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Figure 3. eT scan showing military lung 
opacities. 
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Editor's Word 
Hello and welcome to the second 
issue ofTheSYNAPSE Magazine 

for this year. In this issue we have 

a number of articles focusing on 
Infections . The Medical Imaging 
Article deals with Tuberculosis , a 

condition that, up till the 80's was 
on the decline, but now is again 

re-emerging as an important, often 
forgotten illness we all have to be 

aware of especially because of 
atypical modes of presentation. 

Other articles dealing with 
infections include articles on 
Community Acquired MRSA 

infections, Pharmacokinetics of 
Antiviral agents indicated in 
Influenza, Paediatric Urinary 

Tract Infections as well as an 
Update on the Current Status of 

the Avian Influenza. We also bring 

you review articles on 
Management of Depression and 
Migraine . The MoneyWise article 

in this issue gives a usefu l insight 
on the performance of the Maltese 

Stock Market. 

May I once again thank all 
members of staff and advertisers 
for making this issue yet another 

success. 

TheSynapse Magazine is published by 
Medical Portals Ltd. The Proff.'ssional 
S<-rvirPS Cf'ntl1'. GU7i CUI ajar Street. Dingli. 
Malta. 

Editor: Dr Wilfrt'd Galea 
Scienrific Editor: 1an C. Ellul 



Tuberculosis 

FigUfP. 7. CT scan showing tuberculous 
nephritis with gross parenchymal destruction 
and intra (straight arrow) and extra­
parenchymal (curved arrow) abscesses. 

endobronchial spread of infection, or 
lymphatic dissemination to the airway. 
Bronchial stenosis may result with persistent 
segmental or lobar collapse, lobar 
hyperinflation, obstructive pneumonia, or 
mucoid impaction. 

The spine is the most frequent 
extrapulmonary site of osseous involvement 
in tuberculosis, with the upper lumbar and 
lower thoracic spine being involved most 
frequently (Figure 5). More than one 
vertebra is typically affected, and the 
vertebral body is more commonly involved 
than the posterior elements. Osteomyelitis 
and septic arthritis may occur anywhere in 
the skeleton. 

Gastrointestinal TB is uncommon but 
most commonly affects the ileocecal region 
due to the abundance of lymphoid tissue 
(Figure 6). Urinary tract TB affects the 
kidneys, ureters and bladder with resulting 
scarring, deformity and calcification 
(Figure 7). 

Most tuberculous infections of the central 
nervous system are a result of hematogenous 
spread. Intracranial tuberculosis results in 
two related pathologic processes: tuberculous 
meningitis (Figure 8) and intracranial 
tuberculomas (Figure 9). 

Less common sites involved with 
tuberculosis include the middle ears 
structures, the eyes (retinitis) and the heart 
(pcricuriditis and rarely myocardiul 

Figure 8 . MR scan showing contast 
enhancement in the left sylvian fissure 
(straight arrow) and in the sulci (curved 
arrow) due to tuberculous meningitis. 

Figure 9. CT scan showing cerebral solid 
(curved arrow) and cavitating (straight 
arrow) tuberculomas with calcification. 

tuberculomas) . 
In conclusion, tuberculosis can affect 

virtually any organ system in the body and 
can be devastating if left untreated. The 
increasing prevalence of this disease in both 
immunocompetent and 
immunocompromised individuals makes 
tuberculosis a topic of universal concern. 8J 

Or Pierre Vassallo can be 
reached at the Medical Imaging 

Centre on 21 491 200 or by email 
on pvassallo@mic.com.mt 
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Management of De 
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1. Make an accurate diagnosis and elicit the signs 
and symptoms accompanying the depressive 
disorder 

Is the depression basically endogenous or mainly reactive? 
Many also suffer from coexisting anxiety which may overshadow 
the depression. One should exclude other psychiatric conditions 
such as obsessive compulsive disorder, schizophrenia or 
personality disorder. Endocrine disturbances and occult 
carcinomas are notorious for initially presenting with depression. 
Patients with psycho active substance abuse are often depressed. 
Although many patients complain of a miserable mood, others 
may only complain of apathy, loss of interest and enjoyment, 
reduced energy, which in turn causes tiredness, reduced activity 
and withdrawal. With some patients the main problems are 
reduced attention, concentration and consequent memory 
difficulties. Others have ideas of guilt, worthlessness and 
lowered self esteem. Several patients also complain of obsessive 
thoughts and behaviours. 

Biological symptoms are usually more associated with 
endogenous depression and seasonal affective disorder. Previous 
severe mood swings and periods of elation are indicative of 
bipolar mood disorder. One should also assess for morbid 
ideation and suicide risk in a tactful way. 

2. Adopt a biopsychosocial approach to 
management 

It is better to hospitalise a suicidal patient on an emergency 
order rather than run the risk of a tragedy. Patients who are 
neglecting themselves, especially if they live alone , usually 
need admission. 

Most patients with less severe uepression can be treated by 
Family Doctors in the community. The support of other 
family members and or friends is invaluable and should always 
be sought. 

The biological treatments of depression are essentially 
antidepressant medications. 

Anxiolytic and antipsychotic medication may also be necessary 
in certain cases. 

Although there are many antidepressant drugs available, I 
shall limit this presentation to drugs commonly available in 
Malta. 

Since the 1950's the tricyclic antidepressants have been widely 
used with much success and are still useful nowadays. 
Amitriptyline and trimipramine can be used in patients who 
are agitated or who suffer from initial insomnia. C!omipramine 
is particularly useful when obsessive symptoms dominate the 
depressive picture. Patients who are very lethargic and apathetic 
rio Wp. 1l with thp. lp.ss sp.rlativp. tricydics such as imipramine. 
The tricyclic antidepressants block the reuptake of the 
monoamines noradrenaline and 5-HT. They cause numerous 
~ir:lp pffprt~ <lnr:l arp rotpntially fatal in owrriosp Thp 
antimuscarinic action of these drugs, such as dry mouth, 
blurred vision, nausea, constipation, urinary retention and 
postural hypotension are the side effects which patients often 
do not tolerate and which lead to non compliance. Since they 
may impair alertness, patients should be warned not to drive, 



Migraine 
by Anthony Galea Debono MD FRCP FRCPE 
Consultant Neurologist & Senior Lecturer in Neurology 
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Migraine 
1.1 Migraine without aura 
1.2 Migraine with aura 

1.2.1 Migraine with typical aura 
1.2.2 Migraine with prolonged aura 
1.2.3 Familial hemiplegic migraine 
1.2.4 Basilar migraine 
1.2.5 Migraine aura without headache 
1.2.6 Migraine with acute-onset aura 

1.3 Ophthalmoplegic migraine 
1.4 Retinal migraine 
1.5 Childhood periodic syndromes that may be 

precursors to or associated with migraine 
1.6 Complications of migraine 

1.6.1 Status migrainosus 
1.6.2 Migrainous infarction 

1.7 Migrainous disorder not fulfilling above criteria 

Reprinted with permission from Headache Classification 
Committee of the Intemational Headache Society. ClassiflCatioo 
and diagnostic aiteria for headache disorders, cranial neuralgias 
and facial pain. Cephalalgia. 1988; 8 (suppI7): 13. 

Examples of Reasons to Perfonn 
Neunoimaging Studies in Headache Sufferers 

Neuroimaging may be imported for headache patients 
who have 
• Abnormal unexplained neurological exam 
• Rapidly increasing frequency andlor severity 
headaches 
• Change in headache clinical features 
• First or "worst headache ever experienced 
• Headache with extremely abrupt onset 
• New-onset headache after age 50 
• Headache refractory to aggressive treatment 
• Dizziness, numbness or tingling 

Frishberg B, et al. Evidence-based guidlines in the 
primary care setting : neuroimaging in patients with 
acute headache. Available at: Httpl/:www.aan.com. 
200: Accessed 11114/0 1. 
Evans RW, et al. Neuroimaging and other diagnostic 
testing in headache. In : Silberstein SO, Lipton RB, 
Dalessio DJ, editors. Wolfs Headache and other Pain. 
7th ed. New York, NY: Oxford University Press; 2001. 
p.27-49. 

Figure 3 

Essentially, the major forms of migraine 
are classified according to whether there is 
a preceding aura or not. The diagnosis of 
migraine is a clinical diagnosis, based on 
the history. 

Tension Headache is often misdiagnosed 
as Migraine. 

It is to be noted that Migraine and Tension 
Headache can co-exist in the same patient. 
Care should be taken to distinguish between 
the two. 

Neuroradiological investigations are not 
normally necessary. 

3, Genetic and Environmental 
Factors 

Current evidence from family aggregation 
studies show that if patients suffer from 
migraine with aura, fIrst degree relatives 
have a four-fold increase in risk. 
If the patient has migraine without aura, 

the relative risk for fIrst degree relatives is less. 
However the risk is still appreciably higher 
than that found in a normal population. 

Current evidence would suggest that both 
genetic and environmental causes are 
important in the aetiology of migraine. 

4, Acute treatment 
As both migraine with aura and migraine 

without aura are often self diagnosed, fewer 
patients tend to consult their Family Doctor 
or a Neurologist. Most patients self medicate 
with over the counter products. Around 
60% of patients do well on such a regime 
(fIgure 4). Prescription medications are less 
often used. 
The aims of Acute Treatment should include: 

1. Restoration to normal function as 
soon as possible; 

2. Optimization of self care; 
3. Cost effectiveness; 
4. Minimal or no adverse side effects. 

Drugs which have been shown to be 
effective in well-designed, randornized 

Figure 4 
Patterns of Migraine Medication 

Use in the United States 

Adapted with permission from Lipton RE. et al. Prevalence 
and burden of migraine in the United States: results from 
the American Migrain Study 11. Headache. 2001; 41: 650. 

clinical trials and which have yielded 
consistent satisfactory results include the 
following: Aspirin, Paracetamol, NSAIDS 
and the Triptans. 

Drugs which were shown to be effective 
in at least 1 double-blind controlled trial 
and where there is a clinical impression of 
benefIt, include the anti-emetics 
Metoclopramide and Prochlorperazine. 

The evidence for Ergotamine efficacy is 
conflicting. Ths drug should be avoided 
because of overuse and because of the risks 
of potential severe side effects. 

5. Preventive Treatment 
Individuals who experience frequent and 

disabling attacks may not be adequately 
managed by acute therapy alone. Drug 
prevention therapy will help to reduce the 
frequency, severity and duration of the 
migraine attacks in this group. It could help 
reduce the disability associated with attacks 
and reduce the risk of worsening the migraine 
condition by the overuse of acute 
medications. 

Preventive treatment is to be considered 
in the following situations: 

1. Migraine attacks which recur and 
interfere with daily functioning; 

2, Frequent migraine attacks, 
occurring more than three times 
per month; 

3. When acute medications are not well 
tolerated or ineffective; 

4. When there are contraindications to 
acute medications. 

A number of drugs are used as prophylaxis. 
These include Amitriptyline, Valproate and 
Methysergide. The efficacy of these drugs 
has been shown in multiple well-designed 
randornized clinical trials. 

There is some evidence from clinical trials 
that Gabapentin, Atenolol and Verapramil 
are also effective. 

Topiramate is a recent addition to the 
armamentarium. [3J 

.. 





~1anagement of Depression 
continuen ~om page 3 

A more recent introduction are the 
selective noradrenaline and serotonin 
reuptake inhibitors (SNRIs), such as 
venlafaxine. This seems to have a quicker 
onset of action than the SSRIs. The side 
effect profile is similar but may cause 
more problems in overdose due to sinus 
tachycardia, ventricular tachycardia, 
bradycardia and seizures . 

The patient should be treated for at 
least six months with antidepressants 
following the end of the depressive 
episode and followed up regularly. 

The use of benzodiazepines as 
anxiolytics and hypnot ics has been 
steadily declining since the 1980s, due 
to dependence and tolerance. However 
they can be prescribed for a short period 
of time as an adjunct to the 
antidepressant when agitation, anxiety 
and insomnia are very troublesome. 

The antipsychotic drugs, such as 
trifluperazine, chlorpromazine, 
haloperidol and the newer generation 
ones such as risperidone, olanzepine and 
quianeptine are used when the patient 
is deluded, hallucinated, aggressive or 

suicidal. When the depression is of such 
a severity, the involvement of a 
psychiatrist is often needed. 

In bipolar disorder and chronic 
relapsing depression, lithium carbonate 
and the anticonvulsant drugs, 
carbemezapine, sodium valproate and 
lamotrigine are usually prescribed by 
psychiatrists to control these disorders. 
It is important for Family Doctors to 
know when this is done so as to be 
careful when prescribing other 
medications for other physical disorders 
so as not to cause inadvertent drug 
interactions. 

Electroconvulsive therapy is often 
carried out on an out patient basis and 
therefore the involvement of the patient's 
Family Doctor is required to deal with 

any other difficulties that the patient or 
relatives present. 

The psychological treatments include 
a number of different types of 
psychotherapies, useful for mildly or 
moderately depressed patients. Most 
Family Doctors can and should offer 
supportive psychotherapy. The basic 

Guidelines 
requirements are time and a good deal 
of empathy. Other more specialised 
therapies such as cognitive behaviour 
therapy, marital and family therapy are 
offered by psychiatrists, clinical 
psychologists and psychotherapists. In 
cognitive behaviour therapy the patient 
is taught to deal with personal depressive 
cognitions and behaviour. Group 
therapy is only starting to be practised 
in Malta and mostly by support groups. 
Alcoholic anonymous and Gamblers 
anonymous are invaluable groups for 
patients who either become depressed 
by their addiction or who actually resort 
to such behaviours because of their 
depression . 

The social treatment of depression has 
been recognised for a long time. The 
patient should be encouraged to meet 
other people and develop confiding 
relationships, as this has a protective 
function in preventing relapse. 
Returning to work boosts one's self 
confidence and esteem. One should be 
encouraged to adopt a healthier lifestyle 
that includes healthy eating, exercise 
and enough rest, hobbies and 
recreational activities.8J 



Community acquired MRSA infections 
a new challenge 

Resistance to methicillin (the first 
beta-lactamase stable penicillin and 
precursor to flu/cloxacillin) was first 
seen amongst hospital isolates of 
Staphylococcus aureus (S. aureus) in 
the early sixties. Since then 
methicillin-resistant S. aureus 
(MRSA) has become widespread in 
hospitals and particularly intensive 
care units around the world . In 
addition, resistance to methicillin has 
extended to other antimicrobial 
groups including macrolides, 
quinolones and aminoglycosides such 
that the term MRSA is also often 
used as an abbreviation for multiply­
resistant S. aureus. MRSA is now one 
of the most common causes of 
bacterial hospital infections, 
accounting for 40 - 70% of the S. 
aureus infections in intensive care 
units. This is particularly the case in 
the local setting where prevalence of 
MRSA is amongst the highest in 
Europe (Figure 1). 

Until some years ago, acquisition 
of MRSA colonisation or infection 
was generally considered to be 
restricted to the nosocomial setting 
and isolates of MRSA from 
individuals in ambulatory care would 
invariably be traced to a previous 
hospitalisation or close contact with 
a recently hospitalised individual. 
However, in the past decade new 
strains of MRSA have emerged in the 
community, causing aggressive 
infections in young, otherwise healthy 
people. Suppurative skin infections 
and less frequently severe necrotising 
pneumonias are the most well-known 
clinical syndromes caused by these 
new strains. 

The ability of new community­
acquired MRSA (CA-MRSA) strains 
to colonise hosts in the community 
and cause clinical syndromes is 
mediated by unique combinations of 
traditional and newly described 
virulence factors. The most weU­
known community-acquired MRSA 
virulence factor is Panton Valentine 
Leucocidin (PVL) , which elicits tissue 
necrosis and may contribute 
substantiaUy to the clinical findings 
in young otherwise healthy 
individuals . CA-MRSA isolates have 
been associated with many of the 
clinical presentations known to occur 
with traditional S. aureus infection. 
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concentrated in the respiratory tract: 10 to 
20 % reaches the lungs, and the rest is 
deposited in the oropharynx. 7 Five to 15 
% of the total dose is then absorbed and 
excreted in the urine, resulting in a relative 
bioavailability of about 2%, with a half­
life of 2.5 to 5.1 hours ,8 a feature that is 
potentially advantageous in situations in 
which a systemic drug is undesirable.3 

This poor bioavailability, however, may 
be a problem in patients for whom 
inhalatiun may be difficult or when it is 
necessary to deliver the drug to sites of viral 
replication , as in cases of pneumonic 
disease .8 

Population parameters for zanamivir have 
been estimated by a nonlinear mixed-effect 
modeling software program (N ONMEM) , 
using a one-compartment model with first­
order absorption9 Formulation and route 
of administration were found to be the 
most significant factors affecting the 
pharmacokinetics of zanamivir. No 
Significant differences in pharmacokinetic 
parameters were observed when 
demographic variables, indices of infection, 
or concurrent medication use were 
considered in either phase I or phase II 
population analyses . Limited data is 
available regarding the safety and efficacy 

of zanamivir for patients with impaired 
renal function H 

Oseltamivir is really the ethyl ester prodrug 
of the active metabolite, oseltamivir 
carboxylate (GS4071 or Ro 64-0802).10 11. 

12 Oseltamivir is efficien tly converted to 
GS4071 after high and consistent site­
specific absorption (around 80%) uf both 
capsule and suspension formulations, from 
the gastrointestinal tract. 11 . 12 This is an 
advantage of oseltamivir over zanamivir 
since the former achieves high plasma levels 
and thus can act outside the respiratory 
tract. 

These studies also indicate that absorption 
is similar in the proximal and distal small 
bowel, but reduced from the ascending 
colon and they support the usefulness of a 
modified-release productY Snell et ai. , 
found that the co-administration of various 
antacids with oseltamivir has no effect on 
the bioavailabili ty or pharmacokinetics of 
either oseltamivir or the active metabolite. '3 

After conversion by hepatic 
carboxylesterases in the liver to the active 
metabolite, oseltamivir carboxylate, the 
latter distributes throughout the body, 
including the upper and lower respiratory 
tract. 10 Neither compound interacts with 
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cytochrome P450 mixed-function 
oxidases or glucuronosyltransferases. 14 

The active metabolite is detectable in 
plasma within 30 minutes and reaches 
maximal concentrations after 3 to 4 
hours. 11 The pharmacokinetic profile of 
the active metabolite is linear and dose­
proportional and it is 3% bound to human 
plasma proteins. After peak plasma 
concentrations are attained , its 
concentration declines with an apparent 
half-life of 6 to 10 hours . Steady-state 
plasma concentrations are achieved within 
3 days of twice daily administration, and 
at a dosage of 75mg twice daily, the steady­
state plasma trough concentrations of the 
active metabolite remain above the 
minimum inhibitory concentration for 
all influenza strains tested. 11 Exposure to 
the active metabolite at steady-state is 
approximately 25% higher in elderly 
compared with young individuals; 
however, no dosage adjustment is 
necessary. The pharmacokinetics in 
patients with influenza are qualitatively 
similar to those in healthy young adults 

The active metabolite is eliminated through 
the kidneys by a first-order process as the 
unchanged drug by glomerular flitration and 
tubular secretion by an anionic transporter 
system. 10. 15 Given these characteristics, its 
potential for adverse interactions with other 
drugs appears limited to those arising from 
competitive inhibition of excretion by the 
renal tubular epithelial cell anionic transporter. 
In patients with renal impairment, metabolite 
clearance decreases linearly with creatinine 
clearance. 10 

00 et aI. , assessed the metabolic and 
excretory capacity of oseltamivir and its 
active carboxylate metabolite in young 
children and the results demonstrated that 
infants as young as one year old can 
metabolize and excrete oseltamivir 
efficiently. 16 

Conclusion 

This brief review has shown the 

importance of pharmacokinetics 
parameters when considering the choice, 
dosage , duration of therapy and use of 
influenza antiviral medications. During 
the decision making process, clinicians 
should also take into account the patient's 
age , weight, renal function , presence of 
other medical conditions and the 
potential for interaction with other 
medications. 

No published data is as yet available 
concerning the safety or efficacy of using 
combinations of any of these four influenza 
antiviral drugs . Future investigations may 
also help to clarify the therapeutic role and 
pharmacokinetic advantages of novel 
antiviral drugs and formulations still in the 
development phase. 8J 
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Paediatric Urinary 
Common urinary isolates principally 

from hospitalized patients of all ages in 
St Luke's hospital include: 

• Escherichia coli (which is by far the 
most commonly encountered 
organism) 

• Proteus mirabilis 
• Enterococcus faecalis 
• Pseudomonas aeruginosa 

These last three are isolated as above 
at more or less equal frequencies , but 
much less than E. coli . 

In addition, various other gram positive 
and negative bacteria are isolated from 
time to time as being potential infective 
candidates from a patient 's urine, but 
at a much reduced incidence when 
compared to the above four agents. 

Laboratory Diagnosis 

There are obvious difficulties in taking 
a history and examining the very young 

VIAG~ 
(sildenafil citrate) 

patient. In this case, laboratory diagnosis 
has an especially important role. 

The gold standard for confirming a 
UTI is still by growing bacteria from a 
patient's urine. What may appear as a 
relatively easy procedure is fraught with 
difficulties, with the taking of a proper 
specimen especially problematic in a 
child . 

In the very young, the "mid-stream 
urine" (MSU) technique is not feasible 
to perform, while the urine bag is 
considered to give a high rate of false 
positive cultures. Suprapubic aspiration 
is very specific but is a somewhat invasive 
procedure and is said to have a low 
success rate unless done under 
ultrasound gUidance. 

During specimen collection, bacterial 
contamination is inevitable, even when a 
proper MSU is obtained. For this reason, 
a cut off point was established early on in 
this branch of clinical bacteriology, such 
that 100 000 colony forming units per ml 
(cfulml) of urine is the established infection 
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Tract Infections 
Test done on a urine specimen % Sensitivity % Specificity 

Gram stain 

Dipstick - Nitrite 
Dipstick - L. Esterase 

93 (80 - 98) 

50(16-72) 
83 (64 - 89) 

Either Nitrite or Esterase positive 88 (71 - 100) 

95 (87 - 100) 

98 (95 - 100) 
84 (71-95) 

93 (76 - 98) 

Table 1: A comparison of sensitivity and specificity values for different tests carried out on urine samples 

threshold for adults. Urinary bacterial counts 
which are lower than this are normally 
considered to signify the presence of bacterial 
contaminants, and typically ignored. 

It has been suggested that this cutoff 
point may be too high for young 
children, with a 10 000 cfu/ml of urine 
a better cutoff point in these case. In 
fact , a study by Hoberman et al. (1994) 
showed that 65% of urine specimens 
taken from febrile children with a 
bacterial count of 10 000 - 49 000 
cfu/ml showed evidence of 
contamination. If, in the attempt to 
increase sensitivity, a lower threshold is 
chosen (Le. 10 rather than 10 cfu/ml) , 
then one must accept a higher incidence 
of false positive results. 

Another significant drawback of relying 
on a urine culture for diagnosis is the 
time delay, with the result not being 
available for at least 24 hours. Such 
delays in starting treatment may not be 
acceptable. In this case, rapid testing, 
preferably by the patientis bedside, may 
be useful in helping to confirm a clinical 
impression. But which tests, and how 
useful are they in practice? 

A meta analysis by Gorelick et al. 
(1999) compared the predictive value 
of a number of rapid laboratory tests. 
The resuli.s are summarized in Table 1. 

If we are to take the gram stain as our 
'gold standard ' for rapid urine testing, 
then it is comforting to know that by 
using a good urine dipstick, we can get 
excellent sensitivity and specificity, 
comparable to the gram. 

Treatment of UTI 

Below are listed some treatment options: 

• Amoxicillin - is a good first line agent, 
however, a Significant proportion of hospital 
acquired E. coli infections are ampicillin 
resistant. The extent to which this occurs 
in the community is unclear. 

• Co-amoxiclav - some hospital 
acquired E. coli infections will also show 
intermediate or full resistance to this. 
Once again , we have no data on 
resistance rates outside hospital. 

• Third generation cephalosporins, 
such as cefpodixime - are usually active 
against most strains of E. coli and 
Proteus mirabilis, but not Enterococcus 
faecalis. 

• Trimethoprim - sulfamethoxazole -
mostly effective against E. coli and Proteus 
mirabilis. 

• N itrofurantoin - will usually work 
against E. coli and Enterococcus faecalis, 
but not Proteus mirabilis. 

In practice, all listed antibiotics have 
strengths and weaknesses. A 
Pseudomonas UTI, especially if 
confirmed by repeated isolations from 
the sam e patient, would require 
specialized treatment. 

While there has been the tendency 
to try and shorten the duration of 
antibiotic therapy in adults, in children 
various studies such as Keren et a1 
(2002) have suggested an optimal 
antibiotic treatment duration of 
between 7 to 14 days.6 This is also 
the recommendation by the American 
Academy of Pediatrics (1999) for all 
children between the ages of 2 months 
to two years with urinary t ract 
infections. 3 

Epilogue 

Repeated infections in childhood 
require carefu l investigation to rul e 
out abnormalities of the urinary tract. 
Sometimes no obvious abnormality 
will be detected. In this case, one 
would do well to check on the child's 
bowel habits. One paper by 
Newmann (1973) reported a decrease 
in recurrent UTI by correcting 
constipatio n. 7 

A more controversial topic is the 
existence of a condition sometimes 
referred to as dysfunctional elimination 
fl which is sometimes suggested to be 
a cause of repeated UTls in children 
with an apparently normal urinary tract. 
It has been described as a disorder of 
the normal voiding or emptying 
reflexes, leading to a chronic abnormal 
pattern of elimination which does not 
allow the bladder or bowel to empty 
completely.8] 
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Winning with TheSYNAPSE 
TheSYNAPSE Internet Portal has, for the past few months, been publishing a number of eQUIZes for Maltese Medical Doctors. 
We are pleased to publish the winners of the eQUIZes for the first Quarter of 2006. 

Company Product Winner 

Sanofi Aventis Telfast Dr Michael A. Borg 

Sanofi Aventis Ketek Dr Tania Van Avendonk 

Sanofi Aventis Tavanic Dr Mary Rose Cassar 

Bayer Avalox Dr Alex Magri 

Actavis Tirabicin Dr Doreen Cassar 

Lundbeck Cipralex Dr Tonio Bugeja 

Sanofi Aventis Rhinatiol Dr Julian Mamo 

There are lots of other planned eQUIZes and other opportunities planned for the coming months and you could be one of 
the winners . Be sure you are eligible to participate by making sure you are a member ofTheSYNAPSE internet community and 
receive your weekly eNEWS . If you have any queries please contact our helpdesk by email onhelpdesk@thesynapse.net . 

Note 
Part II of the series Cardiology Today by Prof. 
Albert Fenech will be featured in the next issue 
of TheSYNAPSE magazine and not in this 
issue as previously announced. 

Errata ... 
A number of articles in the 
November 2005 Issue were 
published without the list of 
references. All references will now 

appear in the on line version of 
the magazine which is being 
published. We apo logise to the 
authors and audience for the 
inconvenience. 



Aspirin Induced Asthma (AlA), 
also known as aspirin sensitive 
asthma, is a distinct clinical 
syndrome characterised by the 
onset of asthma 30 minutes to 
three hours after taking aspirin. 1 

Asthma attacks triggered by 
aspirin and NSAIDs are often 
accompanied by symptoms of 
rhinitis and facial flushing and 
can be very severe, even life 
threatening. 2 

21 % of adult asthmatics 
may suffer 
from AlA 

Although AlA is well 
researched, until recently its 
prevalence was not well defined. 
A clearer picture emerged in 
2004 when the British Medical 
Journal pubiished a landmark 
systematic review on AlA. 1 

This systematic review 
published in the British Medical 
Journal has found that the 
prevalence of AlA in the general 
asthmatic population is higher 
than previously suggested , at: 

• 21 % for adults and 
• 5 % for child ren. 

It is widely recognised that 
asthmatics who are sensitive to 
aspirin are also highly cross­
sensitive to other non-steroidal 
anti-inflammatory drug 
(NSAIDs) including ibuprofen, 
naproxen sodium and diclofenc. 1 

For example 98% of adult 
aspirin induced asthmatics are 
also sensitive to OTC doses of 
ibuprofen. 

In contrast, the incidence of 
cross-sensitivity to paracetamol 
is low at approximately 7% of 
aspirin induced asthmatics 
(figure 1) , which is less than 2% 
of the general asthma 
population. 

Reactions to paracetamol are 
significantly milder and easier 
to reverse than reactions to 
aspirin 3 

Patient characteristics 

Anyone positively identified with Aspirin 
Induced Asthma 

Anyone who has ever experienced an asthmatic 
reaction to aspirin or NSAIDs (such as ibuprofen, 
diclofenac, naproxen sodium) 

Anyone with severe asthma symptoms, nasal 
polyps, urticaria or chronic rhinitis (ie high risk 
lea tu res of AlA) 

Younger than 40 years of age or 

Have not used aspirin or NSAID recently 
without incident 

All other asthmatic patients 

Recommendation 

Avoid all products that contain aspirin or 
NSAIDs indefinitely 

Paracetamol should be recommended, 
unless contraindicated 

AlA may develop late in life, so patients should 
be informed of the risks of aspirin and NSAIDs 

Paracetamol should be recommended, unless 
contraindicated 

If NSAIDs are necessary, the first dose should 
be taken under medica l supervision 

Any analgesic may be considered 

If patients experience any respiratory symptoms 
they should stop treatment and see their doctor 

Table 1: Recommendation for the use of analgesics in asthmatic patients. l 
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Figure 1: Inidence of aspirin cross-sensitivity to 
common analgesics.' 

KEY PRACTICE POINT: 

Many asthmatics are unaware of 
AIA, 4 GPs should take appropriate 
opportunities to counsel their 
asthmatic patients about the risks 
and provide appropriate advice 
about the use of analgesics. 
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AVIAN INFLUENZA 

Current Status of 
Avian/Pandemic Influenza 

by Tanya Melillo Fenech MD MSc 
Chairperson of the Nationa/ Influenza Pandemic Standing Committee 

The situation regarding avian H5N 1 
virus is only getting worse. Since the 
beginning of February 2006 affected 
wild birds - mainly swans - have been 
recorded , since the beginning of 
February 2006, in 14 European 
countries, without involvement of 
domestic poultry (Austria, Bosnia, 
Bulgaria, Croatia, Germany, Greece , 
Hungary, Italy, Poland, Slovakia, 
Slovenia, Sweden & Switzerland). 
In France, a commercial turkey farm , 
adjacent to a site where infected swans 
were located, has also been found infected. 
Other countries like Albania, Azerbaijan, 
China, Egypt, India, Indonesia, Malaysia, 
Niger, Russia and Romania have poultry 
affected with the virus. 

The situation in Africa is of particular 
concern. It is now obvious that H5N1 
has become Significantly endemic and 
widespread in poultry populations 
outside South East AsiaThe discovery 
in Germany and Austria of H5N1 
virus affecting also domestic cats has 
only complicated the picture. Other 
animals that have been infected with 

l A BORA T OfR I: 

InnOTECH 

H5N 1 include tigers , pigs, civets and 
ferrets. 

In Germany, on the 10th of March it 
was also discovered in a stone marten 
(a member of the weasel family). To date 
only domestic poultry have been shown 
to play a role in the transmission cycle 
of the virus from animals to humans. 

Further investigation is needed to 
determine whether evidence of H5N1 
infection in new mammalian species has 
any significance for the risk of human 
infection or the potential of this virus to 
adapt to mammals, including humans. 

Studies done this year on H5N1 viruses 
show that multiple lineages of the virus 
are now established in poultry in parts of 
Asia. Poultry to poultry transmission is 
thought to sustain endemicity of the virus 
in this region. H5N1 virus has been 
isolated from apparently healthy migratory 
birds in southern China suggesting that 
migratory birds can carry the virus for 
long distances. 

According to the WH 0 , the 
cumulative number of confirmed cases 
of human avian virus a up to 10th March 

by WHO is 176 cases and 97 deaths 
(case fatality rate of 55%). 

Seasonal Influenza Surveillance 

From October 2005 to date there has 
been low reporting of influenza cases in 
Europe compared to previous years. 
Virological studies have shown that 68% 
of cases where found to be Influenza B 
while 32% were found to be influenza 
A (H3N2 and HIN1). 

Infact, it has been recommended that 
the 2006-07 influenza vaccine will consist 
of "Wisconsin" strain for Influenza A 
(H3N2) replacing "California" strain, and 
"Malaysia" strain for Influenza B replacing 
"Shanghai" strain. The "New Caledonia" 
strain ofH1N1 used for this year's vaccine 
will be used again as the third component 
of the trivalent vaccine.8J 

The information is correct as on 13/3/06. 

For further information check the Disease 
Surveillance Unit Web Portal website on 
http://www.health.gov.mtldsul 
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MO N E Y W I S E -
What price advice? 

by ]. G. P. Bonello, FL.I.A., Managing Direclorl 

"Ever time you brush our teeth; every time you fill our petrol 
tank; e\'ery time you shop at lIw supermarket irtuallyevery 

time that you spC'nd money - somebody is making money. Wh 
not share in the profits they make off you?" That sentence was 

the injection of mv pa<;sion for equitie<; 40 vears ago. 

During a TV interview on the 17th 
February, I highlighted the long-term 
value of solid equities. Anyone who 
invested Lm 1,500 to buy 1, 000 shares 
in the then Mid-Med Bank Ltd. in 
July 1991 , today - after 2 shares splits 
- holds 4,000 shares of HSBC (which 
will become 16 ,000 shares on 19th 
April) with a current market value of 
Lm44 ,200. And this does not include 
dividends received over this 15-year 
period , which alone would have repaid 
the initial investment. See why I 
believe in the long-term value of well­
chosen equities? 

Relate this to the Pensions saga : 
Assume that this investor was a 45-
year old in 1991. Today he is a 61-
year old pensioner. Is he as reliant on 
his" first pillar" guaranteed national 
minimum pension, as his 
contemporary who put his Lml ,500 
in a fixed deposit at the bank? The 
question is as rhetorical as "Who has 
best inflation-proofed his capital?" 

Risk and Reward - the "comeback­
and-go-beyond" theory 

With equities it is not always days of 
wine and roses. HSBC shares - and others 
which are major MSE Index components 
- burned many speculators' fingers in 
Malta's first bull market which peaked 6 
years ago. From an 18th January 2000 
closing price ofLm3.80, and an intra-day 
high ofLm3.81, HSBC shares more than 
halved by 1st November 2002 to Lm 1.73. 
These prices are adjusted to reflect the 1 
for 1 split on 1st April 2005. Thousands 
swore that they would never touch shares 
again - especially those who cashed in 
their chips at the bottom of market. 

Nobody had told them about what I 
call the stockmarket "comeback-and­
go-beyond" theory. Let's look at the 
weather-vane of world markets, the Dow 
Jones Industrial Average . In the 
infamous Wall Street crash of October 
1929, the Dow peaked at 381.17 on 
3rd September 1929. For the only time 
in its history which goes back to 1896, 

the Dow Jones Index fell, for four 
consecutive years, to bottom at 41.22 on 
8th July 1932. The comeback to the 
pre-crash peak did take till 1954 - but 
by 1964, the Dow had more than 
doubled to 900. On 28th February 
2006 it stood at a sliver under 11 ,000. 
According to Professor Roger Ibbotson 
of Chicago, quoted in the late 1990's, 
by 2015 the Dow will clear 34,000. 

What about Japan? Any streetwise 
Samurai will tell you that Japan's 
Nikkei index hit its all -time closing 
high on the 29th December 1989 at 
an astronomical 38,915.90. To get 
back to this level, from its 28th 
February 2006 close, requires an 
increase of 140%. Even if this takes 
another 10 years , it would equate to 
14% simple interest per annum. I 
believe that the Japanese stockmarket 
has started a long recovery and, 
though I expect a lot of volatility, the 
Mount FUjiyama peak of 40,000 on 
the Nikkei will again be climbed. 

Even Malta 's barely into-its-teens 
stockmarket proves the "comeback-and­
go-beyond" theory. In its first bull run, 
the MSE Index hit 4 ,013.371 on 24th 
January 2000. It then slipped , stumbled 
and fell to 1,747.522 on 30th October 
2002. At that stage , those who had 
piled into the market at the peak, two 
years and nine months earlier, were 
contemplating the Maltese equivalent 
of Harakiri. Our advice was not only 
to hold on, but to buy more at the then 
lower prices - thereby bringing down 
one's average cost. But most were then 
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as keen to invest more , as they would 
today be to take a holiday break in 
Bagdad. Those who did take our advice 
are now smiling into their sushi. 

Because not only did the MSE index 
recover its previous peak (of 24th 
January 2000) on the 4th October 
2005 at 4,031.46, but it has since 
charged ahead, breaking new barriers 
on the 21 st February 2006 at an all ­
time peak of 6,314 .069 . That is an 
increase of 261 % . On 28th February, 
exactly three years and four months 
from the October 2002 low, the index 
stood at 6,087.65 for a gain of just 
under 250% - see graph overleaf. 

By comparison, the Nasdaq, the 
tech -laden US index, has only gained 
72% in the same period. Yet , it is 
still 54 .8% below its all-time closing 
high of 5,048.62 on 10th March 
2000. This means it has to climb a 
further 121 %, just for the comeback 
part. 

In October 2002 , when MSE 
officials were asked about the Maltese 
market drop, they were quoted by the 
media as having said that the Maltese 
market had followed all other stock­
markets down. 

So should the corollary to such an 
argument be that the potential of the 
Nikkei is not only to climb to 
38,915 , but then to actually exceed 
this by 51 .7%? Or for the Nasdaq 
to climb 121% to 5,048.62 - and 
then a further 51.7% to 7,657.82? 
Is it a case of Malta fiar del mondo 
or Malta fuor del man do? 

The graph overleaf clearly highlights 
the attractiveness of the world's major 
markets when compared to the Maltese 
Index. The readings of the seven foreign 
market indices have been taken as at 
30th October 2002, so as to re base all 
calculations in comparison to the MSE 
index's post-boom low point. The visual 
impact is stunning in the sense that 
nom' of thf' fOff'iBn major inciir.f's have 
yet achieved the comeback stage - let 
alone the go-beyond one. By 
comparison the MSE index is lip 51 .7% 
- and that is from the previous high, 
not from the post-boom low point. The 
conclusion vis-a-vis which markets have 
the better potential is obvious. 
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What price advice? 
But how do you distinguish 

between market highs and 
market hype? 

It is not about "tricks", or 
about guessing - or second­
guessing - market tops and 
bottoms. Neither does it lie 
in seeking refuge under the 
blanket bromide " past 
p erformance is not a guide 
to future returns" . It is about 
knowledge, about experience 
and about preparation. It is 
about applying one 's 
intelligence , combined with 
the decades-long acquisition 
of that sixth sense called 
intuition. 

Finally, and fundamentally, 
it is about ethics - that branch 
of knowledge concerned with 
moral principles. At Financial 
Planning Services Ltd., we 
have, since inception , 
practised ethics as a verb of 
conviction - not as a noun of 
convenience. @ 

Financial 
Planning 

225 : 

175 , 

I 
125 

I 
I 

75 i 
I 44.7 

25 

-25 

'" t 

J 
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