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Put depression behind them.
References: 1. Nutt DJ, Demyttenaere K, Janka Z, Aarre T, Bourin M, Canonico 
PL, et al. The other face of depression, reduced positive affect: the role of 
catecholamines in causation and cure. J Psychopharmacol 2007; 21: 461–471.
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The Noradrenaline &
Dopamine Re-uptake Inhibitor.

Just last month, Jane was a 
prisoner in her own home.

Serotonergic antidepressants insufficiently 
address the core depressive symptoms 
associated with “Decreased positive affect”1

Wellbutrin XR should not be used together with other Bupropion containing medicinal products.  
Wellbutrin XR tablets should be swallowed whole and not crushed or chewed.

Loss of pleasure, 
Loss of interest, 
Fatigue, 
Loss of energy

WELLBUTRIN XR – Abbreviated Prescribing Information: Please refer to full Summary 
of Product Characteristics (SmPC) before prescribing. TRADE NAME: Wellbutrin XR 
modified release tablets. COMPOSITION: Buproprion Hydrochloride 150 mg and 300 mg. 
INDICATIONS: Treatment of major depressive episodes. POSOLOGY AND METHOD OF 
ADMINISTRATION: Wellbutrin XR tablets should be swallowed whole and not crushed or 
chewed as this may lead to an increased risk of adverse events including seizures. Adults: 
The recommended starting dose is 150 mg once daily; if no improvement is seen after 
4 weeks the dose may be increased to 300 mg once daily. There should be an interval of at 
least 24 hours between successive doses. Children and Adolescents: Not indicated for use 
in children or adolescents aged less than 18 years. Elderly Patients: Same as adults but with 
greater sensitivity in some elderly individuals. Hepatic and renal impairment: 150 mg once a 
day. Discontinuing therapy: A tapering off period may be considered. Overdose: Symptoms 
including drowsiness, loss of consciousness and/or ECG changes and rarely deaths even 
with large overdoses. CONTRAINDICATIONS: Hypersensitivity to buproprion or any of the 
excipients; co-administration with other medicinal products containing buproprion as the 
incidence of seizures is dose-dependent; current seizure disorder or history of seizures; known 
CNS tumor; withdrawal from alcohol or any medicinal product known to be associated with 
the risk of seizures on withdrawal; severe hepatic cirrhosis; current or previous diagnosis 
of bulimia or anorexia nervosa; concomitant use with MAOI’s. SPECIAL WARNINGS AND 
PRECAUTIONS: Do not exceed the recommended dose of Wellbutrin XR especially in 
patients who have predisposing factors for seizures since the risk of seizures is dose-related. 
Not recommended/discontinued in patients who experience a seizure during treatment. 
Careful monitoring during the first weeks of treatment/dose changes/in patients with 
history of suicide-related events prior to treatment; discontinuation should be considered 
in cases of severe and sudden onset of suicidal ideation/behaviour. Wellbutrin XR should be 
discontinued promptly if patients experience hypersensitivity reactions during treatment; Use 
with caution in patients with hepatic and renal impairment. INTERACTIONS: Concomitant 
use with MAOI’s is contraindicated; The dose of certain antidepressants, anti-psychotics, beta-

blockers, SSRI’s and Type 1C antiarrhythmics should be reduced when given concomitantly 
with Wellbutrin XR; Use with caution with cyclophosphamide and ticlopidine, carbamezapine, 
phenytoin, ritonavir, tamoxifen, valproate, levodopa or amantidine, alcohol and nicotine 
transdermal system. ADVERSE EVENTS: Very Common: Insomnia, headache, dry mouth, 
gastrointestinal disturbance including nausea and vomiting; Common: Hypersensitivity 
reactions such as urticaria, anorexia, agitation, anxiety, tremor, dizziness, taste disorders, 
visual disturbance, tinnitus, increased blood pressure (sometimes severe), flushing, abdominal 
pain, constipation, rash, pruritus, sweating, fever, chest pain and asthenia. Not known: 
suicidal ideation and suicidal behaviour. Refer to the SPC for a full list of adverse events. 
PREGNANCY AND LACTATION: Not recommended. ABILITY TO DRIVE AND USE 
MACHINES: Use with caution. PRESENTATIONS: Wellbutrin XR 150 mg and 300 mg x 
30 tablets. LEGAL CATEGORY: POM. Marketing Authorisation Holder: Glaxo Group Limited, 
UK. Marketing Authorisation Number: MA 302/00101-2. Date of preparation: September 
2013. In order to ensure that this product information reflects the most up-to-date 
clinical and post-marketing surveillance data, please always refer to the latest Summary 
of Product Characteristics (SPC) which is available from GlaxoSmithKline (Malta) Ltd 
(Tel: +356 21238131).

REPORTING ADVERSE REACTIONS: If you become aware of any adverse reactions in 
association with the use of SEROXAT, please report the event promptly to: 
GSK (Malta) Limited, 1, 1st floor, de la Cruz Avenue, Qormi QRM 2458, Malta or 
Tel. 21 238131. 
Alternatively any suspected adverse reactions can also be reported to: Medicines 
Authority Post-licensing Directorate, 203, Level 3, Rue D’Argens, Gżira GŻR 1368, MALTA, 
or at: http://www.medicinesauthority.gov.mt/pub/adr.doc
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Current research concentrates on which inflammatory cytokines 
are pro- or anti-atherogenic, and which drugs may promote 
anti-atherogenic cytokines or which dampen the effects of pro-
atherogenic ones. Anti-tumour necrosis factor alpha (TNFa) is 
one of the pro-atherogenic cytokines and anti-TNFa therapy is 
associated with a reduced risk for all cardiovascular events.7

The cardiovascular beneficial effect of statins have 
traditionally been associated with their hypolipidaemic effects 
but has also been shown to be due to their anti-inflammatory 
action mediated via modulation of cytokine action. High blood 
glucose increases TNFa levels and atorvastatin is known to lower 
the post-glucose loading levels of TNF-a.8 This also indicates at 
least one mechanism via which elevated blood glucose promotes 
atherogenesis and, therefore, how a high refined carbohydrate and 
starchy diet is pro-atherogenic.

It has also been shown that reduction of C-reactive protein 
(CRP) levels with statin treatment is independent from 

the reduction of LDL levels.9 Lovastatin has been 
shown to prevent cardiovascular events in those 

coronary artery disease subjects with especially 
high CRP despite a favourable LDL profile.10 

Another study demonstrated that in subjects 
with CRP levels higher than 2mg/L, even with low 

LDL levels, rosuvastatin can decrease cardiovascular 
events.11

As you would expect, in all this pharmaceutical 
company-funded research activity, there will be no 

randomised controlled trials comparing the claimed 
anti-inflammatory and anti-atherogenic potential of omega-3 

fatty acids12 with those of statins. Omega-3 fatty acids are of 
both marine and plant origin. The latter are probably not only 
safer but definitely cheaper (such as flaxseed oil capsules) than 
pharmaceutical grade fish oil (distilled to remove any possible 
heavy metal contamination).   

take-HoMe points
1. The little known fact that LDL has two sub-fractions, 

one “good” and one “bad”, and that only one total LDL is 
routinely measured, questions the reliability of conventional 
LDL levels for adverse cardiovascular events risk assessment. 
It is hard to justify statin therapy when the TRGs/HDL ratio 
and the CRP level are within normal limits, irrespective of 
LDL level, particularly in primary prevention. The TRGs/
HDL ratio and the CRP should be the two most important 
risk indicators.13  

2. The pro-atherogenic effects of sugars, other refined 
carbohydrates, starches and trans-fats have been re-
emphasised. Drug therapy without correct dietary and 
lifestyle advice does not constitute adequate management of 
cardiovascular health.   

the previous SYNAPSE series of articles on “The Cholesterol 
Controversy” discussed how the theory linking dietary 
saturated fat, blood cholesterol and atherosclerosis was 

established by an American biologist in the 1950s and how 
the concurrent claims of a London physiology professor, that 
sugar not fat was mainly responsible for atherosclerosis, were 
ignored. We also highlighted the evidence that sugars, refined 
carbohydrates, starches and trans-fatty acids raise blood 
triglycerides (TRGs) and lower HDL-cholesterol, and that this 
TRGs/HDL ratio (the higher above 1 the higher the risk) is a more 
accurate indicator of risk for atherosclerosis than any other blood 
lipid profile risk ratios in common use.

At the same time we learned of the recent doubts about the 
validity of LDL as a reliable marker for risk of atherosclerotic, 
based principally on the finding that what routine laboratories 
measure as “LDL” is in fact a mixture of two distinct sub-
fractions of LDL, one is a large light particle and the other 
a small dense particle. The small dense particle is the one 
involved in atherosclerosis. Hence, when “LDL is raised” 
in routine lipid profiles, one doesn’t know whether the 
innocuous large particle, or the dangerous small particle, 
is largely responsible for the “raised LDL”. Prescribing 
statins for a raised innocuous large particle LDL would 
therefore be inappropriate. How does one get round this 
problem of routine laboratories measuring only one 
total LDL?

We learned that a raised TRGs/HDL ratio is a 
surrogate marker for the raised small dense particle 
LDL. We also know that a high refined carbohydrate, 
starchy and trans-fat diet, the metabolic syndrome, and 
diabetes, are characterised by a raised TRGs/HDL ratio. Their 
association with atherosclerosis risk thus becomes clearer.

The above doubts about the reliability of routine LDL 
measurements to assess atherosclerotic disease risk, combined 
with the lack of randomised controlled data relating to the effect 
of different intensities of statins or different combinations of 
medications on specific LDL levels, led the American College of 
Cardiology/American Heart Association to eliminate specific LDL 
targets from their 2013 cholesterol guidelines.1

However, the National Lipid Association (US),2 the European 
Society of Cardiology3 and the Canadian Cardiovascular Society4 
continue to include LDL targets, which adds to the confusion  
since these targets are not evidence-based. Interestingly, Alberico 
Catapano, president of European Atherosclerosis Society and 
professor of pharmacology at Milan University, advises looking 
at the TRGs (especially when high) when managing LDL.5 

Remember the above observation that a high TRGs/HDL ratio is 
a surrogate marker for high small dense particle (bad) LDL.

The pathological basis of atherosclerosis is now well 
established to be a chronic inflammatory arterial disease.6 
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