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Sibutramine as an adulterant: 
a prevailing threat



The End of an Issue?



It works ! 



CVS Tachycardia, palpitation, raised BP/HT, 
vasodilation

GI Constipation, nausea, hemorrhoid aggregation

Skin Sweating

Sensory Taste perversion

CNS Dry mouth, insomnia, light-headedness, 
paraesthesia

No Psychosis !



“Ingredients”:

, , ,
, ,

, ,

Refered to 
TRL, PMH

Sibutramine

Hallucination Similar
Case

Product
stopped;
psychosis
resolved

Intake for 
1 week

Hallucination

Product
stopped;
psychosis
resolved

“Ingredients”:

, ,
, ,

,

Refered to 
TRL, PMH

Intake for 
4 weeks

Sibutramine

Similar
Case

Product
stopped;
psychosis
resolved

“Ingredients”:

Refered to 
TRL, PMH

Sibutramine

Delusion
Hallucination



Sibutramine Use
since 1997:

Psychosis documented?



Author Country Year Case Chief Presentation



Psychosis:
Sibutramine

Psychosis:
Sibutramine again

Psychosis:
Sibutramine, again and again





R1 R2
CH3 CH3 Sibutramine
H CH3 N-desmethyl-sibutramine

H H N-bisdesmethyl-sibutramine

Yuen YP et al. HKMJ 2007;13(3):216-20



High performance liquid chromatography (HPLC) -
diode array detection (DAD)

Liquid chromatography-ion trap-time of flight/mass 
spectrometry (LC-IT-TOF/MS)
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Sibutramine

HPLC-DAD:
Chromatogram and UV spectrum
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Sibutramine
RT 14 min

Sibutramine vs analogues
Similar RT & UV spectrum



Precursor ion Product ions
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Similar Mass Spectrum Distinguished by 
difference in exact mass





Confirmed products adulterated with sibutramine 
/ its analogues: 59

Cases with psychotic presentation: 16

Total number of “herbal” slimming products 
analyzed: 92



10 6 6 4 2

Auditory
Hallucination

Visual
Hallucination

Persecutory
Ideas

Delusion

Suicidal
Ideation



Hydrochlorothiazide: 1 
Spironolactone: 1
Animal thyroid tissue: 2



HK: 16 per 6 yrs

The whole world: 8 per 13 yrs

Relative
Incidence =
16 6    6875
8 13       7

X

>4000: 1











Oct 2010: voluntarily 
withdrew Reductil

As a prescribed drug: banned

As an adulterant: stays with us!





A search on Feb 20, 2011



Case 1

F/33
Good past health
Admitted on 25/11/2010
Presented with dizziness, palpitation and SOB 
Developed cardiac arrest in AED
– CPR and intubated
– ECG after resuscitation: sinus tachycardia and non-

sustained polymorphic VT



Echocardiogram
– 26/11/2010: LVEF of 40%
– 29/11/2010: LVEF of 58%

Repeated ECG
– Sinus rhythm; normal QTc interval

Coronary angiogram
– Normal

Good recovery and discharged on 7/12/2010

26/11/2010 30/11/2010 Ref Range

TSH 0.13 mIU/L - 0.27 – 4.2

FT4 14.8 pmol/L - 12 – 22 

FT3 - 4.4 pmol/L 3.1 – 6.8 



Took medications prescribed by a GP since 21/11/2010



Analytical results
– Urine

Sibutramine and its metabolites

– 3 drug samples: 
Sibutramine
Tiratricol
Propanolol



Deregistration of pharmaceutical 
products containing sibutramine in HK 
on 2/11/2010
Sibutramine prescribed to the patient 
on 21/11/2010
Case reported to DH



Case 2



F/21

Found collapsed at home on 19/11/2010
Developed cardiac arrest and CPR started in 
ambulance
On arrival to AED
– GCS 3/15
– Intubated and started on mechanical ventilation
– Ventricular fibrillation

defibrillation
– PEA

CPR
High dose inotropes

No neurological recovery; certified brain death on 
23/11/2010
Referred Coroner



TSH 1.75 mIU/L 
She had taken a herbal slimming 
product for 1 month 
after her recent delivery 





Analytical results
– Urine:

Sibutramine and its metabolites 
– :

Sibutramine
N-desmethylsibutramine
Benign herbal markers
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Other members within the HKPCN:
CPO, PIC, PTC, DH, etc





Banning: SCOUT Trial

To assess the cardiovascular consequences of weight 
management with and without sibutramine in subjects at 
high risk of cardiovascular events



Randomized, double-blind, placebo-
controlled, multicenter trial
Jan 2003 – Mar 2009
298 centers in 16 countries
10744 overweight or obese subjects
– 55 yo or older
– BMI 27 – 45; 25 – 27 with increased waist 

circumference
– Pre-existing cardiovascular disease, type 2 DM or 

both



Results
– Mean duration of treatment: 3.4 years
– Mean weight loss 

Lead-in period: loss of 2.6 kg
Sibutramine group: further loss of 1.7 kg 
Placebo group: gain of 0.7 kg



Rates of cardiovascular death and death from 
any cause are increased in sibutramine group

Primary
outcome
event

Non-fatal
MI

Non-fatal
stroke

Sibutramine
group

11.4% 4.1% 2.6%

Placebo
group

10.0% 3.2% 1.9%

Hazard
ratio

1.16
(1.03 – 1.31)

1.28
(1.04 – 1.57)

1.36
(1.04 – 1.77)


