxidant defense system in the liver 
and kidney of rats (20, 66-70). However, to the best of 
our knowledge such adverse effects by aspartame intake 
have not been assessed in humans. Oxidative stress is 
characterized by increased levels of prooxidants like re-
active oxygen species (ROS) and reactive nitrogen spe-
cies (RNS) and/or decreased the antioxidants level that 
could lead to cell dysfunction and degradation (71).

It was revealed that decreased activity of antioxi-
dant enzymes in aspartame fed animals might be due 
to methanol production which is then converted to for-
maldehyde. This process is accompanied by the eleva-
tion of nicotinamide adenine dinucleotide (NADH) 
level and formation of superoxide anion which may be 
involved in lipid peroxidation and impairment of anti-
oxidant status (72-74).
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Cancer
The genotoxic and carcinogenic effects of non-

nutritive sweeteners have been very controversial 
among researchers. Study on their carcinogenic effect 
has started since 1970, when the FDA banned cycla-
mate due to increased incidence of bladder tumors in 
rodents (75). It was also reported that high doses of 
artificial sweeteners like saccharin and sucralose led to 
carcinoma and mutagenesis in rats (24,76-77). 

Results of Soffritti et al. (78) and Belpoggi et al. 
(79) showed that the administration of aspartame (4–
100 mg/kg of body weight/day) induced carcinogenic 
lesions in multiple tissues including peripheral nerves, 
renal pelvis, ureter and lymphatic organs of rats. Fur-
thermore, Rencuzogullari et al. (80) and Alsuhaibani 
(81) reported significant dose dependent chromosomal 
aberrations in aspartame treated human lymphocytes 
and mice bone marrow cells, respectively. However, 
other animal studies did not support the carcinogenic 
effect of aspartame (75, 82-83).

In an article review by Marinovich et al. (7) results 
of the most relevant epidemiological studies concern-
ing carcinogenic effect of artificial sweeteners (mainly 
aspartame) were assessed. It was concluded that there 
was no significant association between aspartame in-
take and different cancers’ risk. Whereas, a most recent 
systematic review consisting of five large epidemio-
logical studies demonstrated a significant direct asso-
ciation between artificial sweetener consumption and 
laryngeal cancers, urinary tract tumors, non-Hodgkin 
lymphoma, multiple myeloma and leukemia (84). 

Overall, long term use of artificial sweeteners may 
induce carcinogenic effect through some mechanisms 
like, increasing oxidative stress and nucleic acid oxida-
tion (20). Reactive oxygen species (ROS) have an im-
portant role in the development of genomic instability. 
Abhilash et al (68). reported that a small amount of 
aspartame significantly increased the plasma metha-
nol level that was accompanied by increased produc-
tion of free radicals and induction of DNA damage 
and chromosomal aberrations. Furthermore, Alleva et 
al. (85) demonstrated that aspartame was a potential 
angiogenic component that could stimulate induction 
of cytokines, growth factors, and vascular endothelial 
growth factor by increasing ROS production.

Neurobehavioral effects
Based on the existing evidences, one of the possible 

side effects of artificial sweeteners is neurological and 
behavioral disturbances (86-96). It was reported that as-
partame fed rats showed some signs of neurotoxicity and 
hypersensitivity reactions (86-90). Recently, Collison 
et al. (40) demonstrated that aspartame-fed mice had 
impaired learning abilities compared to control group 
and interestingly, male offsprings were more vulnerable 
to this adverse effect than females. Neurobehavioral 
adverse effects like decreasing memory and cognitive 
functions were also reported following chronic exposure 
of mice to acesulfame-K (91).

In regard to clinical data, results of a recent study 
by Lindseth et al. (96) showed that the intake of aspar-
tame at half dose of the ADI may cause irritable moods, 
depression and lower performance in healthy adults. 
Moreover, some of the previous clinical trials demon-
strated better spatial memory, word recall and reaction 
times in subjects consuming sugar sweetened versus ar-
tificially sweetened beverages (93-94). However, those 
adverse effects were not reported in some other clinical 
trials (97-98).

Although the mechanisms of neurotoxic effects 
of artificial sweeteners have not clearly stated, these 
may be due to the glycolysis inhibition and adenosine 
triphosphate (ATP) depletion in the hippocampus and/
or alterations of brain neurotransmitters by imbalance of 
precursor amino acids (phenylalanine and aspartic acid) 
in brain level (91, 99-100). Phenylalanine and aspartic 
acid are main metabolites of aspartame and are naturally 
found in foods. They easily cross the blood-brain bar-
rier and act as precursors of neurotransmitters. There is 
a controversy about the increasing plasma levels of these 
amino acids following aspartame intake. However, high 
plasma concentration of these amino acids can be neu-
rotoxic when unaccompanied by the other amino acids. 

Discussion and conclusions

Nowadays, artificial sweeteners have been most 
popular especially among overweight, obese and diabet-
ic patients and adolescences. Most of the people con-
sider the artificial sweetened products as “healthy diets” 
due to the reduction of energy density of diet; however, 
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at present there has been lots of controversy regarding 
their safety and adverse health effects.

Most of the available animal studies demonstrated 
that chronic exposure to artificial sweeteners, in particu-
lar aspartame, led to an increase in body weight, im-
pairment of glucose and insulin homeostasis, neurobe-
havioral alterations and also induction of kidney injury. 
Moreover, it was mentioned that exposure to artificial 
sweeteners at critical periods of development like pre-
natal stage might increase the incidence of these adverse 
effects in adulthood. 

However, the existing clinical and epidemiologic 
data are partly inconsistent to make definitive conclu-
sion regarding the health hazards of artificial sweeteners. 
One main reason for this controversy is using various as-
sessment procedures for each side effect alongside differ-
ent statistical analytical methods and considering or not 
considering the demographic and clinical confounding 
factors. Secondly, the individual intake of NNS may not 
be assessed thoroughly, because some people may not be 
aware of food ingredients and mostly there is a blend of 
different NNS in a food product. Thirdly, it should be 
considered that most of the prospective cohort studies 
evaluated the NNS intake of healthy adults and its ef-
fect on incidence of disease while, NNS consumption 
of overweight, obese and diabetic patients seems to be 
higher than that of healthy adults. 

In conclusion, consumers should be aware of the 
potential side effects of artificial sweeteners, albeit there 
are not conclusive clinical data about those adverse ef-
fects. Thus, at present, it may be recommended that only 
minimal amounts of NNS be consumed.

Acknowledgments

This study was supported by Kidney Research 
Center, Tabriz University of Medical Sciences (Tabriz, 
Iran). The authors have declared that there is no conflict 
of interest.

References

    1.�Sylvetsky AC, Welsh JA, Brown RJ, Vos MB. Low-calorie 
sweetener consumption is increasing in the United States. 

Am J Clin Nutr 2012;96(3):640–646.
    2.�Shankar P, Ahuja S, Sriram K. Non-nutritive sweeteners: 

review and update. Nutrition 2013;29(11-12):1293-1299.
    3.�United States Food and Drug Administration, Additional 

information about high-intensity sweeteners permitted for 
use in food in the United States, 2015. Available at:http://
www.fda.gov/Food/Ingredients Packaging Labeling/Food 
Additives Ingredient/ucm397725.htm.

    4.�Sylvetsky AC, Rother KI. Trends in the consumption of 
low-calorie sweeteners. Physiol Beha 2016,In press.

    5.�Araújo JR, Martel F, Keating E. Exposure to non-nutritive 
sweeteners during pregnancy and lactation: Impact in pro-
gramming of metabolic diseases in the progeny later in life. 
Reprod Toxicol 2014;49:196-201.

    6.�Fitch C, Keim KS. Position of the Academy of Nutrition 
and Dietetics: use of nutritive and non-nutritive sweeten-
ers. J Acad Nutr Diet 2012;112:739–758.

    7.�Marinovich M, Galli CL, Bosetti C, Gallus S, La Vecchia 
C. Aspartame, low-caloriesweeteners and disease: regula-
torysafety and epidemiologicalissues. Food Chem Toxicol 
2013;60:109-115.

    8.�Nettleton JE, Reimer RA, Shearer J. Reshaping the gut 
microbiota: Impact of low calorie sweeteners and the link 
to insulin resistance? Physiol Behav 2016,In press.

    9.�Schiffman SS, Rother KI. Sucralose, a synthetic organo-
chlorine sweetener: overview of biological issues. J Toxicol 
Environ Health B Crit Rev 2013;16(7):399-451.

  10.�Sharma VK, Oturan M, Kim H. Oxidation of artificial 
sweetener sucralose by advanced oxidation processes: a re-
view. Environ Sci Pollut Res Int 2014;21(14):8525-8533.

  11.�Jenner M, Smithson A. Physicochemical properties of the 
sweetener sucralose. J Food Sci. 1989;54:1646–1649.

  12.�Arora S, Singh VP, Sharma V, et al. Analysis of sucra-
lose and its storage stability in barfi. J Food Sci Technol 
2009;46:114–117.

  13.�Li X, Du Z, Huang X, Yuan W, Ying H. Solubility of 
sucralose in different solvents from (283.15 to 333.15). J 
Chem Eng Data 2010;55:2600–2602. 

  14.�Roberts A, Renwick AG, Sims J, Snodin DJ. Sucralose 
metabolism and pharmacokinetics in man. Food Chem 
Toxicol 2000;38(S2):31–41.

  15.�Lean MEJ, Hankey CR. Aspartame and its effects on 
health. Br Med J 2004;329:755–756.

  16.�Magnuson BA, Burdock GA, Doull J, et al. Aspartame: a 
safety elevation based on current use levels, regulations, and 
toxicological and epidemiological studies. Crit Rev Toxicol 
2007;37:629–727.

  17.�Chattopadhyay S, Raychaudhuri U, Chakraborty R. Artifi-
cial sweeteners - a review. J Food Sci Technol 2014; 51(4): 
611-621.

  18.�Lim U, Subar AF, Mouw T, et al. Consumption of aspar-
tame-containing beverages and incidence of hematopoi-
etic and brain malignancies. Cancer Epidemiol Biomarkers 
Prev 2006;15:1654-1659.

  19.�Yılmaz S, Uçar A. A review of the genotoxic and carcino-
genic effects of aspartame: does it safe or not? Cytotechnol-



A review of the health hazards of artificial sweeteners: are they safe? 41

ogy 2014;66(6):875-81.
  20.�Bahr HI, Zaki MS. Renal genomic instability induced by 

aspartame and the possible influence of the flaxseed oil and 
coenzyme Q10 in male rats. Life Sci J 2014;11(8):301-308.

  21.�Adaramoye OA, Akanni OO. Effects of long-term admin-
istration of aspartame on biochemical indices, lipid profile 
and redox status of cellular system of male rats. J Basic Clin 
Physiol Pharmacol 2016;27(1):29-37.

  22.�Iyyaswamy A, Rathinasamy S. Effect of chronic exposure 
to aspartame on oxidative stress in the brain of albino rats. 
J Biosci 2012;37:679–688.

  23.�Mourad IM, Noor NA. Aspartame (a widely used artificial 
sweetener) and oxidative stress in the rat cerebral cortex. 
Int J Pharm Biomed Sci 2011;2:4–10.

  24.�Kroger M, Meister K, Kava R. Low-calorie Sweeteners and 
Other Sugar Substitutes: A Review of the Safety Issues. 
Comp Rev Food Sci Food Safety 2006;5(2):35-47.

  25.�Horne J, Lawless HT, Speirs W, Sposato D. Bitter taste of 
saccharin and acesulfame-K. Chem Senses 2002;27:31–38. 

  26.�Swithers SE. Artificial sweeteners produce the counterin-
tuitive effect of inducing metabolic derangements. Trends 
Endocrinol Metab 2013;24:431–441.

  27.�Sylvetsky A, Rother KI, Brown R. Artificial sweetener use 
among children: epidemiology, recommendations, meta-
bolic outcomes, and future directions. Pediatr Clin North 
Am 2011;58:1467–1468.

  28.�Brown RJ, de Banate MA, Rother KI. Artificial sweeten-
ers: a systematic review of metabolic effects in youth. Int J 
Pediatr Obes 2010;5:305–312.

  29.�Pereira MA, Odegaard AO. Artificially sweetened bever-
ages—do they influence cardio metabolic risk? Curr Ath-
eroscler Rep 2013;15:375.

  30.�Fowler SP, Williams K, Hazuda HP. Diet soda intake is 
associated with long-term increases in waist circumference 
in a bi ethnic cohort of older adults: The San Antonio Lon-
gitudinal Study of Aging. J Am Geriatr Soc 2015;63:708–
715.

  31.�Dhingra R, Sullivan L, Jacques PF, et al. Soft drink con-
sumption and risk of developing cardio metabolic risk fac-
tors and the metabolic syndrome in middle-aged adults in 
the community. Circulation 2007;116: 480–488. 

  32.�Lutsey PL, Steffen LM, Stevens J. Dietary intake and the 
development of the metabolic syndrome: the atherosclerosis 
risk in communities study. Circulation 2008;117:754–761.

  33.�Nettleton JA, Lutsey PL, Wang Y, Lima JA, Michos 
ED, Jacobs DR Jr. Diet soda intake and risk of incident 
metabolic syndrome and type 2 diabetes in the Multi-
Ethnic Study of Atherosclerosis (MESA). Diabetes Care 
2009;32(4):688–694.

  34.�Fagherazzi G, Vilier A, Saes Sartorelli D, et al. Consump-
tion of artificially and sugar-sweetened beverages and in-
cident type 2 diabetes in the Etude Epidemiologiqueau-
pres des femmes de la Mutuelle Generale de l’Education 
Nationale-European Prospective Investigation into Cancer 
and Nutrition cohort. Am J Clin Nutr 2013;97:517–523.

  35.�Kuk JL, Brown RE. Aspartame intake is associated with 

greater glucose intolerance in individuals with obesity. 
Appl Physiol Nutr Metab 2016, In Press.

  36.�Pepino MY, Bourne C. Non-nutritive sweeteners, energy 
balance, and glucose homeostasis. Curr Opin Clin Nutr 
Metab Care 2011;14:391–395.

  37.�Swithers SE, Baker CR, Davidson TL. General and per-
sistent effects of high-intensity sweeteners on body weight 
gain and caloric compensation in rats. Behav Neurosci 
2009;123:772–780.

  38.�Swithers SE, Sample CH, Davidson TL. Adverse effects 
of high-intensity sweeteners on energy intake and weight 
control in male and obesity-prone female rats. Behav Neu-
rosci 2013;127:262–274.

  39.�Collison KS, Makhoul NJ, Zaidi MZ, et al. Interactive ef-
fects of neonatal exposure to monosodium glutamate and 
aspartame on glucose homeostasis. Nutr Metab (London) 
2012;9:58.

  40.�Collison KS, Makhoul NJ, Zaidi MZ, et al. Gender dimor-
phism in aspartame-induced impairment of spatial cogni-
tion and insulin sensitivity. PLOS ONE 2012;7:e31570,

  41.�Suez J, Korem T, Zeevi D, Zilberman-Schapira G, Thaiss 
CA, Maza O. Artificial sweeteners induce glucose intoler-
ance by altering the gut microbiota. Nature 2014;514:181–
186.

  42.�Swithers SE, Laboy AF, Clark K, Cooper S, Davidson TL. 
Experience with the high-intensity sweetener saccharin 
impairs glucose homeostasis and GLP-1 release in rats. 
Behav Brain Res 2012;233:1–14.

  43.�O’Connor L, Imamura F, Lentjes M, Khaw K, Wareham N, 
Forouhi N. Prospective associations and population impact 
of sweet beverage intake and type 2 diabetes, and effects 
of substitutions with alternative beverages. Diabetologia 
2015;58:1474–1483.

  44.�Prokic MD, Paunovic MG, Matic MM, et al. Prooxidative 
effects of aspartame on antioxidant defense status in eryth-
rocytes of rats. J Biosci 2014;39(5):859-866.

  45.�Osfor MMH, Elias TR. Nutritional and biochemical stud-
ies on some artificial sweeteners administered to male al-
bino rats. Bull Nat Res Centre (Cairo) 2003; 28:377–401.

  46.�Zhang GH, Chen ML, Liu SS, et al. Effects of mother’s 
dietary exposure to acesulfame-K in pregnancy or lacta-
tion on the adult offspring’s sweet preference. Chem Senses 
2011;36:763–770.

  47.�Chen ML, Liu SS, Zhang GH, et al. Effects of early in-
traoral acesulfame-K stimulation to mice on the adult’s 
sweet preference and the expression of alpha-gustducin in 
fungiform papilla. ChemSenses 2013;38:447–455.

  48.�Temizkan S, Deyneli O, Yasar M, et al. Sucralose enhances 
GLP-1 release and lowers blood glucose in the presence of 
carbohydrate in healthy subjects but not in patients with 
type 2 diabetes. Eur J Clin Nutr 2015;69(2):162-166.

  49.�Grice HC, Goldsmith LA. Sucralose-an overview of the 
toxicity data. Food Chem Toxicol 2000;38(2):S1-6.

  50.�Pepino MY, Tiemann CD, Patterson BW, Wice BM, Klein 
S. Sucralose affects glycemic and hormonal responses to an 
oral glucose load. Diabetes Care 2013;36:2530–2535.



V. Ebrahimzadeh, M. R. Ardalan, A. M. Mahdavi, A. Gorbani42

  51.�Margolskee RF, Dyer J, Kokrashvili Z, et al. T1R3 and 
gustducin in gut sense sugars to regulate expression of 
Na+-glucose cotransporter 1. Proc Natl Acad Sci U S A 
2007;104:15075–15080.

  52.�Moran AW, Al-Rammahi M, Zhang C, Bravo D, Cal-
samiglia S, Shirazi-Beechey SP. Sweet taste receptor ex-
pression in ruminant intestine and its activation by artifi-
cial sweeteners to regulate glucose absorption. J Dairy Sci 
2014;97(8):4955-4972.

  53.�Drewnowski A. Intense sweeteners and the control of ap-
petite. Nutr Rev 1995;53(1):1-7.

  54.�Nakagawa Y, Nagasawa M, Yamada S, et al. Sweet taste 
receptor expressed in pancreatic beta-cells activates the 
calcium and cyclic AMP signaling systems and stimulates 
insulin secretion. PLoS One 2009;4:e5106.

  55.�Abou-Donia MB, El-Masry EM, Abdel-Rahman AA, 
McLendon RE, Schiffman SS. Splenda alters gut micro-
flora and increases intestinal p-glycoprotein and cyto-
chrome P-450 in male rats. J Toxicol Environ Health A 
2008;71:1415–1429.

  56.�Shreiner AB, Kao JY, Young VB. The gut microbi-
ome in health and in disease. Curr Opin Gastroenterol 
2015;31(1):69-75.

  57.�Parekh PJ, Balart LA, Johnson DA. The influence of the 
gut microbiome on obesity, metabolic syndrome and gas-
trointestinal disease. Clin Transl Gastroenterol 2015;6:e91.

  58.�Anderson RL, Kirkland JJ. The effect of sodium saccha-
rin in the diet on caecal microflora. Food Cosmet Toxicol 
1980;18:353–355.

  59.�Palmnäs MSA, Cowan TE, Bomhof MR, et al. Low-dose 
aspartame consumption differentially affects gut microbi-
ota-host metabolic interactions in the diet-induced obese 
rat. PLoS ONE 2014;9(10):e109841.

  60.�Martins MB, Carvalho I. Diketopiperazines: biological ac-
tivity and synthesis. Tetrahedron 2007;63:9923–9932.

  61.�Caldwell DR. Effects of methanol on the growth of gas-
trointestinal anaerobes. Can J Microbiol 1989;35:313–317.

  62.�Frankenfeld CL, Sikaroodi M, Lamb E, Shoemaker S, Gil-
levet PM. High-intensity sweetener consumption and gut 
microbiome content and predicted gene function in a cross-
sectional study of adults in the United States. Ann Epide-
miol 2015;25(10):736-742. 

  63.�O’Brien PJ, Siraki AG, Shangari N. Aldehyde sources, me-
tabolism, molecular toxicity mechanisms, and possible ef-
fects on human health. Crit Rev Toxicol 2005;35:609–662.

  64.�Marielza R, Martins I, Azoubel R. Effects of aspartame on 
fetal kidney: a morphometric and stereological study. Int J 
Morphol 2007;25 (4):689-694. 

  65.�Choudhary K, Saravanan S; Rathinasamy S. Aspartame 
induce modification in membrane bound and antioxidant 
enzymes in liver and kidney of wistar albino rats. Curr Nutr 
Food Sci 2014;10:275-287.

  66.�Alwaleedi SA. Alterations in antioxidant defense system in 
hepatic and renal tissues of rats following aspartame intake. 
Int J Health Sci Res 2016;6(3):267-276.

  67.�Saleh AB. Synergistic effect of N-acetylcysteine and folic 

acid against aspartame- induced nephrotoxicity in rats. Int 
J Adv Res 2014;2(5):363-373.

  68.�Abhilash M, PaulMV, VargheseMV, Nair RH. Effect of 
long term intake of aspartame on antioxidant defense status 
in liver. Food Chem Toxicol 2011;49:1203–1207.

  69.�Waggas A, Soliman K, Moubarz G, Abd Elfatah A, Taha 
M. Potential protective effects of aqueous extract of Ma-
joram leaves, against aspartame induced renal toxicity in 
female rats. Am J Toxicol Sci 2015;7 (4):267-278.

  70.�Iman MM. Effect of aspartame on some oxidative stress 
parameters in liver and kidney of rats. Afr J Pharm Phar-
macol 2011;5(6):678-682.

  71.�Halliwell B,Gutteridge JMC. Free radicals in biology and 
medicine. 4th ed. New York: Oxford University Press; 
2007:30–110.

  72.�Ashok I, Sheeladevi R, Wankhar D. Acute effect of aspar-
tame-induced oxidative stress in Wistar albino rat brain. J 
Biomed Res 2015;29(5):390-396.

  73.� Finamor I, Pavanato MA, Pês T, et al. N-acetylcysteine 
protects the rat kidney against aspartame-induced oxidative 
stress. Free Radic Biol Med 2014;75:S30.

  74.�Parthasarathy JN, Ramasundaram SK, Sundaramahalingam 
M, Pathinasamy SD. Methanol induced oxidative stress in 
rat lymphoid organs. J Occup Health 2006;48:20-27. 

  75.�Weihrauch MR, Diehl V. Artificial sweeteners–do they 
bear a carcinogenic risk? Ann Oncol 2004;15:1460–1465.

  76.�Price JM, Biava CG, Oser BL, Vogin EE, Steinfeld J, Ley 
HL. Bladder tumors in rats fed cyclohexylamine or high 
doses of a mixture of cyclamate and saccharin. Science 
1970;167:1131–1132.

  77.�Whysner J, Williams GM. Saccharin mechanistic data and 
risk assessment:urine composition, enhanced cell prolifera-
tion, and tumor promotion. Pharmacol Ther 1996;71:225–
262.

  78.�Soffritti M, Belpoggi F, DegliEsposti D, Lambertini L, 
Tibaldi E, Rigano A. First experimental demonstration of 
the multi-potential carcinogenic effects of aspartame ad-
ministered in the feed to Sprague-Dawley rats. Environ 
Health Perspect 2006;114:379–385.

  79.�Belpogg F, Morando S, Michela P, Davide D, Michelina 
L, Franco M. Results of long-term carcinogenicity bioassay 
on Sprague-Dawley rats exposed to aspartame adminis-
tered in feed. Ann N Y Acad Sci 2006;1076:559–577.

  80.�Rencuzogullari E, Tuylu BA, Topaktas M, Ila HB, Kay-
raldiz A, Arslan M. Genotoxicity of aspartame. Drug 
ChemToxicol 2004;27(3):257–268.

  81.�Alsuhaibani ES. In vivo cytogenetic studies on aspartame. 
Comp Funct Genomics 2010, In press.

  82.�Magnuson BA, Burdock GA, Doull J, et al. Aspartame: 
A safety evaluation based on current use level, regulation, 
and toxicological and epidemiological studies. Critical Rev 
Toxicol 2007;37:629-727.

  83.�Jeffrey AM, Williams GM: Lack of DNA damaging activ-
ity of five non-nutritive sweeteners in the rat hepatocyte /
DNA repair assay. Food Chem Toxicol 2000;38:335-338.

  84.�Mishra A, Ahmed K, Froghi S, Dasgupta P. Systematic 



A review of the health hazards of artificial sweeteners: are they safe? 43

review of the relationship between artificial sweetener con-
sumption and cancer in humans: analysis of 599,741 par-
ticipants. Int J Clin Pract 2015;69(12):1418-1426.

  85.�Allev R, Borghi B, Santarelli L, et al. In vitro effect of 
aspartame in angiogenesis induction. Toxicol In vitro 
2011;25:286-293.

  86.�Rycerz K, Jaworska-Adamu JE. Effects of aspartame me-
tabolites on astrocytes and neurons. Folia Neuropathol 
2013;51(1):10-17.

  87.�Abu-Taweel GM, A ZM, Ajarem JS, Ahmad M. Cogni-
tive and biochemical effects of monosodium glutamate and 
aspartame, administered individually and in combination 
in male albino mice. Neurotoxicol Teratol 2014;42:60-67.

  88.�Simintzi I, Schulpis KH, Angelogianni P, Liapi C, Tsakiris 
S. The effect of aspartame on acetylcholinesterase activity 
in hippocampal homogenates of suckling rats. Pharmacol 
Res 2007;56(2):155–159.

  89.�Christian B, McConnaughey K, Bethea E, et al. Chronic 
aspartame affects T-maze performance, brain cholinergic 
receptors and Na+ K+-ATPase in rats. Pharmacol Biochem 
Behav 2004;78:121–127.

  90.�Maher TJ and Wurtman RJ. Possible neurologic effects of 
aspartame, a widely used food additive. Environ Health 
Perspect 1987;75:53-57. 

  91.�Cong WN, Wang R, Cai H, et al. Long-term artificial 
sweetener acesulfame potassium treatment alters neu-
rometabolic functions in C57BL/6J mice. PLOS ONE 
2013;8:e70257.

  92.�Walton RG, Hudak R, Green-Waite R. Adverse reactions 
to aspartame: Double-blind challenge in patients from a 
vulnerable population. Biological Psychiatry 1993;34:13–
17.

  93.�Sunram-Lea S, Foster J, Durlach P, Perez C. Investigation 
into the significance of task difficulty and divided alloca-
tion of resources on the glucose memory facilitation effect. 

Psychopharmacol 2002;160:387–397.
  94.�Harte CB, Kanarek RB. The effects of nicotine and su-

crose on spatial memory and attention. Nutr Neurosci 
2004;7:121–125.

  95.�Camfield PR, Camfield CS, Dooley JM, Gordon K, Jol-
lymore S, Weaver DF. Aspartame exacerbates EEG 
spike-wave discharge in children with generalized ab-
sence epilepsy: a double blind controlled study. Neurology 
1992;42:1000–1003.

  96.�Lindseth GN, Coolahan SE, Petros TV, Linseth PD. Neu-
robehavioral effects of aspartame consumption. Res Nurs 
Health 2014;37:185-193.

  97.�Reid M, Hammersley R, Duffy M. Effects of sucrose drinks 
on macronutrient intake, body weight, and mood state in 
overweight women over 4 weeks. Appetite 2010;55:130–
136.

  98.�Gendle MH, Smucker DM, Stafstrom JA, Helterbran MC, 
Glazer KS. Attention and reaction time in university stu-
dents following the consumption of Red Bull. Open Nutr 
J  2009;3:8–10.

  99.�Abdel-Salam OM, Salem NA, Hussein JS. Effect of aspar-
tame on oxida-tive stress and monoamine neurotransmit-
ter levels in lipopolysaccharide-treated mice. Neurotox Res  
2012;21:245–255.

100.�Humphries P, Pretorius E

Correspondence: 
Vahideh Ebrahimzadeh, Assistant Professor in Nutrition,
Maragheh University of Medical Sciences,
Maragheh, Iran.
Tel: 09143009074
Fax: 00984142437217
E-mail: ebrahimzadeh.va@gmail.com


