
Jundishapur J Nat Pharm Prod. 2017 May; 12(2):e34602.

Published online 2016 August 30.

doi: 10.5812/jjnpp.34602.

Case Report
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Abstract

There are verities of none-prescribed slimming products available in the markets which are not approved by the FDA. Hence, differ-
ent kind of problem has accrued and many complications are unresolved, and an individual healthy is exposed to risks. In this case,
although all measures were taken to treat the patient but recovery was extremely slow and it lasted several weeks.

Keywords: Case Report, Herbal Product, Natural Max Slimming, Acute Poisoning, Hyperpigmentation

1. Introduction

A wide variety of illicit, weight-reducing agents has
been discovered in proprietary slimming products that are
readily available to the public. Most importantly, inges-
tion of these products may lead to significant toxicities and
even mortality (1, 2).

The presence of synthetic adulterants in herbal prod-
uct poses a serious health risk to consumers. The resulting
clinical consequences may be serious and sometimes life
threatening.

Consumers have been warned by the food and drug ad-
ministration, neither to buy nor make use of natural max
slimming, a product developed for weight loss. It was es-
tablished by the FDA laboratory analysis that natural max
slimming contains sildenafil, fluoxetine and sibutramine
(3).

Sibutramine was removed from the market in October
2010 (4, 5) for safety reasons such as increase blood pres-
sure and/or pulse rate with a significant risk for patients
with a history of coronary artery disease, congestive heart
failure, arrhythmias, or stroke (6).

Recently, sibutramine was discovered in herbal
product developed for weight loss (7), and in humans,
sibutramine rapidly demethylates to its pharmacolog-
ically active metabolites, N-desmethylsibutramine and
N-desmethylsibutramine (8). It has structural similarities
to amphetamine and is a serotonin-norepinephrine re-
uptake inhibitor (9). After oral consumption of Natural

Max Slimming capsules, sibutramine is fast absorbed
and is subjected to marked first pass metabolism (10).
The primary metabolites (norsibutramine and dinorsibu-
tramine) are responsible for the activity and obstruct the
reuptake of noradrenalin and serotonin (11). The acety-
lated sibutramine metabolite was detected in a patient’s
urine after consumption of an herbal slimming product
(12).

Sibutramine inhibits noradrenaline and serotonin re-
uptake, which leads to developed satiety following re-
duction in food intake. According to random placebo-
controlled studies (13-17), sibutramine alongside lifestyle
and dietary advice can induce dose-dependent weight loss
of 5% - 10% in most patients (18, 19). Some studies have
suggested that it increases serum high-density lipoprotein
(HDL) cholesterol independently of weight loss (20).

The drug action may be boosted in mixture with
other materials which increase the concentration of nore-
pinephrine or serotonin in the synaptic cleft or which
act as serotonin agonists because of structural similarities
(21).

For these reasons, certain blends are in conflict with
each other, mostly with several weight loss drugs, such as
other SSRIs, MAO inhibitors, amphetamines, triptans, er-
gotamines, and some opioids (22).

Sibutramine has also been reported to have other se-
vere side effects such as; panic attacks (23), memory impair-
ment (24), psychotic episodes, increase in blood pressure
and heart rate (BP/HR) (20-25).
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Severe weight loss can cause regression of left ventric-
ular, congestive heart failure, cardiac arrhythmia, stroke,
and uncontrolled hypertension (26). Therefore, it is neces-
sary to recognize sibutramine and correlated compound
in herbal products (27-29). Sibutramine was approved for
a long term use in management of obesity in 1997. Never-
theless, due to the increased cardiovascular risk (30, 31), it
was withdrawn from use within the European Union and
in the United States.

The concomitant use of sibutramine and monoamine
oxidase inhibitors (MAOIs, such as selegiline) has not been
indicated, as it may increase the risk of serotonin syn-
drome. Moreover, the concomitant use of sibutramine and
drugs which inhibit CYP3A4, such as ketoconazole and ery-
thromycin, may increase plasma levels of sibutramine (27).

The incidental use of this drug could be an example of
time-related incidence of adverse drug reactions (ADRs) or
the adverse reaction might induce independently.

We have presented a patient, who developed ADRs dif-
fering in symptomatology due to the use of slimming
product containing sibutramine as a major ingredient.

The aim of this study is to describe a case of acute poi-
soning with slimming capsule and review the available sci-
entific literature.

2. Case Presentation

We describe a rare case of severe hyperpigmenta-
tion and tissue edema in an otherwise healthy 15-year-old
girl who took slimming herbal products containing sibu-
tramine.

2.1. Case

In the presented case, a 15 years old healthy girl had
bought a Chinese herbal medicine, entitled “Natural Max
Slimming” via the Internet for weight reduction.

She was consumed this drug according to the instruc-
tion on the label. She took three capsules in a day, after con-
sumption of 10 capsules she developed severe headaches,
vertigo and numbness. The signs and symptoms increased
gradually.

Two hours after the last dose (the 10th capsule), patient
state got worsen and was admitted to a hospital. At first,
patient had severe anxiety, hypertension, palpitation, con-
fusion, chest pain, and was delirious.

At the beginning, patient level of conscious was G1;
blood pressure was 140/80 mmHg, PR: 124 (beats/minute),
RR: 22 with no fever. Pupils of two sides were dilated and
symmetry but reflected to light.

On skin examination, the patient had severe hyper pig-
mentation especially in both lower extremities with tissue
edema.

In neurological examinations there were hyperreflexia
in deep tendon reflex and Babinski sign was detected bilat-
erally.

Tachycardia is indicated on an ECG, but dysrhythmia or
block was not discovered. Patient’s O2 saturation was 90%
with respiratory alkalosis.

The patient chief complains were headache and ver-
tigo responded to sedative prescription (5 mg midazolam).

In clinical laboratory examination, hematology, liver,
kidney function test, and blood clotting tests were within
normal limit.

The Creatine phosphokinase (CPK) level at admit time
was 980 (U/L) and gradually increased to 1680(U/L). After
therapeutic support, the level decreased to near normal
range.

The patient had auditory hallucination on and off and
subsequently, developed persecutory delusions with de-
pressed mood.

The patient was shortly disorientated to time and place
and had chaotic motor activity. The next day she did not
remember the previous night behaviors.

During the next four days in hospital, the auditory
hallucination gradually disappeared and patient was dis-
charged in good condition.

Even though, patient had spent 34 hours in ICU ward
and all the necessary treatments and care were performed
none the less, she was still suffering from skin discol-
oration and swelling of lower extremities (Figure 1).

The patient was followed up on regular bases in the fol-
lowing month after she was discharged and the results of
routine laboratory tests, brain CT, ECG, and EEG revealed no
abnormalities.

Approximately, after one month skin hyperpigmenta-
tion and edema was resolved and patient’s situation com-
pletely returned back to normal state.

3. Discussion

The defined components in these Chinese prepared
capsules are; sibutramine, a synthetic noradrenaline,
dopamine, and serotonin reuptake inhibitor. Several con-
flicts use of sibutramine along with side effects caused by
this drug is known which has resulted in obligatory medic-
inal control during its ingestion (28).

One of the problems usually encountered when using
sibutramine is cardiovascular disorders, where it can sub-
stantially raise blood pressure and/or pulse rate and there-
fore, enhance acute heart failure.

Moreover, sibutramine can have side effects on the cen-
tral nervous system like; headache, numbness, and paraes-
thesia (28, 29, 32).
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Figure 1. Hyperpigmentation After 34 Hours of Admission and During Discharge

Other side effects on alimentary system like xerosto-
mia, nausea and constipation (33) were also reported in the
literature.

According to the study of Florentin et al. an acute psy-
chotic episode was reported after 3 to 7 months of sibu-
tramine therapy. The symptoms gradually disappeared af-
ter drug discontinuation as well as the usage of antipsy-
chotic medication such as risperidone and perazine (34).

The mechanism of sibutramine-induced acute coro-
nary syndrome has not been established, but sibutramine
may behave like amphetamine or amphetamine-like sub-
stance via reversible coronary narrowing or vasospasm.

The producers do not recommend prescribing sibu-
tramine to patients with a history of coronary artery dis-
ease, congestive heart failure, arrhythmias, or stroke (33,
34).

Laboratory studies have suggested that sibutramine’s
action may be partially inhibited by noradrenergic antago-
nists (alpha and beta blockers) or serotonergic antagonists
(35, 36).

In a recent report from a young Malaysian woman,
acute myocardial infarction had occurred after 3 months
of sibutramine consumption (37).

In this case, our patient had taken the medication for
only 4 days and produced sibutramine induced skin hyper-
pigmentation and was in a confusional state.

Despite the fact that sibutramine was removed from
the market in 2010, it is still being used in some countries

as a dietary supplement in the black market or in slimming
products. So, specific caution for sibutramine associated
ADRs is still of prime importance and concern mostly in
association with z-drugs which are being commonly pre-
scribed and misused.

Therefore, powerful rules on the control of traditional
herbal medicines are needed, involving certifying, tag-
ging rules and value control mechanisms to prove com-
ponents. Moreover, clinicians at poisoning wards must
keep in mind that adulteration of herbal medicines may
became more common and they should therefore, be con-
sidered, especially in cases where patients show confusing
symptoms after ingestion of herbal medicines (38).

3.1. Conclusions

FDA has identified an emerging trend where over-the-
counter products, frequently represented as dietary sup-
plements, contain hidden active ingredients that could be
harmful.

Consumers may unknowingly take products laced
with varying quantities of approved prescription drug in-
gredients, controlled substances, and untested and un-
studied pharmaceutically active ingredients. These decep-
tive products can harm you and create problems like this
case.
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