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Risiken erkennen — Gesundheit schiitzen

New Human Data on the Assessment of Energy Drinks
BfR Information No. 016/2008, 13 March 2008

Energy drinks are beverages which contain caffeine mostly together with the substances
taurine, inosite and glucuronolactone, frequently in high concentrations. In the past there
have been cases of fatalities with a possible link to the consumption of energy drinks in con-
junction with alcohol intake or intensive physical activity without, however, a causal relation-
ship being proved. Scientists take into consideration the fact that the typical energy drink
ingredients mutually potentiate their toxicological effects and could, therefore, lead to health-
relevant impairments of body functions.

In Europe there are different provisions concerning the sale of energy drinks. In Germany, for
instance, distribution is only possible under specific conditions; in France there are more ex-
tensive limitations on ingredients. The Federal Institute for Risk Assessment (BfR) has re-
peatedly advocated clear indications on the labels of energy drinks. They should recommend
that certain groups of consumers like children, pregnant women, lactating women and indi-
viduals who are sensitive to caffeine should refrain from consuming energy drinks. Moreover,
reference should be made to possible adverse effects in conjunction with intensive physical
activity or the consumption of alcoholic beverages.

Based on new research the Federal Institute for Risk Assessment (BfR) provides information
on more recent human data on the possible health risks posed by the consumption of energy
drinks. It draws attention to reports that cardiac dysrhythmia, seizures, kidney failure and
fatalities occurred after consuming energy drinks. The question about the causal relationship
is still open.

Attention should also be drawn to findings which indicate that test persons no longer realisti-
cally assess their dwindling responsiveness caused by alcohol consumption under the influ-
ence of energy drinks. The objective measurements of their psychomotor abilities revealed
that energy drinks did not compensate for specific motor and visual impairments caused by
alcohol. The parallel consumption of alcohol and energy drinks can, therefore, lead to an
individual misjudging his ability to perform.

BfR reiterates its earlier recommendation of providing detailed information on the product
labels. Furthermore, BfR advises consumers with high blood pressure and heart disease to
show restraint when consuming energy drinks until robust studies are available. BfR recom-
mends uniform European provisions on the placing on the market of energy drinks.

1 Subject matter of the assessment

Up to now, the production and placing on the market of caffeine-containing lemonades with
more than 250 mg caffeine per litre to which taurine, inosite and glucuronolactone have been
added (energy drinks), has been approved in Germany pursuant to the general decrees in
accordance with 8§ 54 Food and Feed Code (LFGB) and exemptions pursuant to § 68 paras 1
and 2 No. 1 LFGB respectively.

Based on the existing exemptions, consideration was given to allowing the use of
» caffeine up to max. 320 mg/I,

» taurine up to max. 4000 mg/I,
» inosite up to max. 200 mg/l and
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» glucuronolactone up to max. 2400 mg/l

in the production of caffeine-containing lemonades through a legal ordinance. Against this
backdrop the Federal Institute for Risk Assessment (BfR) conducted a literature search on
possible health risks linked to the consumption of these beverages and updated its earlier
assessment.

2 Results

The suspicion expressed in the BfR expert opinion of 18 March 2002 [1] that the safety of
energy drinks is to be questioned in the circumstances in which they are possibly drunk by
some consumers, is substantiated by more recent human data. Against this backdrop BfR
upholds the existing recommendation concerning the provision of comprehensive information
on product labels, "In addition to the currently prescribed labelling on a high caffeine content
(Directive 2002/67/EC), it is recommended — on the grounds of preventive health protection —
that information should be provided on the packaging of energy drinks that

» adverse effects cannot be ruled out when larger amounts of these beverages are
consumed in conjunction with intensive physical activity or with intake of alcoholic
beverages;

» beverages of this kind, particularly when consumed in larger amounts, are not rec-
ommended for children, pregnant women, lactating women or individuals who are
sensitive to caffeine."

In this context, BfR draws attention to the fact that in other European and non-European
countries corresponding information (e.g. Finland, Canada), limitations on ingredients (e.g.
France) or bans (e.g. Denmark, Norway) are already in place or are recommended for en-
ergy drinks [2, 3].

BfR points to the need for clarification whether certain risk groups, for instance because of
existing health disorders, have a heightened sensitivity to possible adverse effects after con-
suming energy drinks.

Until the submission of corresponding robust studies, on the grounds of preventive health
protection BfR advises patients with high blood pressure or heart disease to exercise mod-
eration when consuming energy drinks.

With reference to the current reassessment of energy drinks by the European Food Safety

Authority (EFSA) [3], BfR recommends an EU-wide uniform approach for the placing on the
market of energy drinks.
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3 Reasons
3.1 Prior assessments of energy drinks, also when mixed with alcoholic beverages

BfR and its predecessor Institute have already adopted a critical position on several occa-
sions about the health assessment of energy drinks, also when combined with ethanol.
Amongst other things, they recommended information in this respect on the label [e.g. 4, 1].
In each case they based their comments on the current opinions of the Scientific Committee
on Food (SCF) from 1999 [5] and 2003 [6]. In this context reference is made to the funda-
mental opinions of 26 April 2000 [7], 18 March 2002 [1] and 19 August 2003 [4] expressed by
BfR and its predecessor institute. In the expert report of 18 March 2002 [1] attention also
focused on the reports from Sweden, Ireland and Greece about adverse cardiac and central
nervous effects and two fatalities where a possible association was seen between the con-
sumption of energy drinks and alcohol intake or intensive physical activity without a causal
relationship being proved. Furthermore, the results of a survey amongst German poison in-
formation and treatment centres on the health impairments caused by energy drinks from
September 2002 should be mentioned. It is difficult to interpret these findings which include
seizures, tachycardia (increased heart rate), cardiac dysrhythmia, rhabdomyolysis (decline of
skeletal muscle cells), agitation, hypertonia (high blood pressure), respiratory disorders and
psychotic conditions because partly alcohol, medicine and drugs, were also taken in addition
to the consumption of energy drinks.

As far as the combined intake of energy drinks and ethanol is concerned, in the above-
mentioned expert opinions the possibility of various interactions from the parallel consump-
tion of ethanol, caffeine, taurine and glucuronolactone was considered. Given the influence
of the individual components on the same organ system (e.g. central nervous system, car-
diovascular system for ethanol, caffeine and taurine) or the similarity of toxicological effects
(e.g. diuretic effect of ethanol, caffeine and taurine, reprotoxic and addictive effects of etha-
nol and caffeine), there could be a synergistic effect of possible toxicological relevance com-
pared to the use of the isolated substances.

Regarding the data on the toxicological assessment of caffeine, reference is made to the
expert opinions of 18 March 2002 and 19 August 2003 [1, 4] (cf. also 3.2.5).

The following excerpt from an expert opinion of 24 June 2004 presents the previous level of
knowledge on the assessment of energy drinks combined with the intake of ethanol:

"...Regarding the joint intake of caffeine and ethanol and the possibility of resulting relevant
synergistic effects concerning diuresis, addiction potential, genotoxicity and carcinogenicity,
no experimental or clinical data are known. Only incomplete information, as stated also else-
where, is available on central nervous interactions [8, 9, 10]. For instance robust studies on
the psychomotor and mental parameters which are of decisive importance for safety on the
roads and at the workplace are not available. The available contradictory results [11-18] were
in some cases the consequence of time differences in administration [9]. It is also assumed
that ethanol and caffeine show complex dose-dependent interactions and that for the same
test parameter, depending on the dose, they can manifest both potentiating and antagonistic
effects [10]. Reliable findings could only, therefore, be obtained if combinations of several
doses of both agents were tested in broad dose ranges. These requirements are not met by
the studies in which ethanol and caffeine by means of synergistic effects, e.g. increased the
reaction time (doses: 150 mg caffeine/person, 2.2 ml ethanol/kg body weight) (80) and re-
duced the ability of men to concentrate (dose: 300 mg caffeine-sodium benzoate, 30 ml 70%
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ethanol) [12]. The last-mentioned study also elucidates how gender-specific the effects and
interactions are since the individual substances increased the ability of women to concen-
trate (whereas they reduced this ability in man) and when administered jointly they had an
antagonistic effect in women. In the literature it is pointed out that the dependence of the
results not only on gender but also on age, physical and mental state and on the influence of
possible withdrawal symptoms after abstinence had not been taken sufficiently into account.
For that reason definitive statements on interactions between caffeine and ethanol were
premature [10].

It should be noted that from behavioural tests in animals a synergistic effect of the combined
administration of ethyl alcohol and caffeine is also known [19, 20]. The cited authors repeat-
edly warned about a possibly fatal misjudgement by consumers in particular in terms of road
and workplace safety that caffeine could reverse or alleviate the relevant effects of alcohol.

Data are available from animal experiments which point to an amplification of embryotoxic
ethanol effects through caffeine [21-23]. However, caffeine doses were selected here which
are above the level of human exposure. No reliable epidemiological human studies are avail-
able. From epidemiological studies BfR does not have any indications that caffeine, when
consumed with ethyl alcohol, has a coteratogenic effect. However, this question was not suf-
ficiently examined [24].

Finally, elevated caffeine concentrations were measured in the plasma and serum in various
human studies in conjunction with the combined administration of ethyl alcohol and caffeine
[16, 25]. This could be the consequence of the reduced metabolisation of caffeine caused by
ethyl alcohol [25], which is also suspected on the basis of studies in mice [26].

Also the available animal experiments, in which the effects of the joint administration of
taurine and ethanol were examined, showed partially agonistic and partially antagonistic im-
pact of taurine on the alcohol-related effects with variations in dose, administration route and
regimen [27, 28-37].

For instance, significant interactions were observed in one behavioural test in mice given at
the same time ethanol (0, 1.0, 1.5, 2.0 and 2.5 g/kg body weight, applied as a 20%(v/v) solu-
tion in distilled water) and taurine (0, 30, 45 and 60 mg/kg body weight) i.p.. Whereas the
administration of taurine (30 or 45 mg/kg body weight) led to a reduction in movement activity
in the animals given 1.0 g ethanol/kg body weight, the taurine intake (all doses) in animals
treated with 2.0 g ethanol/kg body weight led to an increase in movement activity compared
to the animals who were given a sodium chloride solution in addition to ethanol [28].

In several animal experiments it was also shown that, depending on the test model, taurine
can shorten or prolong the ethanol-induced sleep time [31-37].

There is a suspicion that antagonistic taurine effects are linked to the stimulating effect of
taurine on the adehyde dehydrogenase activities involved in ethanol metabolism [38, 39].

SCF also sees a possible interaction between taurine and ethanol [6]. It points out more par-
ticularly that both taurine [40] and ethanol centrally inhibit the release of the antidiuretic hor-
mone (vasopressin). Hence, they could have an additive effect which could lead in the short-
term to increased water and sodium loss from the body.

BfR is not aware of any interactions between glucuronolactone and ethanol. Nor does it be-
lieve they are likely [6] ..."
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By way of summary it can be noted that, as in the previous expert opinions of 18 March 2002
[1] and 19 August 2003 [4], the health assessment of the normal consumption of energy
drinks (without added alcohol) already involves several fundamental uncertainties. For in-
stance, the inadequate level of knowledge does not permit at the present time the definition
of an upper level for taurine or glucuronolactone up to which daily intake can be considered
safe [6]. Furthermore, interactions between caffeine and taurine have not been sufficiently
examined [6]. Aside from these uncertainties, in the case of the combined consumption of
energy drinks and ethanol, possible additional risks resulting from the insufficiently exam-
ined interactions described above between the ingredients of energy drinks and ethanol have
to be taken into account. The Scientific Committee on Food (SCF) of the European Commis-
sion deems the additive interactions of caffeine and taurine concerning the diuretic effect to
be probable. They could be further enhanced by ethanol and could theoretically lead, in con-
junction with fluid loss through sweating, to short-term dehydration [6].

Against this back BfR has formulated fundamental concerns about the combined consump-
tion of energy drinks and alcoholic beverages:

» There is a considerable need for research and clarification (e.g. elaboration of action
profiles for the individual substances considering high intake levels, studies on the
possible interactions between the ingredients with and without the additional effects
of alcohol and/or physical activity).

» In addition to the currently prescribed labelling on high caffeine content (Directive
2002/67/EC), information on the packaging of energy drinks about the problems
linked to mixing alcohol with energy drink ingredients is recommended.

3.2 New data on the assessment of energy drinks, also when mixed with alcoholic
beverages

A literature search was carried out and information was sought from the Swedish sister au-
thority of BfR, the National Food Administration (Statenslivsmedelsverk, Uppsala), about the
outcome of planned human studies on the health effects of the consumption of energy
drinks. The results of the Swedish studies [41,42], as well as other relevant findings, are pre-
sented below.

3.2.1 Swedish study — Cases with severe symptoms possibly linked to energy drinks

In one hospital with a catchment area of approximately 500,000 people, cases of disease
and fatalities were observed in which energy drinks consumption is possibly involved [41]. In
each of the following four cases the individuals had consumed alcohol and energy drinks:

Case 1: A 19-year-old woman had consumed, one evening in 2000, around six drinks made
from Red Bull and vodka with her friends. Around 7 pm she had a meal. According to her
friends she did not take any further food or beverages after midnight and was not particularly
drunk when she separated from her friends at 3 am. The next morning she was found dead
in her bed. She had not left behind a farewell letter or any signs that could be linked to her
death.

The forensic examination yielded the picture of a haemorrhagic pulmonary oedema. The
forensic analysis was negative concerning medicines, drugs and toxins. In one blood sample
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from her thigh 0.87 parts per thousand of ethanol were detected. Aside from these forensic
findings no clear cause of death could be established [41].

Case 2: A 31-year-old woman, who had gone dancing with friends one evening in 2001
drank Red Bull and vodka in the course of the evening. Whilst dancing the woman was sud-
denly no longer responsive and collapsed. Immediate attempts were made to resuscitate
here. When the emergency doctor arrived, the patient had a weak pulse in the carotid artery
and needed artificial respiration. During transport to hospital her pulse fell out which is why
extended heart-lung reanimation was initiated. On arrival at the hospital ventricular fibrillation
occurred. 15-fold defibrillation within 20 minutes was not successful.

The forensic examination merely revealed slight connective tissue deposition in the cardiac
musculature and a slight fatty liver. 0.63 parts per thousand of ethanol were found in a blood
sample from her thigh. Screening for medicaments and drugs proved negative. Aside from
the forensic study results, no clear cause of death could be established.

Interpretation: see Case 3.

Case 3: An 18-year-old man had spent a week preparing intensively in summer 2005 for his
theoretical driving test. The case history revealed that he had consumed at least a few cans
of Red Bull every day "in order to maintain his level of concentration”. Together with his
friends he was watching television when he suddenly collapsed. Attempts were made by a
neighbour, a trained fireman, to resuscitate him. The forensic examination revealed an ex-
tensive cerebral oedema, a comprehensive pulmonary oedema and light to moderate con-
nective tissue deposits in the cardiac musculature.

The ensuing examination identified 0.59 ~parts per thousand of ethanol in the blood from his
thigh and 0.80 parts per thousand of ethanol in urine but no signs of drugs or anabolic ster-
oids. The forensic examination could not establish any clear cause of death.

Interpretation of cases 2 and 3:

The forensic examinations identified moderate isolated connective tissue deposits in the car-
diac muscles of the deceased patients (cases 2 and 3). It was not possible to determine their
genesis but according to the hospital pathologist they were a frequent clinical finding in post-
mortem examinations. It was known that connective tissue deposits in the heart are arrhyth-

mogenic [43]. Whether the moderate deposits, which were observed in the described cases,

could pose a higher risk of cardiac dysrhythmia, was a question that still had to be answered
[41].

Case 4: A 20-year-old man had suffered from epilepsy as a child around the age of 8 but had
been free of attacks and had not undergone any treatment since then. He had been admitted
to hospital one morning suffering from acute seizures. The case history revealed that the
previous evening he had drunk Red Bull and vodka (approximately 35 cl vodka). The ensuing
CT examination with a contrast agent and the EEG did not provide any clear explanation.

Interpretation: The authors point out that taurine can lead to hypoglycaemia (very low blood
sugar). Seizures were a relatively frequent phenomenon in emergency hospitalisation. In the
majority of cases the ensuing examination did not identify any cause. The patient had suf-
fered from an earlier epilepsy in childhood and had consumed alcohol the previous evening.
He probably also had a disrupted sleep cycle and perhaps secondary hypoglycaemia with
reduced glycogenolysis in the liver. A causal (primary) relationship between taurine and the
seizures could, therefore, be deemed to be very unlikely. Theoretically, taurine could lead to
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hypoglycaemia in vivo with a reduction in the seizure threshold. In vitro it could be observed
that taurine can bind to the insulin receptors or directly stimulate insulin release in the beta
cells [41, 44].

Energy drink consumption not combined with alcohol:

Case 5: A 31-year-old, active football referee who trained regularly went to an outpatient’s
clinic showing signs of loss of appetite and a poor general condition one week after taking

partin a 3,000 m competition. The examination revealed rhabdomyolysis and acute kidney
failure with tubular necrosis. The maximum S-creatinine value was 835 pumol/l.

At the follow-up examination the patient's health was completely restored and there was no
reduction in kidney function. Auto-antibodies and the conventional examination results were
normal. The case history revealed that the patient had drunk three cans of Red Bull before
the competition.

Interpretation: The authors believe it is conceivable that taurine caused the rhabdomyolysis.
The patient had been comprehensively examined without finding an explanation for the
rhabdomyolysis. The distance covered by the patient was short compared with his physical
capacity. One possible explanation model was that he was relatively dehydrated and had
sought to remedy this by consuming 750 ml energy drink. The following could have been
considered the possible genesis for the rhabdomyolysis: hyperosmolarity could have contrib-
uted, through intracellular accumulation of the taurine without sodium exchange, to major
swelling and necrosis (death) of the myocytes (muscle cells) [41].

In the Swedish publication the following study findings were presented within the framework
of the discussions:

An open, non-randomised study for 10 patients with chronic haemodialysis ("blood wash-
ing"), in which 100 mg taurine/kg body weight/day were administered, had to be abandoned
prior to expiry of the 10 weeks before all the patients had been integrated. The reason given
was that the patients suffered, amongst other things, from severe dizziness. On average the
plasma level of taurine increased by ~ 3,600%. The intramuscular taurine content increased
by approximately 295% [45].

Interpretation [41]: Patients with chronic renal insufficiency have low taurine levels both in
plasma and intramuscularly [45] which could possibly be of relevance for the muscle weak-
ness, cardiac insufficiency and neurological symptoms which frequently incurred in this group
of patients. The accumulation of taurine in patients with chronic renal insufficiency was rele-
vant; haemodialysis would not suffice to regulate the taurine level. The symptoms had re-
ceded once taurine intake had been halted. However, renewed administration of half the
dose (50 mg taurine/kg/day) led to their reappearance. The authors, therefore, concluded
that this group of patients should avoid taurine-containing energy drinks [45].

Lehtihet et al. [41] furthermore pointed out that according to information from the National
Poisons Information Centre in Ireland (NPIC) 17 cases had been reported between 1999 and
2005 involving two fatalities in conjunction with the consumption of energy drinks. In these
cases the symptoms confusion, tachycardia and seizures had been observed. BfR contacted
the Irish Centre and asked for information.

Furthermore, the authors discussed [41], with reference to conditions in Japan, a speculative
theory about possible associations between sudden unexplained fatalities and a stressful

Page 7 of 19



[
| &
Federal Institute for Risk Assessement r ‘7r B l R

working life ("Karoshi" in Japanese), moderate alcohol consumption and major taurine in-
takes. This intake had been established in Japan from the intake of food and folk medicines.

Lehtihet et al. [41] discussed the findings in conjunction with the results explained in Chapter
3.2.2 and mainly focused on the amino acid taurine. It is regarded as a conditionally semi-
essential amino acid which is involved in various key physiological processes, e.g. as a neu-
romodulator and transmitter substance in the central nervous system. Its main task is osmo-
regulation in interaction with sodium, for instance in the myocardium (cardiac muscle), the
skeletal musculature and the kidneys. Given that with energy drinks far more taurine is in-
gested (250 ml dose contains maximum 1000 mg taurine) than with a normal diet (maximum
natural intake is estimated to be 400 mg/day [6]), they point to the inadequate level of knowl-
edge about the maximum acceptable daily intake of taurine, its interactions with caffeine and
ethanol in conjunction with physical effort or dehydration and about the general safety of en-
ergy drinks.

3.2.2 Swedish study on the cardiac impact of energy drinks

10 test persons aged between 19 and 30 were given a) no beverage, b) 750 ml energy drink,
¢) 750 ml energy drink with 70-110 ml vodka 30 minutes prior to physical activity. In contrast
to a) the heart rate variability (HRV) fell with b) and fell even further with c) after consuming
the beverage within 30 minutes ofcommencing physical activity. A lower HRV is seen as an
indication of a reduced balance in the heart's nervous system. This correlates with an ele-
vated risk of arrhythmias, which in turn is seen as an elevated risk for sudden cardiac death.
The available study could not, however, identify any elevated incidence of arrhythmias. Ac-
cording to the authors the results indicate that, under the above-mentioned exposure condi-
tions, there are elevated risks particularly for individuals with congenital arrhythmias [41, 42].

3.2.3 American study on the cardiac impact of energy drinks

At the "American Heart Association’s Scientific Sessions 2007“ J.K. Kalus reported on an
orientational study concerning the cardiovascular effects of energy drinks which was con-
ducted in healthy test persons (8 women, 7 men) with low blood pressure and an average
age of 26 in a state of physical rest [47, 48, 49, 50]. After an initial examination during which
blood pressure and heart rate were measured and an ECG was carried out, each participant
consumed 500 ml of an energy drink (2 cans) containing a total of 80 mg caffeine and 1000
mg taurine. The examinations were repeated half an hour later and after 1, 2, 3 and 4 hours.
On each of the following five days the participants again drank 500 ml and on the seventh
day the procedure of the first day was repeated. The researchers noted an increase in sys-
tolic blood pressure of 10 mm Hg and an increase in heart rate of 5 to 7 beats per minute in
the four hours after consumption of the beverage. No habituation could be determined follow-
ing several days intake since the effects were slightly enhanced on the seventh day. The
ECG revealed a minor prolongation in the QTc time which was not, however, significant. Until
the submission of further findings the researchers recommended that patients with high
blood pressure or cardiac diseases and corresponding medication should refrain from con-
suming energy drinks because of a possible health risk. The researchers pointed to uncer-
tainties concerning the importance of these findings for the intake of energy drinks in combi-
nation with alcoholic beverages or physical activity. In the case of the latter blood pressure
and pulse were higher and people with unknown heart problems could be affected [47, 48,
49, 50].
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3.2.4 Case reports on the occurrence of central nervous disorders with a possible link to the
consumption of energy drinks

lyadurai and Chung [51]) reported on four patients who suffered generalised cerebral sei-
zures after consuming a high but not after consuming a low dose of energy drinks without
there being any reports of parallel alcohol consumption. For instance a healthy 25-year-old
man developed generalised cerebral seizures on two occasions with a four-month gap after
consuming energy drinks each time on an empty stomach. Prior to this he had never had
symptoms of this kind nor did they occur after six months’ abstinence from energy drinks. In
the case of the last exposure he had consumed 1420 ml (2 x 24 ounces) of an energy drink
30 to 60 minutes prior to the seizure. Two other patients suffering from migraine manifested
seizures after energy drink consumption whereby in one case the energy drink was taken on
a empty stomach, in the second case in conjunction with the use of caffeine tablets. A fourth
patient, who suffered from a seizure for the fourth time, was quoted as saying that he only
had seizures when he consumed more than 1420 ml of an energy drink.

The authors reported that none of the patients suffered renewed seizures following absti-
nence and that the prior seizures had only occurred after consumption of high amounts of an
energy drink. Neurological examinations did not reveal any signs of a different cause.

The authors pointed out that taurine shows both anti-convulsive and epileptogenic properties
in animal experiments. It is known that caffeine can trigger seizures at high doses and that in
epilepsy patients the threshold for the onset of seizures may be lower.

Information was posted on the Internet about the onset of a seizure in a 14-year-old diabetic
girl having drunk one can of an energy drink [52].

Attention is drawn to the triggering of a manic episode in a manic-depressive patient after he
had consumed three cans of Red Bull on two days with a three-day interval [53].

3.2.5 Prospective cohort study on maternal caffeine consumption

Weng et al. [54] recorded in a perspective cohort study involving 1,063 women published in
2008 the course of pregnancy up to the 20" week of pregnancy. They observed that com-
pared to pregnant women with no caffeine intake, the women who were exposed daily to 200
mg caffeine were at increased risk of miscarriage (15% versus 12%) and that the corre-
sponding risk for pregnant women with caffeine intakes of more than 200 mg was considera-
bly higher (25% versus 12%). This result was independent of the type of caffeine-containing
preparation.

3.2.6 Current inquiries by BfR to the German Poison Information and Treatment Centres
(GlIZ) and BVL on notifications of health impairments following the consumption of energy
drinks

In January and February 2008 BfR contacted BVL (Federal Office of Consumer Protection
and Food Safety) and the German Poison Information and Treatment Centres about reports
of health impairments following the consumption of energy drinks. BVL was not aware of any
reports of this kind since 2005. Information is currently available from six of the nine GIZ in
the Federal Republic of Germany which indicates that a total of 91 reports (double reporting
possible) about adverse effects following the consumption of energy drinks between 2001
and 2007 (in some cases shorter reporting periods for individual GIZ) were known. The
health impairments were observed in part after consumption of very high levels of energy
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drinks and/or combined intake with alcoholic beverages, medicines or drugs. It is not possi-
ble to evaluate the findings with a view to identifying causal relations because the summary
depiction does not give access to the main details. This also applies to a fatality involving a
young adult who died before the emergency doctor arrived. He had consumed unknown
amounts of anenergy drink and vodka at a party. The spectrum of symptoms described
which included stomach pain, high blood pressure, tachycardia (increased heart rate), ven-
tricular fibrillation, visual disorders, seizures and myoclonia (muscular twitching) largely cor-
responded to what is already known from the available reports.

This situation reveals the need for targeted studies to record the exact circumstances under
which energy drinks may possibly lead to adverse effects and also to clarify possible causal
relationships.

3.2.7 Interaction between the individual ingredients of energy drinks, and with ethanol: New
findings

3.2.7.1 Combination of caffeine and taurine

In a double-blind study 8 female and 6 male students aged between 18 and 23 were either
given the placebo or 100 mg caffeine and 1000 mg taurine in tablet form. This was deemed
to be a similar intake to a can of Red Bull (80 mg caffeine and 1000 mg taurine). The active
substance combination had no effect on short-term memory. It did, however, cause a signifi-
cant reduction in heart rate (with unchanged blood pressure) 45 minutes after consumption.
70 minutes after consumption the heart rate returned to normal and a significant increase in
blood pressure was observed. The authors suspect that the reduction in pulse resulted from
blood pressure-induced bradycardia (lowering of the heart rate) caused by caffeine and that
this effect was possibly potentiated by taurine [55].

Riesenhuber et al. [56] investigated a possible diuretic effect of caffeine in combination with
taurine in a blind crossover trial involving twelve male test persons aged between 18 and 28.
After a 12-hour liquid fast, they were given 750 ml of one of four energy drink preparations
which contained 240 mg caffeine and 3 g taurine or only one or neither of the two compo-
nents. Urine volume, urinosmolarity and sodium excretion in urine were measured whereby
the first two parameters were significantly increased by caffeine and the caffeine-taurine mix-
ture but not by taurine. Overall, it was shown that under the test conditions fluid and sodium
excretion was mainly influenced by caffeine in the moderately dehydrated test persons and
that there were no related synergistic effects of caffeine and taurine [56].

3.2.7.2 Combination of taurine and ethanol

From experimental studies it is known that taurine and ethanol interact in the central nervous
system (CNS) [57]. Both taurine and ethanol have positive allosteric, modulator effects on
neuronal ligand-mediated CI" channels (e.g. GABA, (gamma-amino butyric acid,) and gly-
cine receptors) and inhibitory effects on other ligand and tension-mediated cation channels
(e.g. NDMA (N-methyl-D-aspartate) and Ca®* channels). Microdialysis studies showed that
ethanol increases the extra-cellular taurine concentrations in numerous brain regions
whereby the functional consequences are still not clear. It is assumed that the endogenous
taurine system is an important modulator of ethanol effects on the CNS [57]. New findings in
rats indicate that taurine is an endogenous ligand of the glycine receptors in the nucleus ac-
cumbens and that taurine, similar to ethanol, leads to an increase in the dopamine concen-
tration in this region [58]. Given these findings and the fact that the mesolimbic dopamine
system is involved in reward-driven behaviour and the onset of dependency, this raises the
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guestion whether the taurine-mediated activation of the mesolimbic, dopaminergic neurons
could be linked to the subjective effects of the energy drinks. Given the current unsatisfactory
level of knowledge, it is not possible to answer this question. The authors, however, believe it
is questionable whether — given the greater difficulties for taurine to cross the blood-brain
barrier, sufficient taurine concentrations could be reached in the brain after energy drink con-
sumption in order to activate the dopaminergic neurons. It is uncertain whether the admini-
stration of taurine can influence mesolimbic dopamine function, which is altered in the case
of alcohol dependency, dependency on other substances, psychoses and manic depression.
This needs to be clarified [58].

3.2.7.3 Combination of caffeine and ethanol

Given the new trend amongst young people in various countries of consuming caffeinated
alcohol (e.g. energy drinks mixed with vodka or caffeinated beers) [59], various research
groups examined the question whether the popular belief is correct that the intake of energy
drinks or caffeine can reduce the central nervous depressing effects of alcohol [59-68]. By
way of summary from the study results, the conclusion can be drawn that the co-
administration of caffeine, also as an ingredient in energy drinks, reduced the consumer’s
awareness of alcohol intoxication compared to awareness in conjunction with isolated alco-
hol intake. More particularly, the relevant alcohol-related impairments for safety at the work-
place and when driving were not compensated by the effects of caffeine [e.g. 59, 60, 62, 64,
65]. The resulting estimations of the researchers that for instance ".... the person is drunk but
does not feel as drunk as he really is* [67-69] or the described misinterpretation of an alert
state of mind despite alcohol consumption as being sober [61, 62] revealed the risk of mis-
judgements (e.g. of psychomotor skills) linked to the consumption of alcohol-containing en-
ergy drinks/caffeinated beers.

Ferreira et al. [59] examined for instance the effects of Red Bull (dose corresponded to one
can of 250 ml/70 kg person) or vodka (dose of 2.5 or four standard drinks equivalent to 0.6 or
1.0 g ethanol/kg body weight) as isolated intake and as a mixture with the taste unchanged
through fruit juice in 26 male test persons aged between 23 * 3 years in a double-blind study.
The test persons’ awareness of headaches, weakness, dryness of the mouth and subjec-
tively perceived motor co-ordination in conjunction with the intake of alcohol-containing en-
ergy drinks was reduced compared with isolated alcohol consumption. The objective meas-
urements of motor co-ordination and visual reaction time revealed that the addition of energy
drinks could not compensate for the worsening motor co-ordination and visual reaction time
caused by alcohol.

The evaluation of a survey of 4,275 students at 10 universities in North Carolina revealed
that students who consumed alcohol together with energy drinks, had a two-fold higher risk
of alcohol-related damage and consequences (e.g. in respect of injuries, sexual exploitation
and misjudgements of ability to drive) than those who drank alcohol without mixing this with
energy drinks [66-68].

3.2.8 Reassessment of energy drinks by the European Food Safety Authority (EFSA)

EFSA is currently involved in updating its assessment of ingredients in energy drinks [3]. This
was prompted by the new animal experiment data on taurine and glucuronolactone submit-
ted by one of the leading market manufacturers of energy drinks. Based on the existing SCF
assessments of energy drinks [3, 6], the European Commission asked EFSA to undertake a
reassessment [3]. This request was made against the backdrop that following fatalities in
Ireland and Sweden, energy drinks are currently banned in France, Denmark and Norway
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(not an EU Member State) and that the French import ban has been upheld as being in con-
formity with Community law by the European Court of Justice [cf. 2].

3.3 Update of the risk assessment of energy drinks, also when mixed with alcoholic
beverages

In view of the two fatalities and the adverse effects in connection with the consumption of
energy drinks, the cause of which had not been established, the BfR expert opinion of 18
March 2002 [1] reported on the growing suspicion that the safety of energy drinks under the
preconditions and circumstances under which they are possibly drunk mainly by young con-
sumers should in principle be called into question. Against this background possible options
were discussed for risk reducing measures which should be included in the deliberations on
a uniform EU-wide approach. Besides the proposed additional information on product labels,
reducing the concentration of the main ingredients in the energy drinks and the suspension
of approval for energy drinks were also considered.

The recent fatalities that emerged from Sweden (3.2.1) and further reports about serious
adverse effects (3.2.2 up to 3.2.4) substantiate the existing suspicion - where the causal rela-
tionship is still unclear - that under certain circumstances energy drinks could pose major
health risks.

It is noticeable that further deaths have been reported in conjunction with combined energy
drink and alcohol consumption. Also after the consumption of energy drinks in conjunction
with physical activity a renewed case was observed of a severe acute disorder (rhabdo-
myolysis with renal failure, cf. 3.2.1). Indications of a possible interaction between the energy
drink ingredient taurine and ethanol are also of interest (3.2.1 and 3.2.7.1).

Further research about the observed cardiac findings in healthy test persons is deemed to be
necessary. There is also a need to clarify whether risk groups can be identified with specific
clinical pictures. The question should be asked whether the consumption of energy drinks
could pose a potential health risk for patients suffering from high blood pressure, arrhythmias
or other heart disorders, (cf. 3.2.2., 3.2.3, 3.2.7.1.). Furthermore, there have been cases in
which cerebral seizures were observed after the intake of larger amounts of energy drinks.
Here the question should be raised whether, for instance, epileptics and diabetics could run a
higher risk of adverse effects (cerebral seizures and lowered blood sugar, respectively) as a
consequence of high energy drink consumption. There is also a need to elucidate the extent
to which adverse effects, like central nervous seizures, are the result of hypoglycaemia
caused by the action of taurine. This could play a part in the seizures suffered by a 14-year-
old diabetic (3.2.4). In this context it should be pointed out that hypoglycaemia can be a
symptom of elevated alcohol intake.

Finally, the question should be examined whether patients suffering from renal insufficiency
(3.2.1), migraine (3.2.4) or mental disorders (3.2.4) must also be considered as highly sensi-
tive risk groups for energy drinks.

The recommendation made in the BfR report of 18 March 2002 [1] about the need for re-
search is upheld and should be supplemented with the topical questions presented above.

The updating of data reveals the importance of the recommended special information on the
product label. In this context the results of the Swedish study (3.2.1) support the indications
of possible adverse effects from the combination of the consumption of larger amounts of
energy drinks together with extensive physical activity or alcoholic beverages. Concerning
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the indications of not recommending these beverages, particularly in larger amounts, for chil-
dren, pregnant women, lactating women and individuals who are sensitive to caffeine, refer-
ence is initially made to the statements in earlier BfR opinions, for example from 19 August
2003 [4]. In that opinion BfR in principle advised that caffeine intake should be restricted dur-
ing pregnancy. Based on the available epidemiological data it had been recommended up to
now that — with a view to the risks of spontaneous abortion, premature delivery and intrauter-
ine growth retardation - the daily dose should be lower than 300 mg caffeine/person. Bearing
in mind current findings (cf. 3.2.5) it is now recommended that the daily dose should be less
than 200 mg caffeine/person. As already indicated in earlier expert reports, children are also
seen as a risk group who could react highly sensitively to caffeine [4]. Findings are available
which indicate that increased excitability, nervosity or anxiety were observed at a dose of 5
mg/kg body weight. Attention is drawn to the lack of information on the long-term effects of
caffeine intake in children.

Given the cardiovascular effects of energy drinks described in Chapters 3.2.2, 3.2.3 and
3.2.7.1, BfR advises that until clarifying studies are available, patients with high blood pres-
sure or cardiovascular diseases should be advised to exercise restraint when consuming
energy drinks on the grounds of preventive health protection.

These recommendations reflect the situation that energy drinks are a special category of
caffeine-containing beverages which not only contain caffeine but also other ingredients in
high concentrations. Furthermore, the interaction between all the components has not been
sufficiently researched.

The results of more recent studies (3.2.2) and new mechanistic findings on possible interac-
tions between ethanol and taurine in the central nervous system (3.2.7.2) substantiate the
concerns formulated in the report of 26 April 2000 [7] about the joint intake and joint market-
ing of energy drinks and alcoholic beverages. However, the available data are still not com-
plete and do not permit any dose-related statements.

4 Recommended measures
Consumer information

In addition to the currently prescribed labelling requirements on high caffeine content (Direc-
tive 2002/67/EC) and given the updated data on the questionable safety of energy drinks,
BfR reiterates its existing recommendation on the grounds of preventive health protection
"that

» adverse effects cannot be ruled out when larger amounts of these beverages are
consumed in conjunction with intensive physical activity or with the intake of alcoholic
beverages,

» beverages of this kind, particularly when consumed in larger amounts, are not rec-
ommended for children, pregnant women, lactating women or individuals who are
sensitive to caffeine.”

Firstly, as a result of this consumers would be distinctly informed about the possible occur-
rence of “adverse effects" under the described conditions. Secondly, children, pregnant
women and lactating mothers would also be advised about this. They are deemed to be
groups who require special protection and for whom possible health risks as a consequence
of exposure to caffeine and other energy drink components are relevant [e.g. 4, 54]. Finally,
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individuals who are sensitive to caffeine would also be informed. This group also includes
patients with arrhythmias or mental disorders. They must be considered as particularly sensi-
tive risk groups for the effects of energy drinks.

Attention must be drawn to the risk of confusing the designation "energy drink” with carbohy-
drate-containing sports beverages. The latter supply calorific energy, are consumed in larger
amounts in conjunction with intensive physical activity and are, therefore, associated with the
consumer conditions which are specifically contra-indicated for energy drinks (3.2.1). The
risk of misinterpreting the term "energy drink" is also highlighted by the categorisation used in
the KIGGS Consumption Study on Children's and Adolescents’ Health [70], in which “sports
and energy beverages” are both included in the category "energy drinks".

As is the case for other foods with pharmacologically active ingredients, the question is also
raised in conjunction with energy drinks about how to convey comprehensive risk relevant
information which reflects the possible special health sensitivity of certain consumer groups.
The additional mention of an official Internet address, telephone number and address on the
food label could mean that the consumers could access in a targeted manner information
pages cleared by authorised offices. This had already been mentioned in the BfR expert
opinion of 17 February 2005 [71] using the example of quinine-containing bitter drinks.

Recommendation of an EU-wide harmonised approach

BfR believes there is a need for an EU-wide harmonised approach that reflects the current
data situation. This could encourage EU-wide data matching and lead to the emergence of
new findings about consumer groups who may be particularly sensitive to energy drinks. As
far as exposure is concerned, it is pointed out that in the SCF expert report [6] which is still
valid, reference was made to the unit of 250 ml cans for energy drinks which had been the
norm up to then whereas far larger packs are now sold internationally.

Attention is also drawn to the ongoing need for research on the possible adverse effects of
energy drinks in humans. In this context an EU-wide harmonised procedure is desirable.

5. References
1 BfR, 2002. Gesundheitliche Bewertung von Energydrinks. www.bfr.bund.de
2 Kettemann MC; 2005.
Die europarechtliche Zulassigkeit von Importverboten aus Griinden des Gesundheits-

schutzes. European Law/Europarecht, Vol. 1/2: 215-225.

3 EU Food Law; 2007. EFSA to look into new evidence on Red Bull safety. August 31.:
13-14.

4 BfR, 2003. Alkoholhaltige Mischgetranke mit Koffein und koffeinhaltigen Zutaten.
Bundesinstitut fur Risikobewertung. www.bfr.bund.de

5 Scientific Committee on Food; 1999. Opinion on caffeine, taurine and d-glucorono-

gamma-lactone as constituents of so-called “energy” drinks. European Commission,
CS/PLEN/ENDRINKS/9 Final, expressed on 21 January.

Page 14 of 19



[
| &
Federal Institute for Risk Assessement r ‘7r B l R

6 Scientific Committee on Food; 2003. Opinion of the Scientific Committee on Food on
additional information on “energy” drinks. European Commission,
SCF/CS/PLEN/ENDRINKS/16 Final, expressed on 5 March.

7 BgVV, 2000, Einfuhr und Inverkehrbringen eines koffein- und alkoholhaltigen Misch-
getrankes, Bundesinstitut fir Risikobewertung. www.bfr.bund.de

8 Scientific Committee on Food; 1998. Taurine Working Paper on the data relevant for
the safety assessment of dietary intake submitted by Drs. B. Dusemund and B. Viell,
BgVV, Berlin. (Dossier 131,01) European Commission, CS/PLEN/ENDRINKS/7, 17
April.

9 Koelega HS; 1998. Effects of caffeine, nicotine and alcohol on vigilance performance.
Nicotine, Caffeine and Social Drinking, ed. Snel J, OPA (Overseas Publishers Asso-
ciation), Amsterdam.

10 Pihl RO, Assaad JM, Bruce KR; 1998. Cognition in social drinkers: the interaction of
alcohol with nicotine and caffeine. Nicotine, Caffeine and Social Drinking, ed. Snel J,
OPA (Overseas Publishers Association), Amsterdam.

11 Oborne DJ, Rogers Y; 1993. Interactions of alcohol and caffeine on human reaction
time. Aviation, Space, and Environmental Medicine, Vol. 54: 528-534.

12 Keuchel I, Kohnen R, Lienert GA; 1979. The effects of alcohol and caffeine on con-
centration test performance. Arzneim.-Forsch./Drug Res., Vol. 29 (1)/6: 973-975.

13 Forney RB, Hughes FW; 1965. Effect of caffeine and alcohol on performance under
stress of audiofeedback. Journal of Studies on Alcohol, Vol. 26: 206-212.

14 Nash H; 1966. Psychological effects and alcohol-antagonizing properties of caffeine.
Journal of Studies on Alcohol,Vol. 27: 727-734.

15 Fudin R, Nicastro R; 1988. Can caffeine antagonize alcohol-induced performance
decrements in humans? Perceptual and Motor Skills, Vol. 67: 375-391.

16 Azcona O, Barbanoj MJ, Torrent F; 1995. Evaluation of the central effects of alcohol
and caffeine interaction. Br. J. Clin. Pharmacol, Vol. 40: 393-400.

17 Rush CR, Higgins ST, Hughes JR, Bickel WK, Wiegner MS; 1993. Acute behavioural
and cardiac effects of alcohol and caffeine, alone and in combination, in humans. Be-
hav. Pharmacol. Vol. 4: 562-572.

18 Liguori A, Robinson JH; 2001. Caffeine antagonism of alcohol-induced driving im-
pairment. Drug Alcohol Depend., Vol. 63: 123-129.

19 Kuribara H, Asahi T, Tadokoro S; 1992. Ethanol enhances, but diazepam and pento-
barbital reduce the ambulation-increasing Effect of caffeine in mice. Jpn. J. Alcohol &
Drug Dependence, Vol. 27/5: 528-539.

20 Kuribara H; 1993. Enhancement of the behavioural toxicity induced by combined ad-

ministration of ethanol with methylxanthines: evaluation by discrete avoidance in
mice. The Journal of Toxicological Sciences, Vol. 18: 95-101.

Page 15 of 19



[
| &
Federal Institute for Risk Assessement r ‘7r B l R

21

22

23

24

25

26

27

28

29

30

31

32

33

34

35

Case TS, Saltzman MJ, Cheuk J, Yazdani M, Sadeghpour A, Albrecht D, Rossowska
MJ, Nakamoto T; 1996. Combined effects of caffeine and alcohol during pregnancy
on bones in newborn rats. Res. Exp. Med., Vol. 196: 179-185.

Hannigan JH; 1995. Effects of prenatal exposure to alcohol plus caffeine in rats:
pregnancy outcome and early offspring development. Alcoholism: Clinical and Ex-
perimental Research, Vol. 19/1: 238-246.

Ross CP, Persaud TVN; 1989. Neural tube defects in early rat embryos following ma-
ternal treatment with ethanol and caffeine. Anat. Anz. Jena, Vol. 169: 247-252.

Sivak A; 1994. Coteratogenic effects of caffeine. Regulatory Toxicology and Pharma-
cology, Vol. 19: 1-13.

Nuotto E, Mattila MJ, Seppéla T, Konno K; 1982. Coffee and caffeine and alcohol
effects on psychomotor function. Clinical Pharmacology Therapeutics, Vol. 31/1: 68-
76.

Hartmann M, Czok G; 1980. Untersuchu.ngen an Mausen zur Pharmakokinetik von
Coffein und deren Beeinflussung durch Athanol. Z. Erndhrungswiss., Vol. 19: 215-
227.

Fackelman K; 2000. Teen drinking, thinking don’t mix. USA Today, Wednesday, Oc-
tober 18.

Aragon CMG, Trudeau L-E, Aamit Z; 1992. Effect of taurine on ethanol-induced
changes in open-field locomotor activity. Psychopharmacology, Vol.107: 337-340.

Aragon CMG, Amit Z; 1993. Taurine and ethanol-induced conditioned taste aversion.
Pharmacol. Biochem. Behav., Vol. 44: 263-266.

Theofanopoulos V, Pokhrel P, Lau-Cam CA; 1996. Modification of ethanol metabo-
lism by taurine and its impact on ethanol-induced hypothermia in the rat. Pharm.
Res., Vol. 13, Suppl. 9: 493.

Ferko AP; 1987. Ethanol-induced sleep time: interaction with taurine antagonist.
Pharmacol. Biochem. Behav., Vol. 27: 235-238.

Ferko AP, Bobyock E; 1987. Effects of taurine on ethanol-induced sleep time in long
sleep (LS) and short sleep (SS) mice. Fed. Proc., Vol. 46: 714.

lida S, Hisada Y; 1974. Effect of taurine and other amino acids on the depressant
effects of ethanol in mice. Jpn. J. Pharmacaol., Vol. 24: 91.

lida S, Hikichi M; 1976. Effect of taurine on ethanol-induced sleeping time in mice. J.
Stud. Alcohol, Vol. 37: 19-26.

Boggan WO, Medberry C, Hopkins DH; 1978. Effect of taurine on some pharmacol-
ogical properties of ethanol. Pharmacol. Biochem. Behav., Vol. 9: 469-472.

Page 16 of 19



7 BfR
Federal Institute for Risk Assessement r ‘7r

36

37

38

39

40

41

42

43

44

45

a7

48

49

50

McBroom MJ, Elkhawad AO, Dlouha H; 1986. Taurine and ethanol-induced sleeping
time in mice: route and time course effects. Gen Pharmac., Vol. 17: 97-100.

Matucci-Schiavone L, Ferko AP; 1985. Acute effects of taurine and taurine antagonist
on ethanol-induced central nervous system depression. Eur. J. Pharmacol., Vol. 113:
275-278.

Watanabe A, Hobara N, Nagashima H; 1985. Lowering of liver acetaldehyde but not
ethanol concentrations by pretreatment with taurine in ethanol-loaded rats. Experien-
tia, Vol. 41: 1421-1422.

Theofanopoulos V, Lau-Cam CA; 1998. Modification by taurine of the metabolism and
hypothermic effect of ethanol in the rat. In: Taurine 3: Cellular and Regulatory
Mechanisms. Eds. Schaffer S, Lombardini JB, Huxtable RJ. Plenum Press, New
York: pp.309-318.

Gentile S, Bologna E, Terracine D, Angelico M; 1994. Taurine-induced diuresis and
natriuresis in cirrhotic patients with ascites. Life Sciences, Vol. 54: 1585-1593.

Lehtihet M, Beckman Sundh U, Andersson DH; 2006. Energidryck — farlig eller inte?
Lakartidningen, Vol. 103/38: 2738-2741.

Wiklund U, Ostrom M, Messner T, Holmgren P; 2004. Do energy drinks affect the
heart rhythm? Europace, Suppl. 6: 68.

Zannad F, Radauceanu A; 2005. Effect of MR blockade on collagen formation and
cardiovascular disease with a specific emphasis on heart failure. Heart Failure Re-
views, Vol.10: 71-78.

Cherif H, Reusens B, Dahri S, Remacle C, Hoet J-J; 1996. Stimulatory effects of
taurine on insulin secretion by fetal rat islets cultured in vitro. Journal of Endocrinol-
ogy, Vol. 151: 501-506.

Suliman ME, Barany P, Filho JCD, Lindholm B, Bergstrém J; 2002. Accumulation of
taurine in patients with renal failure. Nephrol. Dial. Transplant, Vol. 17: 528.

Steinke L, Kalus JS, Dhanapal V, Lanfear DE, Berlie HD; 2007. Abstract 3661: “En-
ergy drink” consumption causes increases in blood pressure and heart rate. Circula-
tion, Vol.116:11_831.

American Heart Association; 2007. Energy drinks may pose risks for people with high
blood pressure, heart disease. News Release 11.06.07, Scientific Sessions, Orlando,
Florida.

Henry Ford Hospital and Network; 2007. Henry Ford Hospital study says energy
drinks. Henry Ford News, Detroit.
www.henryford.com/body.cfm?id=46335&action=detail&ref=751

aerzteblatt.de; 7. Nov. 2007. Studie: Energy-Drinks als Herzrisiko.
www.aerzteblatt.de/v4/news/news.asp?id=30370

Page 17 of 19



[
| &
Federal Institute for Risk Assessement r ‘7r B l R

51

52

53

54

55

56

57

58

59

60

61

62

63

64

lyadurai SJP, Chung SS; 2007. New-onset seizures in adults: possible association
with consumption of popular energy drinks. Epilepsy & Behavior, Vol. 10: 504-508.

19. witx.com; 2007. The danger of energy drinks: “ | didn"t think | would have a sei-
zure”. www.wltx.com/FYl/story.aspx?storyid=49408

Machado-Vieira R, Viale Cl, Kapczinski F; 2001. Mania associated with an energy
drink: the possible role of caffeine, taurine, and inositol. Can. J. Psychiatry, Vol. 46/5:
454-5.

Weng X, Odouli R, Li D-K; January 21, 2008. Maternal caffeine consumption during
pregnancy and the risk of miscarriage: a prospective cohort study. Am J Obstet Gy-
necol.

Bichler A, Swenson A, Harris MA; 2006. A combination of caffeine and taurine has no
effect on short term memory but induces changes in heart rate and mean arterial
blood pressure. Amino Acids, Vol. 31: 471-476.

Riesenhuber A, Boehm M, Posch M, Aufricht C; 2006. Diuretic potential of energy
drinks. Amino Acids, Vol. 31: 81-83.

Olive MF; 2002. Interactions between taurine and ethanol in the central nervous sys-
tem. Amino Acids, Vol. 23: 345-357.

Ericson M, Molander A, Stomberg R, Séderpalm B; 2006. Taurine elevates dopamine
levels in the rat nucleus accumbens; antagonism by strychnine. European Journal of
Neuroscience, Vol. 23: 3225-3229.

Ferreira SE, de Mello T, Pompéia S, de Souza-Formigoni MLO; 2006. Effects of en-
ergy drink ingestion on alcohol intoxication. Alcoholism: Clinical and Experimental
Research, Vol. 30/4: 598-605.

Marczinski CA, Fillmore MT; 2006. Clubgoers and their trendy cocktails: implications
of mixing caffeine into alcohol on information processing and subjektive reports of in-
toxication. Experimental and Clinical Psychopharmacology, Vol. 14/4. 450-458.

Allwood M; Apr. 18, 2006. A little vodka in your ginseng? New energy drinks come
with a kick. Columbia News Service. http://jscms.jrn.columbia.edu/cns/2006-04-
18/allwood-alcoholicenergydrinks/

Simon M, Mosher J; 2007. Alcohol, energy drinks, and youth: a dangerous mix. Marin
Institute.

Oteri A, Salvo F, Caputi AP, Calapai G; 2007. Intake of energy drinks in association
with alcoholic beverages in a cohort of students of the school of medicine of the Uni-
versity of Messina. Alcoholism: Clinical and Experimental Research, Vol. 31/10: 1-4.

Fillmore MT, Roach EL, Rice JT; 2002. Does caffeine counteract alcohol-induced
impairment. The ironic effects of expectancy. J. Stud. Alcohol, Vol. 63: 745-754.

Page 18 of 19



[
| &
Federal Institute for Risk Assessement r ‘7r B l R

65

66

67

68

69

70

71

Ferreira SE, de Mello MT, Rossi MV, Souza-Formigoni MLO; 2004. Does an energy
drink modify the effects of alcohol in a maximal effort test? Alcoholism: Clinical and
Experimental Research, Vol. 28/9: 1408-1412.

O’Brien MC; 2007. Caffeinated cocktails: get wired, get drunk, get injured. 2037.0:
Sunday, Nov. 04, Board 1, Abstract # 166629. APHA 135" Annual Meeting and Expo,
Nov. 3-7, Washington, DC.
apha.confex.com/apha/l135am/techprogram/paper_166629.htm

Wake Forest University Baptist; 2007. Study shows energy drink “cocktails” lead to
increased injury risk. For Immediate Release 11/05; Medical Center.
www1l.wfubmc.edu/news/NewsArticle.htm?ArticlelD=2193

Bankhead C, Agus ZS; 07,2007. APHA: mixing alcohol and energy drinks heightens
injury risk. Medpage Today. www.medpagetoday.com/Psychiatry/Addictions/tb/7275

News-Medical.Net; 27 Mar. 2006. Effects of energy drink ingestion on alcohol intoxi-
cation. www.news-medical.net/?id=16897

Mensink GBM, Kleiser C, Richter A; 2007. Lebensmittelverzehr bei Kindern und Ju-
gendlichen in Deutschland (KIGGS). Bundesgesundheitsbl, 50: 609-623

BfR, 2005 Chininhaltige Getranke kénnen gesundheitlich problematisch sein.
www.bfr.bund.de

Page 19 of 19



	New Human Data on the Assessment of Energy Drinks
	1   Subject matter of the assessment
	2   Results
	3    Reasons
	3.1   Prior assessments of energy drinks, also when mixed with alcoholic beverages

	3.2   New data on the assessment of energy drinks, also when mixed with alcoholic beverages 
	3.2.1   Swedish study – Cases with severe symptoms possibly linked to energy drinks 
	3.2.2   Swedish study on the cardiac impact of energy drinks
	3.2.3   American study on the cardiac impact of energy drinks
	3.2.4   Case reports on the occurrence of central nervous disorders with a possible link to the consumption of energy drinks
	3.2.5   Prospective cohort study on maternal caffeine consumption
	3.2.6   Current inquiries by BfR to the German Poison Information and Treatment Centres (GIZ) and BVL on notifications of health impairments following the consumption of energy drinks
	3.2.7   Interaction between the individual ingredients of energy drinks, and with ethanol: New findings 
	3.2.7.1    Combination of caffeine and taurine
	3.2.7.2   Combination of taurine and ethanol
	3.2.7.3   Combination of caffeine and ethanol
	3.2.8 Reassessment of energy drinks by the European Food Safety Authority (EFSA)

	3.3   Update of the risk assessment of energy drinks, also when mixed with alcoholic beverages 
	4   Recommended measures


