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Sibutramine

m Registered since 1997

m Weight reduction through

— Suppress appetite
— Increase energy expenditure

m Demonstrated efficacy

It works !




Side effects listed in drug insert

CVS Tachycardia, palpitation, raised BP/HT,
vasodilation
G I 9/ emorrhoid aggregation

Skin No Psychosis |
Sensory |_te perversion

CNS Dry mouth, insomnia, light-headedness,
paraesthesia




Observation

Product
stopped,;
psychosis
resolved

Intake for
4 weeks

“Ingredients”:
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Similar Refered to
Case TRL, PMH
Sibutramine




Sibutramine Use
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Psychosis documented?




Only 8 case reports (97- 09)

 Author Country | Year Case |Chief Presentation

Taflinski Poland 2000 F/19 |Hallucination
Cordeiro Brazil 2002 M/20 |Delusion

Mei Holland 2004 F/36 |Hallucination
Litvan Spain 2007 F/40 |Delusion
Fernandez Spain 2007 M/50 |Delusion
Lee US 2008 F/26 |Delusion

Dogangun Turkey 2008 M/15 |Hallucination
Gazdag Hungary 2008 F/39 |Delusion







Methods

m Retrospective review: 6 years (2004-2009)

m Poisoning cases referred to TRL, who
— took “herbal” slimming products
adulterated with sibutramine or its analogues
— presented with psychotic features (DSM V)

m Review:

— Demographic data, clinical features, drug HXx,
toxicology findings

m Ethics approval (KW/EX/09-136)




Sibutramine analogues

- Drug analogue:

Ur

licensed, structurally modified chemical

R1| |R2 \
CHy [CH; |[Sibutramine N N
H CH, N-desmethyl-sibutramine ‘ /

H H N-bisdesmethyl-sibutramine |

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



Methods: product analysis

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

Liquid chromatography-ion trap-time of flight/mass




Methods: product analysis

HPLC-DAD:

Chromatogram and UV spectrum

i 0,10 Ref=550,100 (TOX2010\65375_.D)
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Sibutramine vs analogues
= Similar RT & UV spectrum
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LC-IT-TOF/MS: detecting analogues

Sibutramine
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N-desmethyl
sibutramine

m/z 266.1670

N-bisdesmethyl
sibutramine ‘

m/z 252.1514

Similar Mass Spectrum

Distinguished by
difference in exact mass



Results
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[ Total number of “herbal” slimming products J
analyzed: 92

4

[ Confirmed products adulterated with sibutramine J
/ its analogues: 59

~

[ Cases with psychotic presentation: 16 J

Female: 15 (94%)
Age: 19 yrs (15-47)
Drug Hx: 4 weeks (1-12)
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Results

Visual
Hallucination

Delusion

10/6/6/4—|/2 4

Auditory Persecutory Suicidal
Hallucination Ideas |deation




Results

m Products used by these 16 patients
— Sibutramine: 16
— N-desmethyl-sibutramine: 2
— N-bisdesmethyl-sibutramine: 1

m Other adulterants:

m Fenfluramine: 1 m Hydrochlorothiazide: 1
m Phenolphthalein: 9 m Spironolactone: 1
m Mazindol: 2 m Animal thyroid tissue: 2

m Reported Source: Internet (4), local (1), outside HK (3)




Results

Relative

Incidence =

66 6875

A, K 16 per 6 yrs.
> >4000: 1

e whdle world: 8 per 13 yrs




Discussion

m Largest & the only case series
- HK: 16 cases In 6 yrs, Vs
— The world: 8 isolated cases in 13 yrs
— Relative incidence: > 4000:1

— A very unusual side effect worldwide, but

— Why so common in HK??




Discussion

s Why so common in HK?
Sibutramine: adulterated vs prescribed
Adulterated sibutramine:
- disguised as “herbal” / “natural” product
- perceived as “safe”
- liberal use: huge single/cumulative dose

=>» Elicited a dose-dependent side effect



N

Discussion: causally associated?

Criteria for causality:

— Plausible time relationship Yes

— Response to withdrawal Yes

— Explained by disease or other drugs Most not
— Rechallenging Impractical
— Biological plausible mechanism Probable

International Society for Pharmacoepidemiology



Discussion:

Postulated biological
mechanism

1. Dose-related adverse
drug reaction
+
2. Similar to amphetamine
- B-phenylethylamine
hypothesis

Sibutramine

cl HaC CHy

Amphetamine




Discussion: banned # gone!

As a prescribed drug: banned

|| e ] e— AV 4

As an adulterant: stays with us!

E— End of Oct: Banned

kg fo
9 Nov 2: Banned in HK




Discussion: banned # gone!
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A search on Feb 20, 2011
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phenoki.easyfreeforum.com 2010-12-11
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Sibutramine Ry | Kauf sibutramine Wipperfurth. ..

FE A BRSO OE Sibutramine 100 Mg Ubernachtung Grosshandel Sibutramine Billig...Kaufen
Sibutramine Online-Bestellung Kaufen Sibutramine Fed Ex. ..
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m /33

m Good past health

m Admitted on 25/11/2010

m Presented with dizziness, palpitation and SOB

m Developed cardiac arrest in AED
— CPR and intubated

— ECG after resuscitation: sinus tachycardia and non-
sustained polymorphic VT




26/11/2010 30/11/2010 RefRange

TSH 0.13 mlU/L - 0.27 - 4.2
FT4 14.8 pmol/L - 12 — 22
FT3 - 4.4 pmol/L 3.1-6.8

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

m Repeated ECG

— Sinus rhythm; normal QTc interval

7 Coronary angiogram
— Normal

m Good recovery and discharged on 7/12/2010
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Took medications prescribed by a GP since 21/11/2010
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m Analytical results
— Urine
m Sibutramine and its metabolites

— 3 drug samples:
m Sibutramine
m Tiratricol
= Propanolol




m Deregistration of pharmaceutical
products containing sibutramine in HK
on 2/11/2010

m Sibutramine prescribed to the patient
on 21/11/2010

m Case reported to DH
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Found collapsed at home on 19/11/2010

Developed cardiac arrest and CPR started in
ambulance

m On arrival to AED
— GCS 3/15
— Intubated and started on mechanical ventilation
— Ventricular fibrillation
m defibrillation
— PEA
m CPR
m High dose inotropes

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

m Referred Coroner

H N




m TSH 1.75 mIU/L

m She had taken a herbal slimming
product f1HIS flEEFEZ: for 1 month
after her recent delivery
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m Analytical results
— Urine:
m Sibutramine and its metabolites
— FIAS AN TR B
m Sibutramine
m N-desmethylsibutramine
mBenign herbal markers




S POISONING ALERT

HOSPITAL -an ad boc alers for A haaltheora prafecsionals
AUTHORITY

Sudden Cardiac Arrest Associated

with Sibutramine Use

Atrial and ventricular fibrillation were recorded. She developed cardiac

arrest and succumbed. She had taken a herbal slimming product - g HEHFEERETK -

for 1 month after her recent delivery. Sibutramine was detected in the product and in her urine,

Case 2: After taking some prescribed slimming medications, including

sibutramine, tiratricol and propanclol, a middle age woman presented with dizziness, palpitation

and shortness of breath to an AED and developed cardiac amrest there. She was successfully
resuscilated and recovered.

I Cases Case 1: A young woman was found collapsed and brought to an AED.

Sibutramine is a slimming agent which has been banned by the

HEEEEQE European Union in early 2010 due to its cardiovascular side effects:

hypertension, tachycardia, arrhythmias, prelonged QT interval,

myocardial infarction, cardiac amrest and stroke. Psychosis associated with sibutramine has also
been reported by a local team recently.’

In Hong Kong, pharmaceutical products containing sibutramine have been de—registered since 2
November 2010.° Despite prescribed sibutramine has been de-registered, it was found to be a
common adulterant (59 (73%) out of 81 herbal slimming products associated with clinical poi=
soning) in Hong Kong.® Healthcare workers are reminded to keep this local, continual poisoning

threat in mind,
Beforences



Conclusion

m Despite deregistration, sibutramine-related

adverse effects could still be encountered
— Adulterated proprietary Chinese medicine

— Adulterated slimming agents

— Internet

m Largest case series of sibutramine-induced
psychosis

m Important, on-going threat posed to the public
— Continual vigilance
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Other members within the HKPCN:

CPO, PIC, PTC, DH, etc
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Banning: SCOUT Trial

e NEW ENGLAND
JOURNAL o MEDICINE

ESTABLISHED IN 1812 SEPTEMEBEE 2, 2010 VOL. 363 NO. 10

Effect of Sibutramine on Cardiovascular Outcomes
in Overweight and Obese Subjects

W. Philip T. James, M.D., D.Sc., lan D. Caterson, M.D., Ph.D., Walmir Coutinho, M.D., D.Sc., Nick Finer, M.B., B.S.,
Luc F. Van Gaal, M.D., Ph.D., Aldo P. Maggioni, M.D., Christian Torp-Pedersen, M.D., Ph.D,,
Arya M. Sharma, M.D., Ph.D,, Gillian M. Shepherd, B.Sc., Richard A. Rode, Ph.D., and Cheryl L. Renz, M.D,,
for the SCOUT Investigators*®
Tio assess the cardiovascular consequences of weight
management with and without sibutramine in subjects at

high risk of cardiovascular events
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m Randomized, double-blind, placebo-
controlled, multicenter trial

m Jan 2003 — Mar 2009
m 298 centers In 16 countries

m 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
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m Results
— Mean duration of treatment: 3.4 years

— Mean weight loss
m Lead-in period: loss of 2.6 kg
m Sibutramine group: further loss of 1.7 kg
m Placebo group: gain of 0.7 kg
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Primary Non-fatal Non-fatal
outcome MI stroke
event

Sibutramine 11.4% 4.1% 2.6%

group

Placebo 10.0% 3.2% 1.9%

group

Hazard 1.16 1.28 1.36

ratio (1.03-1.31) (1.04-157) |(1.04-1.77)

m Rates of cardiovascular death and death from

(o

any cause are increased In sibutramine group




