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In this editorial | will focus on one of

biggest challenges which scientists are :
. development by the Brits of the purple
¢ tomato, which is also rumoured to

¢ reduce cancer risk ...

* However, an innovative application of

facing ... vaccines. Actually vaccines
represent one of the most successful
cost-effective medical advances of all
time.

Nowadays recent advances in biotech- :
nology (as well as the understanding of :
: ministered as vaccines. Major potential
: advantages of producing immunogens
: in plant systems include the possibil-

¢ ity of enabling the participation of less

: developed countries in pharmaceutical
: production, with an obvious emphasis

: on addressing local health issues. Ex-

¢ amples of such scientific breakthrough
. are the recent production in tobacco

: of a HIN1 2009 vaccine based on the
i hemagglutinin (HA) protein and the

¢ initiation of clinical trials with a recom-

¢ binant, plant-derived, idiotype vaccine

: 1o treat B-cell ymphomas.

* In case you are just saying ... Well,

: this is just an editorial for all its worth!

¢ ... scientists’ grapevine has it that the

¢ next pandemic may quite likely be the

: Chikungunya virus. The virus, usually

: transmitted by Aedes aegypti mosqui-

: toes, has now repeatedly been associ-
: ated with a new vector, Ae. Albopictus
* (Asian Tiger Mosquito, seen in Malta

: during the past few weeks). Analysis of
¢ full-length viral sequences reveals an

¢ extremely rare phenomenon, known

¢ as evolutionary convergence. In virol-

: ogy, convergent mutations have been

the inductive and effector components
of immune responses) are invigorat-
ing the whole field of vaccinology. In
fact other illnesses are now slowly but
steadily becoming the new targets in
this field, with the dual possibility of
marketing either therapeutic vaccines
(ex. oncology) or prophylactic vaccines
(ex. HPV).

These new advances are basically
based on either innovative antigens

or the introduction of new adjuvants.
We are already seeing several new
plant-made vaccines being manufac-
tured for veterinary purposes such as
the Newcastle disease. However it is
in this area that researchers are also
eyeing what | call ‘virgin platforms’ ....
the application of plant recombinant
technology to the field of human medi-
cine. The former has already brought
about major advances in plant biol-
ogy, allowing production of genetically
modified (GM) plants. To be truthful,
such progression has also meant
headaches for key political champions
... just a few weeks ago we have seen
uproars surrounding the decision of

our European Commissioner for Health :
: pressure of antiviral therapy during the
¢ treatment of acute (ex. neuraminidase
: mutations of influenza virus) or chronic
: (ex. reverse-transcriptase/protease

: mutations of HIV) viral diseases. Ap-

: parently the selective pressure exerted

and Consumer Policy, John Dalli to lift
a 13-year ban on the cultivation of a
GM potato, called Amflora, to be used
for starch by industry.

Nonetheless, such newer technologies
have also enabled the development

of noncrop plants (tobacco) to pro-
duce pharmaceutical molecules. This
approach has major advantages in
terms of speed, costs and safety. And
this goes beyond the much advertised
US creation of the lycopene-rich GM
tomatoes which presumably protect

: against prostatic cancer, way back

in 2002 ... and six years later, the

plants as bioreactors is their use to
express antigenic molecules to be ad-

reported under the extreme selective
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¢ (such as the commercial transporta-

: tion of scrap car tyres), the adaptation
: of Mosquito-transmitted Chikungunya
i virus to the Asian Tiger Mosquito

: provides an incredible demonstration
. of how viruses can readily circumvent
¢ the impact of human interference on

. the ecosystem. Obviously this means
: that we are far from immune from

: future emerging arboviruses that infect
: humans.

A
o

lan C Ellul

:on Mosquito-transmitted Chikungunya :
: virus through the constraint of having
: to replicate in a new vector, is similar

: to that cited for antiviral therapy.

* And since the dispersal of the Asian

: Tiger Mosquito from Asia to Europe

: is largely the result of human activities
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Adonis annua L. (Pheasant’s eye,
Ghajn is-Serduk)

Adonis annua L. is a scarce, annual, winter
and spring flowering herbaceous plant which
prefers disturbed ground.

Medicinal uses

It has been used in medicines as a diuretic,
as a tonic to improve health, and as a
cardiostimulant.
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Media Centre Print; Malta. 1993.
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The European Society of Cardiology guidelines published in 2010 offer an update on the previously published 2006 atrial
fibrillation guidelines. The revisions are intended to optimize the understanding of the mechanisms of atrial fibrillation, and
consequently the diagnosis and management of this common sustained cardiac arrhythmia, which afflicts up to 1-2% of the

general population.

Ongoing research into the pathophysiology of atrial fibrillation and innovations in pharmacotherapy have forced a revised set
of non-mandatory but advisory recommendations to guide clinicians and cardiologists along the challenging labyrinth which
is atrial fibrillation management and diagnosis. The purpose of this synopsis is to highlight some of the most relevant

changes included in the 2010 guidelines in so far as classification and pharmacotherapy of atrial fibrillation is concerned.

Atrial fibrillation, arrhythmia, heart failure, heart disease

Introduction

The European Society of Cardiology (ESC) guidelines
published in 2010 offer an update on the previously published
2006 atrial fibrillation (AF) guidelines. The revisions
are intended to optimize the understanding of the
mechanisms of AF, and consequently the diagnosis and
management of this common sustained cardiac arrhythmia,
which afflicts up to 1-2% of the general population.1

Mechanisms of Atrial Fibrillation

The structural remodeling that occurs in the ventricles and
atria is the end result of many forms of structural heart
disease. Within the atria this translates into proliferation
and differentiation of fibroblasts into myofibroblasts and
accumulation of surplus connective tissue with eventual
fibrosis. These changes produce an electroanatomical
substrate which is pervious to multiple small re-entrant
circuits and which therefore permits the propagation

of AF. Following the onset of AF, the atrial effective
refractory period has been shown to shorten within the first
days of its onset in addition to a disruption of the normal atrial
contractile function. Figure.i

T it Diagnosed Episade of AF
|

Paroxysmal

= Persistent

L

Long-standing Persistent

L

- Permanent

AF clinical types

The diagram illustrates how a first diagnosed episode of AF
may turn out to be any of the 4 clinical sub- types and how
the AF categories are not mutually exclusive with patients
having paroxysmal AF sometimes moving on to having
persistent AF, so on and so forth.

AF=atrial fibrillation. Adapted from Camm AJ et al.1

Clinical Types of AF
The 2010 ESC guidelines offer a modified nomenclature for
classification of the AF clinical types (Figure

1). In particular the guidelines distinguish between:

1) Fist diagnosed AF: which represents the first ever
episode of AF at the time of initial presentation
irrespective of its duration or symptom severity.

2) Paroxysmal AF: representing AF which self-terminates
within a maximum of 7 days (although in most cases self-
termination occurs within the first 48 hours).

3) Persistent AF: representing non-self-terminating AF

which either lasts longer than 7 days, or which requires
pharmacological or electrical cardioversion before this time.
4) Long-standing Persistent AF: refers to persistent AF which
has been present for >1 year before the implementation of a
rhythm control strategy is contemplated.

5) Permanent AF: refers to established, accepted AF where
both the patient and physician have opted not to pursue any
rhythm control strategies.

Type and Severity of Symptoms

The 2010 guidelines place special emphasis on the presence
and severity of AF-related symptoms and recommend
tailoring the management of AF in such a way as to achieve
maximum possible symptom relief. The European Heart
Rhythm Association Score of AF-related symptoms2 (Table
1) provides an unambiguous description of AF-related
symptom severity.

Antithrombotic Management of AF

The CHADS?2 score (cardiac failure, hypertension, age,
diabetes, stroke) risk index3 is recommended in these
guidelines as a rapid and initial risk assessment tool for
cerebrovascular events and transient ischaemic attacks in
patients with non-valvular AF. Any patient having a score >2
will benefit from the use of chronic oral anticoagulant therapy
(OAC) with a vitamin K antagonist (VKA), aiming to maintain
a target international normalized ratio (INR) of 2.5, and a
range of 2.0-3.0. The greatest limitation of the CHADS2
score lies in its propensity for classifying a disproportionate
number of patients within the ‘grey-zone’ of moderate risk
for cerebrovascular events at a score of 1, thereby plunging
many a physician into the much dreaded VKA-versus-aspirin
conundrum.

The CHA2DS2-VASc score4 (Table 2) employs a more ‘risk

Table 1
EHRA Class Definition
EFRAC ass| Mo symptoms
EFRA Cassll hild syrmpkoms: Mormal daily activity not attected
EFRA C ass il Sewera symptoms; Normal da |y activitv affectec
EFRA C ass W Dizzbling symptams; Mormal daily activity disconzinued

EHRA score of AF-related symptoms. Adapted from Kirchhof
Petal.2

factor-based’ approach to the categorization of

patients with non-valvular AF and this scheme is the one most
prominently campaigned for by the ESC.

In patients with non-valvular AF, a CHA2DS2-VASc score

of >2 would argue in favour of OAC therapy. One major risk
factor would alone confer such a score, as would alternatively
two cumulative clinically relevant but non-major risk factors.

In either scenario, use of chronic OAC for thrombophylaxis
would be justified.

In summary, the guidelines recommend that with a CHADS2
score >2, chronic OAC therapy should be initiated, but

in patients scoring a CHADS2 of 0-1, a second more
comprehensive risk scoring tool should be employed
(CHA2DS2-VASC) to determine whether a subject benefits
most from OAC as opposed to Aspirin or no antithrombotic
therapy (Figure 2).

The HAS-BLED scoreb (Table 3) is recommended as a
simple bleeding risk score for AF patients, whereby a score
>3 indicates high risk and calls for caution with the use of oral
VKAs.

Long-term Control of Rate and Rhythm in AF

The 2010 guidelines underscore that ventricular rate control
in AF is cardinal in all cases unless the heart rate during AF

is naturally slow. Additionally rhythm control may be added
on to rate control where the patient remains symptomatic
despite adequate rate control; alternatively it may be deemed
appropriate to choose rhythm control over rate control as
the optimal management strategy based on factors such as
younger age, symptomatology and higher activity levels.
Broadly speaking, those younger patients with symptomatic
paroxysmal AF in the absence of significant structural heart
disease are usually earmarked for rhythm control. Conversely,
patients with accepted permanent AF are usually scheduled
to receive rate control with their designation changing to
‘long- standing’ persistent AF if a later trial of rhythm control is
attempted.

A large body of evidence now exists6-12 to dispel the
archaic myth which made rhythm control the unchallenged
prime end-point in AF management and which relegated
rate control strategies to a lackluster division. This newly-
found egalitarianism is fuelled by a new appreciation of

the importance of patient-tailored therapy taking into
consideration factors such as patient preference, level of
physical activity and quality of life scores.

Recommended Drugs for Long-term Rate Control

¢ Bvetablockers

Particularly in patients with high adrenergic tone or angina in
association with AF.

Recommended agents include: Metoprolol, Bisoprolol,
Atenolol, Propanolol and Carvedilol.

¢ Non-dihydropyridine calcium channel blockers

Effective for acute and chronic rate control of AF. These drugs
are to be avoided in patients with systolic heart failure in view
of their negatively inotropic effect.

Recommended agents include: Verapamil and Diltiazem.
eDigoxin

Effective for heart rate control at rest but not during exercise.
The potentially life-threatening adverse effects and propensity
for drug interactions ascribed to digoxin dictates a cautious
introduction in properly selected patient groups.

eDronaderone

Perhaps one of the most noteworthy advances of the 2010
ESC guidelines is the inclusion of the recently approved
dronaderone as an alternative rate controlling drug for

Table 2
Risk Factor Attributable Score
Congestiva heart failure/ 1V dysfunction 1
Hypertension 1

Diabates Mellitus 1

WVasculardisease

Ag= 55-74

= B e

Sax Category (famale sexl

Maximum score

|

CHA2DS2-VASc Scoring System.

Maximum possible score using the CHA2DS2-VASc Scoring
System is 9.

Major risk factors are displayed inside dark grey cells.

Clinically relevant non-major risk factors are displayed inside light
grey cells.

Congestive heart failure is arbitrarily defined as left ventricular
(LV) ejection fraction (EF) <40%.

Vascular disease encompasses any of: myocardial infarction,
complex aortic plaque and peripheral

artery disease.

LV=left ventricular; TIA=transient ischaemic attack.

Fig. 2

* 01 *  CHA,D5,-VASc
|
! ! }
=2 1 0
|
-l v OAC
OAC/Aspirin

Aspirin/Nil

With a CHA2DS2-VASc score of 1, the recommendations are in
favour of either OAC or aspirin 75-325mg daily. With a CHA2DS2-
VASc score of 0, the recommendations are in favour of either
aspirin 75-325mg daily or no antithrombotic therapy. Adapted

from Camm AJ et al.1

AF=atrial fibrillation; OAC=oral anticoagulation; Table 3

FPoints Attributed

Letter Clinical Characteristic

H Hypartension 1

Abnormal Ranal Funciion 1
and/or
Abnormal Lwvear Funct on

1
Stroke 1
Bleading 1
1
1
1

>

Lehilz INRs
Eldarly (aga =85 years)

mr o @

Crrugs
and/or
Alcohel

Maximum score 9

HAS-BLED score adapted from Pisters et al.5



dronedarone

A unigue therapy. A better outcome.

Provides both rhythm
and rate control’

Significantly reduces the
risk of CV hospitalisation
or death?

Favourable safety profile
and well-tolerated
fixed-dosing regimen®~

Can be initiated in an
outpatient setting”

Fixed-dosing regimen

/Vl«ULTAQ :400 mg

400 mg bid
dronedarone X 20 fabfﬁ'f pack

* No loading dose
* No titration

ful-cmatid tablety - Dvad Unr
e ——

sanofl avenlis

MULTADG®
Absbraviatad Presoibing hsrmation
| G iy
LTI N TRA

HETING ALITHOHL
20 Feer-cosied tablets. FURTIER INFORMAT JLAHLE FROM:

sanofi aventis

Because health matters
MT-OHO-10-09-71

chronic management of AF. It effectively controls ventricular
rate both at rest and during exercise with these effects

being additive to those of other rate controlling drugs
(Dronaderone is not currently approved for rate control in
permanent AF.)

Dronaderone is a multichannel blocker active at the sodium,
potassium and calcium channels which is also endowed with
non-competitive antiadrenergic activity.

eAmiodarone

Effective as a rate controlling agent being particularly suited
for intravenous administration in the haemodynamically-ill

AF sufferer. It should be considered for long term ventricular
rate control only if all other measures have failed and in this
context the burden of its innumerable extracardiac adverse
events must be borne in mind.

Recommended Drugs for Long-term Rhythm Control
The new 2010 guidelines essentially eliminate quinidine from
the rhythm controlling armamentarium of drugs and instead
propose dronaderone as one of the emerging therapeutic
options for achieving and maintaining sinus rhythm.

*Beta-blockers other than Sotalol

Only modestly effective in preventing recurrent AF except

in the setting of thyrotoxicosis and exercise- induced,
adrenergic, lone AF where they have a specific and
valid role. Their use is limited by contraindications in the
presence of significant left ventricular hypertrophy, systolic
heart failure and pre-existing QT prolongation.

e[Flecainide

Safe in the absence of structural heart disease and
contraindicated for use in hearts with impaired systolic
function and coronary artery disease.

ePropafenone

As for flecainide, propafenone is considered safe in the
absence of structural heart disease and contraindicated
for use in hearts with impaired systolic function and coronary
artery disease.

eAmiodarone

Amiodarone is superior to propafenone and sotalol at
preventing recurrent AF and is particularly indicated in
symptomatic sufferers where other antiarrhythmic agents
have failed to maintain sinus rhythm. It is one of only a few
antiarrhythmics which is not contraindicated in the presence
of structural heart disease and heart failure. The attendant
adverse drug reactions of amiodarone therapy together with
its potential interactions with oral VKAs and digoxin beckon
watchful vigilance of all patients and their doctors.

eSotalol

Sotalol has a role in preventing recurrent AF but it’s

References
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Summary of recommendation for choice of antiarrhythmic drug
therapy in AF patients with and without structural heart disease.
Adapted from Camm AJ et al.1

HT=hypertension; AF=atrial fibrillation; CHF=congestive heart
failure; CAD=coronary artery disease; LVH=left ventricular
hypertrophy; NYHA=New York Heart Association.

proarrhythmic adverse effects become especially taxing

in patients with electrolyte abnormalities, particularly
hypokalaemia and hypomagnesaemia. Unlike amiodarone it's
use is considered imprudent in patients with structural heart
disease and systolic heart failure.

eDronaderone

Admittedly less effective at maintaining sinus rhythm than
amiodarone13,14 but far less toxic to the thyroid gland,
central nervous system, skin and eyes, which equates to
better tolerability and a smaller incidence of premature drug
discontinuation. It is contraindicated in patients with New York
Heart Association (NYHA) class l115 or more and in unstable
heart failure patients but is considered safe in patients

with acute coronary syndromes, chronic stable angina,
hypertensive heart disease and stable NYHA class I-Il heart
failure (Figure 3).

Conclusion

Ongoing research into the pathophysiology of AF and
innovations in pharmacotherapy have forced a revised set

of non-mandatory but advisory recommmendations to guide
clinicians and cardiologists along the complex labyrinth
which is AF management and diagnosis. The purpose of this
synopsis was to highlight some of the most relevant changes
included in the ESC 2010 guidelines in so far as classification
and pharmacotherapy of AF is concerned, while encouraging
a more insightful review of the full-text guidance offered by
the ESC Committee for Practice Guidelines. For the complete
guidelines visit www.escardio.org.
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Novalac

NOVALAC thickened formula with treated corn
starch reduces oesophageal acid exposure time

in infants. It is nutritionally complete and can be
used from birth to 1 year.
Novalac AR thickens in the One of the most common complaints referred to primary i There is mounting evidence to support a role of GERD
stom ach, not the feeding bottle caregivers in infancy is ref!ux type emess in the mfgnt, : n dlversg dlsegse processes mcludlng resplratory
less frequently and sometimes posing as chest painand :  disease including recurrent pneumonia and atypical
- Easy to swallow discomfort upon swallowing, reflux can also present : asthma, dental erosion and, with less robust evidence;
- No air ingestion, which could lead ' in the o]der child and adolescent.' Gastroesophageal ¢ Upper airway complain't's suqh as hoarseness, ghronic
t h reflux disease (GERD) can complicate the management  :  cough, recurrent sinusitis, otitis and the sensation of a
O aerophagy of the child with neurodevelopmental disability wherein ¢ lump in the throat (globus). It is also important to bear
] i ; S A Al ; i i
a more severe pattern of disease is exacerbated by ¢ in mind that GERD is more prevalent in obese children
- . . delayed, sometimes atypical presentation. Moreover, ¢ and is associated with greater severity of disease
No delay in gaSt”c e_mptylng even in otherwise healthy children, there is increasing : including the development of Barrett's Esophagus and
- Homogeneous casein curd recognition of non-gastrointestinal presentations of : adenocarcinoma in adults.
- Medium chain triglycerides gastroesophagealnreﬂux dlsgase (GERD) the'at span : . ' .
Low osmolarit the gamut from failure to thrive, dental erosion and :  In cases where a diagnostic workup is needed, for
- w Ity complicated asthma. : example in children with atypical presentations or who
- Ad apted calorie content It is important, from the outset, to distinguish :  are refractory to standard, or first line management, the
physiologic reflux (GER); the passage of gastric :  choice for investigation falls between upper endoscopy
contents into the esophagus with or without :  with biopsy — which serves to rule out a gamut of
regurgitation into the mouth, which is a normal process ~ :  alternative diagnoses based on gastrointestinal
Viscosity of Novalac AR 1 occurring several times a day in, amongst others, i pathology (Table 2), and pH or impedance probe.
200 - healthy infants from Gastroesophageal Reflux Disease i Radiologic modalities such as upper gastrointestinal
o (GER); wherein refluxate causes troublesome symptoms @ contrast study (barium meal) and nuclear scintigrapy
& . (Table 1). : scan (milk scan) are limited in scope but useful in
o0} . select clinical scenarios including the need to rule out
§ Infancy Older Child and Adolescent :  malrotation and duodenal stenosis (Barium meal - Fig
= s : 1), or reflux and aspiration or delayed gastric emptying
0 Recurrent regurgitation with/without vomiting | Bitter regurgitation (M”k Scan)-
Weight | ight gai Vomiti 5
,:Tajmsg ?:;;?e Stomach - Irri?agbilit;> o8 orpooregaan HZ;ﬂrItS?rn or chest pain Gastrointestingl obstruction Infcticus
S — Ruminative behavior Hematemesis 8 Malolation with inermittent vohulus Chiitis mecia
Stridor Dysphagia, odynophagia mnmm .
. . . Cough Wheezing : Labobc eriocring
- Stri : Hirscheprung diseass Galacipsamia
N OVA LAC Antl Reg u rg Itatl o n :g;a):igteﬁfse—threatening events & Apnea Ct(;ﬁ;f: ?‘:;w'-:;‘:“ web Congenital adrenal hyperplasia
spells Hoarseness : n _
5 . " o : abed hermia Al
NOVALAC Infant Formula Range ] Lo
Recurrent pneumonia Dental erosion 935-1:_ ME': AL .
Ezuﬁib:mﬁeﬁnmagnwmwwlﬁm - e
- — : Food alergy Tiuic £ MgdhCations
N l c No alac [ N I \ N |ac Table 1. Symptoms and signs that may be associated with ; Inflammatcny bowel dissase Iron hypenitaminsis A and D
ova a Vv ova ac ova gastroesophageal reflux disease b | Mewdtogic Munchausen syncome by proey
e = % .= b “ I S __ - Hydrocephaks " |
L A AR AC GERD is a clinical diagnosis; there is no gold standard : mrw s e mw_ o
s investigation, indeed in most uncomplicated cases : Chimatmaen Auslcnomia dyshanciion
clinical interview and examination are sufficient. This :
can be supplemented with an empiric therapeutic trial :  Table 2. Differential diagnosis of vomiting in infants and
obviating the need for any further investigations. :  Children
Continues on page 12 e Smapit o o

P2




Figure 1. (A) Intestinal malrotation in an 8 year-old with chronic
vomiting and heartburn. (B) Achalasia in a 14 year-old girl with
chronic vomiting. Previous diagnosis ‘psychogenic vomiting’

The management of GERD depends on the
consequences of the disease and associated
conditions. Longstanding severe GER can lead

to scarring and difficulty swallowing as well as
transformation of the lower esophageal mucosa into
premalignant, intestinal mucosa (Barrett’s Esophagus).
This latter is rare in children, although the presence of
neurodisability and hiatus hernia may be possible risk
factors.

Reassurance, education and conservative measures are
all that is needed in most cases of infant GERD,; lifestyle
changes (Table 3) may include a switch to an antireflux
formula (AR) although the presence of physiologic

GER should not be construed as a justification to stop
breastfeeding. First line pharmacologic therapy include
the use of ranitidine 2mg/kg/dose three times daily,
although locally the liquid formulation (15mg/ml) is only
available though the government pharmacy. Although
well established for use in infants and children, the
emergence of tachyphylaxis as well as the limited acid
suppression achievable with Histamine-2 Receptor
Antagonists (H2RA) including ranitidine, resulted in now
fairly routine use of proton-pump inhibitor agents (PPI) in
this age group. Several are licensed for use in children,
the usual dose is 1mg/kg / day and the most frequent,
usually dose-dependent side effects are headache,
diarrhea, constipation and nausea. Although unlicensed

FOR INFANTS FOR OLDER CHILDREN

Normalize feeding volume and frequency Avoid large meals

Consider thickened formula Do not lie down immediately after eating
Positioning Lose weight, if obese

Consider trial of hypoallergenic formula Avoid caffeine, chocolate, and spicy foods

that provoke symptoms

Eliminate exposure to cigarette smoke

Table 3. Lifestyle changes for GERD

for use in infants, PPl agents are increasingly used and
are generally thought to be safe although, for obvious
reasons, the choice is limited to soluble formulations.
The routine use of prokinetics in the long term
management of GERD in children is not recommended
based on the unfavourable risk-benefit relationship.
Surgical options in the management of GERD
are, in most clinical scenarios, limited to the last resort.
A variety of different techniques for fundoplication
purport to recreate or strengthen the physiologic
lower esophageal sphincter. Decreased reflux is often
achievable but at the risk of several potential long
term complications that tend to be more common in
younger age at the time of operation and concomitant
neurodisability. An alternative surgical option, especially
in the latter subgroup of patients includes gastrostomy
placement, which facilitates continuous (therefore low
volume) feeds, and in rare cases jejunostomy feeds.
Endoscopic fundoplication, which is established in adult
medicine, is as yet unavailable in children.
Gastroesophageal reflux therefore emerges
as a relatively common complaint in the peadeiatric
population. In select scenarios the index of suspicion
needs to be heightened and despite tremendous
progress in the diagnostic modalities, investigation and
treatment needs to be individualized and preferably
center around conservative and safe measures.
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metabolic effects and role in the cardiovascular prevention

Several epidemiological studies have proved that elevated
plasma levels of total and, in particular, low-density
lipoprotein (LDL) cholesterol are associated with an increased
risk of coronary and, in general, cardiovascular events. More
recently, many controlled studies undertaken with dietary

or pharmacological interventions have demonstrated that
reduced plasma levels of total and LDL cholesterol (LDL-C)
result in a decreased incidence of such events.

The risk reduction is strongly related to the magnitude of the
decline in LDL-C.

An 1% decrease in plasma levels of total or LDL-C is followed,
on average, by a 1% risk-reduction. Moreover, the effect on
cardiovascular risk appears to be independent of the methods
used to achieve a lower plasma cholesterol level.

Soy-derived protein displayed significant cholesterol-
lowering activity in clinical studies that involved patients
with different forms of hypercholesterolemia. Some studies
reported that soy protein, when partially or fully substituted
for dietary animal protein, induced a mean decrease of 22
mg/dl in LDL-C concentrations with a dosage of 20-30 g/
day and a decrease of 90 mg/d| with a dosage of 30-50
g/day. The observed reduction was related to the initial
plasma cholesterol concentrations, that is it was greater in
subjects with established hypercholesterolemia and minor or
negligible in those with baseline cholesterolemia below 230
mg/dl.

The most effective cholesterol-lowering soy component is
almost certainly protein, whereas isoflavones do not appear
to contribute significantly to the effects on lipid metabolism.
The cholesterol-lowering effect may be attributable to the
ability of soy protein to upregulate the expression of apo-B
receptors.

Based on the available scientific evidence, in 1999 the US
FDA released a claim that a daily dietary supplementation
with four soy-protein servings (6.25 g each) may significantly
reduce the risk of cardiovascular disease.

Appropriate assessment of the dietary lipid intake is also
important to meet an adequate daily calcium requirement.
Milk and dairy products (yogurt, cheese, and ice cream)
represent the major source of calcium. This issue is crucial, in
particular for women who need to prevent osteoporosis and
its complications as well as to prevent coronary heart disease
through the control of plasma cholesterol levels. Is therefore
advisable to adopt a diet with adequate calcium content
while at the same time limiting the total lipid intake. A soy
based diet could be recommended.

The use of soy can also positively influence health-related
parameters other than the lipid profile, such as diabetes
and insulin sensitivity because the shift of calories from
carbohydrates to calories from soy is currently adopted
as dietary therapy for the metabolic syndrome and type Il
diabetes, as it reduces plasma triglyceride levels without
influencing negatively plasma HDL cholesterol levels.

In overweight and obesity area the consumption of soy
proteins could generate effect of satiety and in hypertensive
patients the daily intake of 25 g/day could generate a 2-5
mmHg blood pressure lowering.

ALIMENTAZIONE TRIGL]

In conclusion the use of soy can represent an appropriate
base for a nutritional strategy aimed to prevent
cardiovascular diseases. The effect of such a dietary model on
cholesterol levels can be enhanced, whenever necessary, by
soy protein full substitution for dietary animal protein.
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Single-pill power superior
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* Single-pill power with a well
established safety profile’

o
r ‘;" = Raferences: 1.Mancia G, Laurent 5, et al, Blood Pressune
00 18:308-34T. ZDHMD&LMHYMWWYT
L Glarer RD. reion 2008;54:32=-38. 3. Lachircidng Y,
1 Glazer R, Crikelair N, Yen J, Caloun D, Poster presented ab
. 19ﬂ'|Sannlﬁ:Muﬂ1mgn'l'ﬂmESH 'I21BJ|.nn ; Milan,
P Italy. 4. Lacourchkirg Y, Glazer R, Yen J, Ci n 0. Poster
prasentad at 'IthwtrﬂcmruolﬂsaESH 12-16 Juna:
00 Milan, Naly,

E)TDI:IGE HCT

U) NOVARTIS GREAT DROPS JUST GOT BETTER

hydrochlorothiazide) 1
25mg Film-coated tablets

® HCT (amlodi

_FH.E?EHTATIDM“MM ﬂb}mmm
1 10 g am as am @ !
'?D valzartan and 25 mg hydrochiorothiaz-
ide or 1I:I mg amiodipine as amiodipine besay-
late, 320 vala-arhnatd 25 mg hydrochlono-
thiazide. INDICATION: Tmh‘mﬁl of essential

TRAINDICATIONS: » Known
h1mmmm1ﬂmwﬁmm
o derivalives, of 1o anmy of the
exciphants vHS-anu'-dpm and third mbtl “hgf
pregnancy + He impairmant, biliary ci
sis of cholestasis + Soevere renal impairment
{creatinine WME;MUMRIWH;

5

-, ricasmia,

mia hypen
WﬁRHIHGEIe’}RM UTIONS: + Risk of hy-
potension in sodium- andfior -.rolumo-depmd
patients (correction is recommended prior Lo
administration of E HET). # Caution is ad-
vised when admin ng HCT to pa-
Bents with renal impairment or systemic lupus
erythematosus. + No data available in patients
with uniiateral or bitaleral renal & BIBNOGIE,

13
nlm lolerance and serum levels of choles-
Ilceruuandur‘cacld * Mol recom-

mpuﬁmmbubai&mm‘agaa'ud
\hﬂtpﬂmrﬁrwm1mmi
ch“mﬂdmﬂl id be gradual. +
u-nul Ht u.:r“ W
rme
mmmmmm
nary artery disease + As with all other vasodila-
fors, special caulion in patients suffering from
aortic or milral stencsis, or Typering-

tangy with
tanlly with lithium. ¢ Caulion when used con-
cormstantly with drugs that may increase potas-
sium levels. + Caution if combined with other
antihypartensives, curare derivatives, NSAIDs,
coricostercids, ACTH, amphatericin, carbanax-
olone, Penicillin G, salicylic acd derivatives,
e YT A Jithors and e, rac:
mﬂmﬂq pressor amines, amantadine, diazox-
dugs, unhdnl ic agants,
ipod resing,
witamin D, ﬂldl.ll'ﬂ salts, mnﬂ and
AD'H'ERSE REACTIONS: t Exfnrga

inefvalsartanHC Ty Common:

geusia, kethargy,
[

raaction, wfllmml H'I'Mlﬂ mm-
ria. LEGAL C 33:1
Packs of 28 Itn-onalad tablets MARKETING
AUTHORISATION HOLDER: Novartis Europ-
harm Limiled, VWimblehurst Road, Horsham,
West Sussex, RH12 5AB, United
MARKETING AUHORISATION NUMBER: Ex-
HCT 10 160 H

J . d
Mah P.0. Box 124, Valletta, VLT 1000, Malta,
ok 4356 22083217  2010-MT-01-EXFH-22

besylate halsartan/
BO0/2Emg and 10/ 320/

EXF Ad me T

Mosquito

transmitted viral diseases

Mosquitoes are insects that have a particular importance
in public health as they are vectors of major viral diseases
like Dengue, Chikungunya and West Nile fever and can
constitute a nuisance to the population.

Dengue and Chikungunya viruses are endemic in tropical
countries and are

transmitted by infected Aedes mosquitoes. During recent
years, the incidence of both Dengue and Chikungunya fever
has risen worldwide. There is no vaccine available for either
of them and prevention relies entirely on mosquito control
and personal protection. Besides the international concern
over the rising worldwide incidence, there is a specific
concern regarding the spread of both diseases within

the European Union due to the presence in some of the
Member States of the competent vector, Aedes albopictus.

Any cases reported from the EU up till the end of
September 2010 were related to imported cases from
infected travellers returning from endemic countries outside
Europe such as

e All South East Asia, except Korea;

e \Western Pacific Region and Pacific islands (like
Philippines, Malaysia, Vietnam, Cambodia);

e South America and the Caribbean;

e Sub-Saharan Africa.

The Aedes albopictus (Asian Tiger) mosquito has already
been introduced into several European countries, including
Belgium, Bosnia and Herzegovina, Croatia, France, Greece,
the Netherlands, Serbia and Montenegro, Slovenia, Spain,
ltaly and Switzerland. It is thought to have occurred through
the trade of used tyres (the mosquito lays eggs in pools

of water in the tyres) and ornamental plants which are
transported in water, such as the ‘Lucky bamboo’.

The southern part of Europe is most favourable to climate
and ecological conditions for the local establishment of
Aedes Aldopcitus and that is why since its first sighting
on our islands in September 2009, over the past summer

months we have seen its presence in a number of towns.
The mosquito normally emerges between May and October.
and it is during this time that mating and proliferation
occurs. Mapping of its distribution is being monitored in
Malta and Gozo. The general public is also helping the
IDCU by providing IDCU with mosquito samples which

are being verified by an entomologist. So far the mosquito
has been found in Mellieha, Bugibba, Qawra, St.Paul’s

Bay, Bahar ic-caghaq, Pembrole, Swieqi, Sliema,Mosta,
Bumarrad, Attard, Balzan, San Gwann, Kappara, Floriana,
Valletta, St, venera, M’scala and Kalkara.

Outbreaks of Chikungunya have occurred in Europe in the
island of La Reunion (South East region of France) in 2006
which resulted in 255,000 cases and 213 deaths over a
10-month period, and in ltaly in 2007 which caused 300
cases and 2 deaths over 3 months.

Till the end of September 2010, the Institut de Veille
Sanitaire in France reported the first two confirmed cases
of locally acquired Chikungunya on the French mainland in
two 12 year old girls. This is the first time that a case has
been discovered that was not imported.

Since 2005 there have also been reported imported cases
of Chikungunya in Germany, UK, Belgium, Czech Republic
and Norway.

No Dengue outbreaks have been reported in Europe so
far but imported cases have been reported by France,
UK, Italy, Spain, Greece and Slovenia. Dengue is being
considered as one of the world’s major emerging infectious
diseases since it has become the most rapid spreading
mosquito-borne viral disease in the world with a 30 fold
increase in cases over the last 50 years.

In mid-September of this year, the Ministry for Health of
France reported a locally acquired case of Dengue fever

in Nice.This is the first locally-acquired case of Dengue
fever to be reported in mainland Europe since 1928 when
outbreaks were reported in Greece.

Another disease, the West Nile fever is transmitted by
another mosquito vector, the Culex pipiens which is
abundant on our island. The primary hosts are bird and
horses. Outbreaks of West Nile fever has been recorded in
ltaly (1998, 2008, 2009) and this year in Hungary, Romania
and Greece. Cases have also been reported in Portugal,
France, Spain, Austria, Croatia, Czech Republic, Poland,
Russia, Morocco, Tunisia and Israel.

West Nile fever is an emerging disease in southern
Europe and is endemic in other parts of Europe and the
Mediterranean region. The majority of West Nile fever
infections (around 80%) are asymptomatic and only 20%
of infected persons will develop mild symptoms with less
than 1 % developing a severe neurological syndrome of
meningitis and /or encephalitis.
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Broad protection against
rotavirus gastroenteritis (RGE)
caused by the 5 most common

circulating rotavirus types"’

eq’

(Rotavirus Vaccine,
Live, Oral, Pentavalent)

RotaTeq is indicated for the active immunisation of infants from the age of & weeks for prevention of gastroenteritis due to
rotavirus infection.

In clinical trials, efficacy was demonstrated against gastroenteritis due to rotavirus of serotypes G1P1[8), G2P[4], G3P1[8],
G4P1[8], and GFP1[8]

Vaccination with RotaTeq may not result in complete protection in all recipients.

The most commonly reported adverse experiences with RotaTeq (frequency =1/10) include pyrexia, diarrhoea and vomiting.

RotaTeq should not be administered to individuals with hypersensitivity to any component of the vaccine.

Mo safety or efficacy data are available from clinical trials regarding the administration of RotaTeq to immunocompromised
patients, those receiving immunosuppressive therapy, individuals infected with HIV, or individuals who have received a
bleed transfusion or blood products within 42 daﬁs of vaccination. Cases of gastroenteritis associated with vaccine virus
have been reported post marketing in infants with severe combined immunodeficiency (SCID).

Before administering RotaTeq, please read the full Prescribing Information.

References: 1. Data on file, M50, Middle East offices. 2, Centers for Disease Controd and Prasvention (CDC). Rotrmdns Survellanos — Worldeade, 2001-2008, MUWAR Morb Moral Widy Rep, 2008:574851255-1257,

o Consider the results. Choose Rotaleq.
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ROTATEQ ® Rotavirus vaccine (live, oral)
ABRIDGED PRODUCT INFORMATION
Please refer to Summary of Product
Characteristics (SPC) before prescribing

PRESEMTATION

Oral Solution

2 ml solution in a pre-filled sgueezable tube
{LDPE), with a twist-off cap (HDPE) in a protective
bag, pack size of 1

One 2-ml dose contains:

rotavirus serotype* G1 not less than 2.2 x 106 1L, 2
rotavirus serotype* G2 not less than 2.8 x 106 1U1, 2
rotavirus serotype® G3 not less than 22 x 10611, 2
rotavirus serotype® G4 not less than 20x 106 1U1, 2
rotavirus serotype™ P1[B] not less than 2.3 % 106 IU1, 2
" human-bovine rotavirus reassortants (live), pro-
duced in Vero cellz,

! Infectious Units

? As lower confidence limit (p = 0.95)

Excipient:

This preduct contains sucrase 1080 mg

USES: RotaTeq is indicated for the active im-
munization of infants from the age of &6 weeks
for prevention of gastroenteritis due to rotavirus
infection. In clinical trials, efficacy was demon-
strated against gastroenteritis due to rotavirus of
serotypes G1P1[8], G2P4), G3P1(8), G4F1[8), and
G9P1[B).The use of RotaTeq should be in accor-
dance with official recommendations.

DOSAGE AND ADMINISTRATION. Posology:
Three doses of RotaTeq should be administered.
The first dose may be administered from the

age of six weeks and no later than the age of 12
weeks, RotaTeq may be given to infants who were
born prematurely provided that the period of ges-
tation was at least 25 weeks. These infants should
receive the first dose of RotaTeq at least six weeks
after birth. There should be intervals of at least

4 weeks between doses. It is preferable that all
three doses should be administered before the
age of 20-22 weeks. All three doses should be
aiven by the age of 26 weeks As no data exist
regarding the interchangeability of RotaTeq with
another rotavirus vaccine, it is recommended that
infants who receive RotaTeq for the first immuni-
sation against rotavirus should receive this same
vaccing for the subsequent doses. If it is observed
or strongly suspected that an incomplete dose
has been swallowed (e.g., infant spits or regurgi-
tates the vaccine), a single replacement dose may
be given at the same vaccination visit, howewver,
this has not been studied in clinical trials, If the
problem recurs, additional replacement doses
should not be given.

Mo further doses are recommended after comple-
tion of the 3-dose series,Method of adminis-
tration: For oral administration only.RotaTeq
SHOULD UNDER NO CIRCUMSTANCES BE
INJECTED. RotaTeq may be given without regard
to food, liquid, or breast milk,

CONTRA-INDICATIONS:

Hypersensitivity to the active substance or to any
of the excipients.

-Hypersensitivity after previous administration of
rotavinis vaccines,

-Previous history of intussusception.

-Subjects with congenital malformation of the
gastrointestinal tract that could predispose to
intussusception

-Infants who have known or suspected immu-
nodeficiency. Asymptomatic HIV infection is

not expected to affect the safety or efficacy of
RotaTeq. However, in the absence of sufficient
data, administration of RotaTeq to asymptomatic
HIV subjects is not recommended
-Administration of RotaTeq should be postponed
in infants suffering from acute severe febrile ill-
ness. -The presence of a minor infection is not a
contraindication for immunisation. The admin-

istration of RotaTeq should be postponed
in subjects suffering from acute diarrhoea or
vomiting.

PRECAUTIOMS

Mo safety or efficacy data are available regard-
ing administration of RotaTeq to immunocom-
promised infants, infants infected with HIV or
infants who have received a blood transfusion
or immunaglobulins within 42 days of dosing.

In trials, RotaTeq was shed in the stools of B.9
% of vaccine recipients almost exclusively in the
week after dose 1 and in only one vaccine re-
cipient (0.3 %) after dose 3. Peak excretion oc-
cured within 7 days of dosing. It is theoretically
passible that transmission of vaceine virus may
ocour to seronagative contacts. RotaTeq should
be administered with caution to individuals
with cloze contacts who are immunodeficient
(e.g.. individuals with malignancies or who are
otherwise immunocompromised or individuals
recaiving immunosuppressive therapy). Also,
those caring for recent vaccinees should ob-
serve careful hygiene especially when handling
excreta.In a clinical study, RotaTeq was adminis-
tered to approximately 1,000 infants who were
baorn at a gestational age of 25 to 36 weeks.
The first dose was administered from & weeks
aftar birth. The safaty and efficacy of RotaTeq
were comparable between this subset of infants
and infants born at term, Safety or efficacy data
are not available for infants with active gastro-
intestinal illnesses (including chronic diarrhoea)
or growth retardation. Administration of Re-
taTeq may be considered with caution in such
infants when, in the opinion of the physician,
withholding the vaccine entails a greater risk.
The level of protection provided by RotaTeg is
based on the completion of all 3 deses. As with
any vaccine, vaccination with RotaTeq may not
result in complete protection in all recipients,
RotaTeq does not protect against gastroen-
teritis due to other pathogens than rotavirnus.
Ma clinical data are available on the use of
RotaTeq for post-exposure prophylaxis. RotaTeqg
contains sucrose. Patients with rare hereditary
problems of fructose intolerance, glucose-
galactose malabsorption or sucrase-isomaltase
insufficiency should not take this vaccine,

The potential risk of apnoea and the need for
respiratony monitaring for 48-72h should be
considerad when administering the primary
immunisation series to very premature infants
(born = 28 weeks of gestation) and particularly
for those with a previous history of respiratory
immaturity. As the benefit of vaccination is high
in this group of infants, vaccination should not
be withheld or delayed Co-administration of
RotaTeq with vaccines containing one or mare
of the following antigens at approximately 2,

4 and & months of age demonstrated that the
immune responses and the safety profiles of
the administered vaccines were unaffected:
Diphtheria-tetanus-acellular pertussis vaccine
(DTaF), Haemophilus influenzae type b vaccine
{Hib), Inactivated poliomyelitis vaccine {IFY),
Hepatitis B vaccine (HBV) and Pneumococcal
conjugate vaccine (PCV).Co administration of
RotaTeq with DTaP-IPV-HBV-Hib vaccine (Infan-
rix hexa) at approximately 2, 3, and 4 months of
age demonstrated that the immune responses
and the safety profiles of the co administered
vaccines were unaffected compared to sepa-
rate administrations.

Co administration of RotaTeg with a group C
meningocaccal conjugate vaccine (MenCC, the
vaccine studied was a tetanus toxoid conjugate)
at 3 and 5 months of age (and mostly at the
same time as DTaP-IPV-Hib vaccine), followed
by a third dose of RotaTeq at approximately &
months of age, demonstrated that the immune
responses to RotaTeq and MenCC were unal-
fected. Co administration resulted in an accept-

able safety profile.Concomitant administration of
RotaTeq and oral poliomyelitis vaccine (OPY) did
not affect the immune response to the poliovines
antigens. Although concomitant administration
aof OPY slightly reduced the immune response to
rotavirus vaccing, there is currently no evidence
that clinical protection against severe rotavirus
gastroenteritis would be affected. The immune
response to RotaTeq was unaffected when OFV
was administered two weeks after RotaTag,
Therefore, RotaTeq can be given concamitantly
with monovalent or combination infant vaccines
containing one or mare of the following antigens:
DTak Hib, IPY or OFY. HBYV PCV and MenCC,

ion: RataTeq is intended
for use in infants anly. Thus human data on use
during pregnancy or lactation are not available
and animal reproduction studies have not been
performed, SIDE

EFFECTS Refer ta SPC for complete information
on side effects
In a subset of infants from 3 placebo-controlled
clinical trials (n=6,130 recipients of RotaTeg and
5,580 placebo recipients), RotaTeq was evaluated
for all adverse events within 42 days of vaccination
with or without concamitant use of ather paediat-
ric vaccines, Overall, 47 % of infants given RotaTeq
experienced an adverse reaction compared with
45.8 % of infants given placebo, The most com-
maonly reported adverse reactions that occurred
mare frequently with vaccine than with placebo
were pyrexia (20.9 %), diarrhoea (176 %) and vom-
iting (10.1 56). Advarse reactions mone commaon
in the vaccine group are listed below per system
organ class and frequency. Based on pooled data
from 2 clinical trials in which &,130 infants received
RotaTeq and 5,580 received placebo, the adverse
reactions listed occurred with excess incidences in
RotaTeq recipients compared to placebo recipi-
ents of between 0.2 % and 2.5 %.
Infections and inf ion
Comman; Upper respiratory tract infection
Uncommon: Nasopharyngitis
Gastrointestinal disorders
Very common: Diarrhoea, Vomiting
Uncommeon: Abdominal pain upper

kir an i isor
Uncommon: Rash
General disorders and administration site condi-
ticns
Very common: Pyrexia

Intussusception

The risk of intussusception has been evaluated in
a placebo-controlled study in infants. During the
combined 42-day periods following each dose,
there were & cases of intussusception in 34,837
recipients of RotaTeq compared with 5 cases in
34,788 placebo recipients

Post-marketing reports

The following adverse experiences have baen
spontaneously reported with RotaTeq: haemato-
chezia, urticaria amd apnoea in very premature
infants (= 28 weeks of gestation).

Marketing Authorisation Mumber:
EL/1/06/348/001

Marketing Authorisation Holder: Sanafi Pasteur
M5D, SNC 8, rue Jonas Salk. F-6%007 LYOM ,
France

Rotateq is a registered trademark of Merck &
Co., Inc., Whitehouse Station, NJ, USA

POM
Date of review of preseribing information: June
200%
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COMPETITION CORNER - ISSUE 4/10

This month’s Challenge answers

1. What was the biblical name which featured in the Wine Expectations article’s quote?
2. The prize given to the first drawn name of the Update and Win quizz was 2 tickets to the

Elton John concert?

The winners are: TO BE changed

1st prize - Ms. Graziella Gravino (2 tickets to the Wintermoods concert)

2nd prize - Dr. Michael Refalo (1 day membership to the Corinthia Athenaeum Spa, Attard)
3rd prize - Dr. David Muscat (1 day membership to the Corinthia Athenaeum Spa, Attard)

TheSynapse team would like to congratulate the winners and thank the sponsors of these competitions.

THIS MONTH'S CHALLENGE

Attard.

—

The answers to all questions can be found in issue 3/10.Those who get a
correct answer will participate in a draw where the first two drawn names
will each win a 1 day membership to the Corinthia Athenaeum Spa,

2. Name one disease transmitted by the Asian Tiger Mosquito Yes / No

Fill in your details

Name

Address

Email

. What was the name of the nurse who came up with the idea of the contraceptive pill? | |

Mobile

Kindly submit the answers by mail by filling the form on this page addressed to The Professional Services Centre, 3 Guzi Cutajar Street, Dingli, DGL
1201 or submit your answers on- line on www.thesynapse.net/quizz. All submissions will participate in a draw.
You have up to the 7th November 2010 to submit your answers.

Opportunites
Managing pharmacist Vacancy

Mondays to Thursdays mornings And
Friday and Saturday mornings and
evenings

Attention Doctors, Consultants and
other Medical Specialists

Medical Plaza San Gwann requires
the services of locum pharmacists
evenings weekdays immediately
and Saturdays between 1 and 4

pm as from end December. Kindlly
contact Ingrid Fenech on 21372195,
21377157 or 99371724,

Current / Upcoming Events

Clinic Space available in the
morning, Safi Pharmacy

New clinic with all amenities is
available in the mornings. Please
phone 79060903

Attention Doctors, Consultants and
other Medical Specialists

Clinic space available in a central
locality, adjacent to a Busy Pharmacy
in the village core. No rental fee.

For more information please call
79861544 or 21820795

Locum Pharmacist Required

Locum Pharmacist required to work
two afternoons on a regular basis for
St Joseph Pharmacy in Mosta. Any
enquiries can be made by phoning
79417593.

Locum Pharmacist Required

Opportunity has arisen for a third
general practitioner to work out of

an established and busy clinic in

the north harbour region. Attending
also are a number of specialists and
therapists, offering a wide spectrum
of services to our clients and enabling
an efficient and multidisciplinary
approach. Kindly contact me on
dwardu@yahoo.com

Influenza Vaccine Campaign — log on http://www.thesynapse.net/articles/viewarticle.asp?artid=12529

Looking for Melanoma Campaign — log on http://www.thesynapse.net/articles/viewarticle.asp?artid=12397 or contact Dr Joseph
Pace for a free referral on guzeppip@gmail.com OR josephlpace@onvol.net. Terms & conditions apply.

Breast Cancer Awareness Campaign — log on http://www.sahha.gov.mt/pages.aspx?page=318

Prescribing Humour in Healthcare: and | ain’t kiddin! Lectures at Mater Dei Hospital — log on  http://www.thesynapse.net/events/

view.asp?eventlD=114
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In 1996, the plan was clear. It is all proven by a carefully
laid out brochure penned way back in preparation

for the official launch which happened precisely on
October 18th , 1996. The Synapse was in the pipeline,
it happened and it’s still going strong. Two great friends,
Dr Gauden Galea and Dr Wilfred Galea most certainly
had foresight when they mapped out what a successful
medical professional’s network should include.

Fast forward to 2010 and 14 years since its inception,
The Synapse can happily tick off a great many of its
original targets. Dr Wilfred Galea who has been at the
steering wheel since 1998 says, “It is kind of strange
to read what we wrote in this brochure in 1996. We
certainly had foresight — that of fostering a community
and a vision of creating a link between members

of professional bodies, academics and corporate
businesses. Internet was still in its swaddling clothes
back then, but we were perceptive of its potential in
facilitating communication.”

The concept of providing a constantly updated,
inexpensive and professional publication supported by
the attention of a bevy of serious visitors and not merely
casual passersby took off big time. And today, on the
verge of launching a new look and feel to TheSynapse
web portal, Wilfred is confident that the future holds
even more potential in store.

“We currently supply daily updates on Maltese and
international news from the medical world, details on
upcoming conferences and fora, new books, locum
posts, etc - it is in fact an efficient service designed
specifically for busy people. We compliment this with
the publication of The Synapse magazine and as always
this is all openly and freely available to professionals
from the medical field, specifically doctors, pharmacists,
dentists and students of these professions.”

Dr Galea, a busy family doctor as his main profession,
has an effective team of similarly enthusiastic people

- | i

Averago dose:
2-3 sacheis/day
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working on this project. Whereas in 1996 it as a

small, two person team, today, the team is made up

of programmers, editors, scientific editors, marketing
and administration staff — a fully fledged medical media
company with a strong research and development focus
and with a pipeline of planned innovations stretching
for at least the coming two years. The Synapse today
boasts of over 3000 members, 2000 of whom are
Maltese. “The audience is actually very international
with a wide range of countries passing through. | am
constantly impressed by what some people manage to
do online — even more so when connecting with people
beyond our immediate European confines. People who
interact through The Synapse are a boon to the system,
helping to bring down barriers which are easily created
through a quest for individualism.”

And to answer the ‘What's in it for users?’ question

, The Synapse not only supplies a wide range of
important information, but also helps promote local and

—
—u ————— e —

N B XA

foreign medical-related events. “Our professionalism
has also helped us clinch deals from huge companies
for our members — all benefits that can be obtained
when members use their MedClub Card”

Dr Galea continues, “We are launching a redesigned
version of the portal and the emphasis will be on
increased user interaction. Specifically we want to
provide information on where members can share
educational resources — this is particularly aimed at
students from the first year of their undergraduate
career to about 95 years post graduate! The aim is to
allow members to upload and share useful material
between them.”

The Synapse - For further details contact editor@
thesynapse.net or visit http://www.thesynapse.net




A generation of girls and
young women Is depending on you
to vaccinate with SILGARD™

SILGARD—the cervical cancer vaccine that helps prevent HPV?-related:

Cervical cancer Genital warts Vulvar lesions Vaginal lesions

*HFV=Human Papillomavirus,

Silgard is a vaccine for the prevention of premalignant genital lesions (cervical, vulvar and vaginal), cervical cancer and external genital warts
({condyloma acuminata) causally related to Human Papillomavirus (HPV) types 6, 11, 16 and 18.

The indication is based on the demonstration of efficacy of Silgard in adult females 16 to 26 years of age and on the demonstration of
immunogenicity of Silgard in 9- to 15-year old children and adolescents. Protective efficacy has not been evaluated in males.

The use of Silgard should be in accordance with official recommendations.

SILGARD is contraindicated in individuals who are hypersensitive to the active substances or to any of the excipients of the vaccine. Individuals who
develop symptoms indicative of hypersensitivity after receiving a dose of SILGARD should not receive further doses of SILGARD.

SILGARD is not recommended for use in pregnant women,

Common adverse reactions that were observed indude fever and injection-site erythema, pain, swelling, and pruritus. Syncope, sometimes
associated with falling, has occurred after vacdnation with SILGARD.

Vaccination with SILGARD may not result in protection in all vaccine recipients.

This vaccine is not intended to be used for treatment of active genital warts; cervical, vulvar, or vaginal cancers; cervical, vulvar, or vaginal
intraepithelial neoplasias.

This vaccine will not protect against diseases that are not caused by HPV.

Before administering SILGARD, please consult the full Prescribing Information.
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SILGARD i a Trademark of Merck Sharp & Dohme Corp., 8
subaidiary of Merck & Co., Inc. Whitehousa Station, NJ, LLS.A
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Copyright © 2010 Merck Sharp & Dohma Cop - * -
subsidary of Merck & Ca, . Whiehouse Sion [Quadrivalent Human Papillomavirus
(Types 6,11, 16, 18) Recombinant Vaccine]
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Bacterial Vaginosis
What is iits significance in cervical smear cytology reports?

A frequent bacterial vaginosis (BV) diagnosis, or
suggested BV diagnosis, in cervical smear cytology
reports is a relatively recent phenomenon, and is
probably a'source of confusion and concern to both
doctors and their patients.

In the past, the same microscopic diagnosis used

to be referred to as “clue cells”, and | wonder how
many doctors understood the clinic significance of this
pathological jargon. | have always been totally averse
to pathology reports worded in jargon understandable
only to pathologists rather than by the recipient of the
surgical pathology report, namely, the clinician looking
after the patient.

Diagnostic cytology was established and developed by
cytologists with no experience of histopathology, and
they invented their own nomenclature, often using Greek
words, like koilocytosis and dyskaryosis, well before the
underlying nature of the pathology was fully understood.
Koilocytosis, for example, was coined in the 1950s

and regarded as a type of dysplasia, almost 30 years
before the causative Human Papilloma Virus (HPV)
infection was established. At that stage, the distinction
between HPV changes and Cervical Intraepithelial
Neoplasia (CIN) was unknown. | personally see no point
in using antiquated jargon instead of “HPV” and “CIN”
nomenclature which is clearly understood by modern
clinicians. The same applies, | feel, to complicated
American cervical smear reporting nomenclature, which
tries to sound cleverer than others, but actually achieves
nothing better than simply using “HPV” and “CIN”
diagnostic labels.

But let’s get back to BV. This was largely unrecognised
by cervical smear reporters until relatively recently.
Laboratory staff were also unaware of the connection
between this microscopic diagnosis and possible clinical
symptoms. As laboratories increasingly diagnosed,

or suggested, the presence of BV, patients and some
doctors have become concerned, both about the
frequency of this diagnosis, and also about its clinical
significance.

Of primary importance is reassuring patients that BV is
not a sexually-transmitted disease (virgins may acquire
it), although it is commoner in the sexually active. It

is caused by an imbalance of naturally-occurring
bacterial flora, whereby normal lactobacilli are partly or
completely replaced by a variety of mainly anaerobic
organisms, and vaginal discharge changes from acidic
to alkaline.

Bibliography

BV is the commonest cause of abnormal discharge
and up to 30% of women are thought to be affected.
The prevalence in pregnant women is said to be even
higher. The exact mechanisms of acquiring BV are
not fully understood. Having a new sex partner, or
multiple sex partners, and douching increase the risk.
The mechanisms here might simply be too frequent
exposure to alkaline seminal fluid, and the acidity
diminishing effect of douching. Similarly, changes in
hormonal status during the menstrual cycle, during the
peri-menopause and menopause, and those caused
by oral or intrauterine contraceptive hormones, would
be expected to affect vaginal pH, and might be the
triggering mechanism in these situations. In pregnancy;,
besides hormonal changes in the vaginal epithelium,
subclinical iron deficiency anaemia might be another
mechanism encouraging BV. Psychological stress has
also been claimed to increase the risk.

The commonest symptom of BV is an abnormal
homogenous thin whitish-grey vaginal discharge with
an unpleasant fishy smell. However, most women
report no signs or symptoms, while some do complain
of dysuria and/or localised itching, pain and erythema.,
besides the foul discharge.

The possible complications of BV include increased
susceptibility to sexually-transmitted infections
(herpes, Chlamydia, gonorrhoea and HIV) and pelvic
inflammatory disease with its possible long-term
consequences (infertility and ectopic pregnancy),
increased risk of infection following hysterectomy or
abortion, and increased risk of preterm delivery.

But does cervical smear-reported BV require treatment?
BV will sometimes clear up spontaneously, but all
women with symptoms of BV should be treated to
avoid complications. Male partners are said not to need
treatment, but BV may spread between female sex
partners.

Treatment is particularly important in pregnant women.
A history of premature delivery or low birth weight
should elicit an examination for BV. Some recommend
treatment for BV in all women undergoing hysterectomy
regardless of symptoms. Metronidazole or clindamycin
are recommended for treating BV. Both can be used in
non-pregnant women but caution should be exercised
in pregnant ones. The recommended dosages differ

in these two scenarios. BV may recur after treatment,
and patients should be advised to take all the medicine
prescribed even if the signs and symptoms abate.

Bradshaw CS et al. High recurrence rates of bacterial vaginosis over the course of 12 months after oral metronidazole therapy and factors
associated with recurrence. J Infect Dis 2006; 193(11):1478-86. Verstraelen H et al. Subclinical iron defieciency is a strong predictor of bacterial

vaginosis in early pregnancy. BMC Infect Dis 2005; 5:55.

Nansel TR et al. The association of psychosocial stress and bacterial vaginosis in a longitudinal cohort. Am. J. Obst. Gynecol 2006; 194(2):381-6.
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Dead Sea mineral-based skincare can be considered

a unique part of the ‘Sea’ cosmetic trend. The sea as

a natural source of healing is quite an old concept.

In 1750 Richard Russell presented his thesis on the
Therapeutic Effect of Seawater at Oxford. And in 1869
the term thalassotherapy, or “bringing together the sea
and medicine” was coined by the French physician
LaBonardier d’Arachon.

More than 40 different skincare brands based on Dead
Sea minerals are sold worldwide. The success of Dead
Sea products and theincreasing consumer expectations
can be attributed to quantifiable consumer satisfaction
surveys. These include mineral content, active and
natural ingredients, doctor recommendations and their
healing capabilities for healthier skin.

A cosmetic product as defined by European Council
Directive 76/768/EEC, is “any substance or preparation
intended for placing in contact with the various

external parts of the human body... with the intention,
exclusively or principally of cleaning perfuming or
protecting to keep such parts in good condition, change
their appearance or correct body odours.” Skincare
claims today have moved from the “care” claims
originally envisaged by the Directive to “prevention”,
“protection” and even “healing” claims which are
permitted. The 1997 “6th Amendment” however obliges
cosmetic producers and marketors to scientifically prove
their declared performance claims.!

The composition of Dead Sea minerals is unique. At a
concentration of 32% (w/v) dissolved minerals, the Dead
Sea is the richest natural mineral source in the world.
The concentration of the divalent cations, magnesium
and calcium is very high compared with the monovalent
cations, mainly sodium and potassium. In addition,

the ionic strength of the solution is very high. Upon

Bibliography

application to skin, a concentration cascade is created
with unique absorption kinetics characterized by a steep
gradient into the multilayered bio-membrane, that is
human skin. The hygroscopic properties of the minerals
in turn, enhance intracellular water capacity and add
water to the skin tissue from within. This explains the
proven positive influence of Dead Sea mineral skincare
on the skin’s natural moisture content and its beneficial
action on eczematous and atopic skin.2

Another common claim of Dead Sea mineral skincare
relates to its smoothing effect on skin aged by
environmental exposure and senescence. Blinded

laser profilometric studies conducted by European
dermatologic research institutes, in accordance with
the ISO 4287/1, have confirmed that anti-wrinkle gels
enriched with Dead Sea ingredient reduce wrinkle
depth and skin roughness by more than 40% in female
cohorts.3

The unique black hypersaline mud mined from the
Dead Sea shores is extensively used in mud packs,
masks and topical body and facial treatments in
skincare preparations marketed worldwide. The mud
has well-documented beneficial properties on, notably,
psoriatic and acneic skin. In microbiological studies
using conventional bacteriological media, high counts
(up to 20,000 colonies per gram) of test microorganisms
known to be skin pathogens (Escherichia coli,
Staphylococcus aureus, Propionibacterium acnes,
Candida albicans) rapidly lost their viability when added
to plates treated with Dead Sea mud.X This mud also
has protective anti-oxidant and anti-inflammatory
properties that can antagonize biological the effects

of UVB irradiation on skin. It may therefore be able to
reduce skin photoaging, and more generally to reduce
oxidative stress and inflammation in skin pathologies.X

1. http://ec.europa.eu/consumers/sectors/cosmetics/documents/directive/index_en.htm 2. Ma’or Z, Magdassi S, Efron D, Yehuda S. Dead Sea Mineral -Based Cosmetics - Facts and
lllusions. Isr J MedSci 1996; 32(suppl 3):28-35. 3. Ma’or Z, Voss W. Skin smoothing effects of Dead Sea minerals: comparative profilometric evaluation of skin surface. International
Journal of Cosmetic Science 1997; 19(1) 4. Ma’or Z, Henis Y, Alon Y et al. Antimicrobial properties of Dead Sea black mineral mud. International Journal of Dermatology 2006;
45(5):504-11. 5. Portugal-Cohen M, Soroka Y, Ma’or Z et al. Protective effects of a cream containing Dead Sea minerals against UVB-induced stress in human skin. International

Journal of Dermatology 2009; 18(9):781-8.
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HARMONISED
DEAD SEA
WATER

LBASE J

Autumn is the ideal time fo relax and pamper your
body and mind. Bring the luxury of a spa directly into
your bathroom with Spa Magik.

Give your skin and hair new life with the Dead
Sea salts contained in Spa Magik, a natural remedy
for dry skin and hair damage caused by the sun.

Add Spa Magik Bath Salts and Skin Softener to
your warm bath, fo detoxify and exfoliate, fo hydrate
and relieve aches and pains.

Spa Magik Mineral Shampoo, Hair Magic Serum and
Conditioning Scalp Mud alleviate dandruff and
iritated scalp, restoring balance and shine to your
hair.

Regulate the mineral levels in your skin and hair with
Spa Magik, the beauty secret of actress Elizabeth
Hurley and singer Sharleen Spiteri.

Ask for it by name at your local pharmacy or hecalth shop.

Now distributed by Serolf Trading Agency Ltd.
www.serolf.com | info@serolf.com

DEAD SEA 322 MAGIK

MINERAL SKIN NUTRITION
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ACLASTA
THE ONCE-YEARLY INFUSIOM OF POWERFUL

OSTEOPROTECTION
| FOR POSTMENOPAUSAL OSTEOPOROSIS

Significantly reduc ear risk of fractures
at all key osteoporotic sites”

]O%  41%

risk reduction
in vertebral fracture’

risk reduction
in hip fracture

= A 15 minute, once-yearly infusion ensures yearlong compliance’
« Most adverse events were transient and mild to moderate'

- Patient-preferred over weekly oral alendronate™

ACLASTA® 5 MG (zoledronic acid) solution for infusion
PRESENTATION: Zoladronic acid. 100 mL solution bote containg 5 mg zoledronic acid (ankydrous), comesponding to 5,330 mg zoledronic ackd monchydrate.

mnm.m Tresatmant of In post-menopausal women and men al increased risk of fracture, including those with & recent low-trauma hip fracture. Treatment of cstecporosis associatnd with
long-tem sysbemac w in post-menopassal womnen and in men at increased risk of fracture, mtdw;muhm
DMAGEMDADHMTMTM wmnhmw M

ummﬂw&mﬂ#mmmdbmm#ﬂﬂﬁﬁmiﬂl |n;\mﬁlm

low-trinama
Disaasa: A singlé intravenous. infusion of mammhw‘a
Mﬂliwmdhtuhnh-ﬂ mmmmmhmmummmmmn rlmm-ndld mod-ﬁ;\ndﬂ!
In patiants with recent mu qubu 50,000 by 125,000 IU of Vitamin D is recommeandad pricr to the find Aclasta infusion. No dose adjustmeant in paients with
croatining clearance =38 mLimin, or in patients with impairment, or in eldery patients. The safety and efficacy of Aclasia in children and adolescents below 18 years of age has not been established,

CONTRAINDICATIONS: Hypersensilivity lo zoledronic acid or o any of the exciplents or o any bisphosphonate; ypocalcasmia; pregnancy; lactation,

WMWNIM mmmummmmm mmummmmmmwmm Tmuhntkmhnmm
mmw m funcion. Monoring of serum creatining should be mﬂnﬁ-ﬂﬂpﬂ'ﬂ Patients must
and for duratic .L}ummﬂnnhcwlmmm mhﬂmm
Aclasta should not mmmumm ol heast 15 and disturbances of mineral matabolism must I:}Hﬂd&
calcium and vitamin D with Aclasta. It is strongly advised that patients wih '8 cﬂcummmrr&ﬂ Measurement

:mmmu&m Actasia. A e mmaﬁmmﬂ{&u :mmﬁbﬁwwmmmmw e In
: % ) i 1 rigl mdmmmﬁﬁg{r‘-’mﬂm if WOEER

ineraction studies have not been conducied with zoledronic acid,

and deurelics that can cause dehydration. |nmmm:muﬁum$num s Bk are peemacty :

Hdmr adicingl products that ane primarily excrabed via e
ey *w* B R e T DT mmm" o
F’mpnmmmmmmmruaumdmm

PACK SIZE: Aciasta is supplied in packs containing ona 100mi bthe

LEGAL CATEGORY: POM.

MARKETING AUTHORISATION NUMBER: ELM/OS/308001.

MARKETING AUTHORISATION HOLDE Europharm Limited
mmmm&mﬂﬂmﬂ Linited Kingdom.

Wﬂ.l&mug Product Characterstics (SmPC) before prescribing. Full prescribing information s avallable upon request from: Novartis Pharma, P.O. Box 124, Valletia VLT 1000, Malta. Tel +356
Z2083217, (vsn 2010-MT-001 ACL 18-05-2010)

Raferences: 1. Aclasta SmPC. Novartis Ewopharm Lid. 2. Black DM, Delmas PD, Ellh!ﬂ ol al Fnrh!

HORIZON Prvotal Fractune Trial. Onca-yaary rolsdronic acd fof b Lol p

N Engl J Med. 2007356 1800-1822. 33“:"5 Lindsay R. Kriegman A, Beamer E. Zhow W, AI-'lnh ""--J
Fodedronic ackd infsion ped bong i mons ragacdly thae weekly oral alendronate in

postmenopausal women with ke bone nmdmw Bone. 200740 12381243 4. McClung M, Recier R, F—_‘_

Miller P, ot al. Iniravences soledronic acid Smg in e neaiment of postmenceausal wamen with ke bane
density previously ireated with slendronate. Bone, 200741122-128

zoledronic acid 5 mg
solution for infusion
One Infusion. Yearlong Osteoprotection.
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World Heart Day

Cardiovascular diseases are the world’s largest killers,
claiming 17.1 million lives a year. In Malta it is the top
cause of mortality counting for 40% of all deaths. Risk
factors for heart disease and stroke include raised blood
pressure, cholesterol and glucose levels, smoking,
inadequate intake of fruit and vegetables, being
overweight, obesity, stress and physical inactivity.

26th September 2010 was World Heart Day and the
Health Promotion and Disease Prevention Directorate’s
focus was on prevention of heart disease and early
identification of risk factors.

To protect a healthy heart the key messages should be
communicated to your patients:

1. Heart attacks and strokes are major — but preventable
— killers worldwide.

2. Over 80% of cardiovascular disease deaths take
place in low- and middle-income countries and occur
almost equally in men and women. Cardiovascular risk
of women is particularly high after menopause.

3. Tobacco use, an unhealthy diet, and physical

Breast Cancer awareness

Breast cancer is among the malignancies where good
opportunities for both primary and secondary prevention
exist. Primary prevention here refers to promotion of
healthy lifestyles, especially with regards to a diet that

is rich in fruits and vegetables and low in saturated fats,
whereas secondary prevention refers to early detection

inactivity increase the risk of heart attacks and strokes.
4. Cessation of tobacco use reduces the chance of a
heart attack or stroke.

5. Engaging in physical activity for at least 30 minutes
every day of the week will help prevent heart attacks
and strokes.

6. Eating at least five servings of fruit and vegetables

a day, and limiting your salt intake to less than one
teaspoon a day, also helps to prevent heart attacks and
strokes.

7. High blood pressure has no symptoms, but can
cause a sudden stroke or heart attack. Have your blood
pressure checked regularly.

8. Diabetes increases the risk of heart attacks and
stroke. If you have diabetes control your blood pressure
and blood sugar to minimize your risk.

9. Being overweight increases the risk of heart attacks
and strokes. To maintain an ideal body weight, take
regular physical activity and eat a healthy diet.

10. Heart attacks and strokes can strike suddenly and
can be fatal if assistance is not sought immediately.
Source: WHO factsheet

and treatment. October is pink to remind people of the
importance of raising awareness on breast cancer. The
directorate is currently launching a campaign with the
collaboration of NGOs on breast cancer awareness.
Focus will be made on self-examination at all ages, and
referral to health professionals.

Professionals who would like a copy of the material are kindly asked to call on 23266000, email healthpro@gov.mt or
visit http://www.sahha.gov.mt/pages.aspx?page=26. Alternatively one may also click on http://www.thesynapse.net/

The Health Promotion and Disease Prevention Directorate is
organising free weight management classes in health centres
and aerobics in local councils for people who have BMI >

to encourage them to loose weight and stay healthy.

Fill in your details
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Name

The answer can be found in Issue 3/10. The first drawn name will | |

get a 3 month membership for a Parent and Kid at Spinach Fitness
Club, Malta’s first kids’ gym — Melita Training Grounds, Pembroke.
The gym may be contacted at www.spinachfitness.com or

21/79383740.

Kindly submit the answers by mail by filling the form on this page addressed to The

Address

Email

Professional Services Centre, 3 Guzi Cutajar Street, Dingli, DGL 1201 or submit your | |

answers on- line on www.thesynapse.net/quizz. All submissions will participate in a

draw.
You have up to the 7th November 2010 to submit your answers
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Meeting People

Splitting Of Erectile Dysfunction Pills

Pill splitting is the practice of splitting a pill in half, thus creating
two pills, each aimed at being half the dose of the entire pill.
This is typically done with a knife, using a pair of scissors, by
hand or with a designated pill splitter. The main reason for pill
splitting is a financial one. Pharmaco-economically speaking,
a drug which is twice as strong as another may not be twice
the price, in fact it may indeed be the same price. In order

to make costs savings, patients choose to split a high-dose
tablet to create two lower dose tablets.

What'’s the latest data on pill splitting?

In May 2009, Bayer surveyed 500 erectile dysfunction (ED)
patients in five European countries (France, UK, Italy, Germany
and Spain). The findings shed new light on the prevalence of
and reasons for pill splitting1:

* 50% of those ED patients surveyed admitted to splitting
their medication. This rose to 59% amongst high dosage
users, which is more than every second patient;

o Of the total number who split their pills, 36% always split
them and 40% split them every second time;

e Other reasons cited for pill splitting, over and above cost
savings, were the belief that half the dosage is sufficient and
that side-effects will be reduced, as well as concerns about
too strong / lasting effects;

e Cutting with a knife was identified as the most popular way
to split pills.

The implications of pill splitting

There is much debate amongst healthcare professionals

and authorities regarding the implications, both positive and
negative, of pill splitting. Although the cost-saving benefits

are widely accepted, there are concerns about the impact on
both patients and healthcare professionals. The US Food and
Drug Administration (FDA) and the

American Medical Association for example, advise against pill
splitting unless it’s specified in the drug’s labelling2. There are
a number of reasons for this:

¢ Confusion over the correct dose. There have been cases
when people have purchased higher strength tablets intending
to split them, but then haven't, leading to patients accidently
taking the wrong dose.

Equal distribution of medicine. FDA studies2 have shown
that the actual dose in each half of a split tablet often is
different. So while the two halves may look the same, they
don’t necessarily contain equal amounts of medicine. For the
uniformity of mass of subdivided tablets a requirement has
recently been set by the European Pharmacopoeia. Loss of
mass upon breaking can be limited to not more than 1%.

e Difficulty splitting. Some tablets are too small to split, may
have an unusual shape that makes them hard to split, or may
crumble more easily when split.

From a healthcare professional’s point of view, pill splitting
means that they have limited control over the exact dose their
patients take.
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Bayer Cuts Price of its Erectile Dysfunction Drug Levit :

high (20mg), medium (10mg) and low (5mg) dose

Based on Individual Member State data, the most frequently
prescribed dosage is the high one, but the most frequently
taken is the medium dosage. This is because of pill splitting.
ED treatment is different from many other therapy areas. It is a
common, life-changing condition, yet there is no government
reimbursement for treatment in most countries.

Because patients have to pay for ED treatment themselves,
more than 50% of men with ED have been saving money by
buying the high dose tablet and splitting it in half.

Bayer has therefore taken the decision to lower the price

of Levitra® dramatically as a responsible course of action

to meet men’s needs — both therapeutic and economic - to
help tackle this important ED treatment issue. Bayer has
proactively reduced the price of its medium (10mg) and low
(5mg) dose Levitra® (vardenafil HCL) in Malta so each dose is
now approximately half the price of the next higher dose.

Now, patients who are currently splitting ED tablets such as
Levitra® will have an option that specifically meets their dose
requirements at significant savings, and doctors will have
better control over the dose they prescribe.

In Malta, Levitra® is being sold at the revised prices with
effect from 1st October 2010. The quality and efficacy of

Previous Price per 4 tablet pack New Price per 4 tablet pack
Levitra Smg EUR 36.19 EUR 12.88
Levitra 10mg EUR 39.33 EUR 24.02
Levitra 20mg EUR 44.72 EUR 44.72

Levitra® will not be compromised as a result of this price
revision. Bayer Schering Pharma has consistent quality
standards, which are checked periodically by local and
regional health authorities. On the contrary, the reduced price
of Levitra® removes economic hurdles for all ED patients who
split pills and offers them greater convenience by removing
the hassle to split pills, eliminating the possibility for wastage
during splitting and lowering the financial outlay compared
with competitor brands.

Levitra® is a proven ED medication which is well tolerated,
and with a good safety profile in patients of all ages, with or
without underlying medical conditions. It is the only PDE-5
inhibitor that extends duration of erection, as measured by

a stopwatch method, up to 3 times over placebo.3 It is now
available in pharmacies in Malta and Gozo at a new and more
competitive price.

1. Market research: ‘Pill Splitting Behaviour Among PDE V users’ Conducted by PSYMA in May 2009 2. US Food and Drug Administration : Consumer Updates. July 2009 http://
www.fda.gov/ForConsumers/ConsumerUpdates/ucmi171492.htm 3. Rosenberg MT et al. Improvement in duration of erection following phosphodiesterase type 5 inhibitor therapy
with vardenafil in men with erectile dysfunction: the ENDURANCE study. Int J Clin Pract 2009; 63:1
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by Pierre Vassallo

Ductal carcinoma in situ (DCIS) is a breast malignancy that is
characterized by the proliferation of malignant ductal epithelial
cells without evidence of invasion through the basement
membrane. The incidence of DCIS has risen 11-fold between
1981 and 2001 through improved detection rates with
screening mammography.

DCIS is not a single entity but a spectrum of disease ranging
from low to high grade. DCIS grade is an important prognostic
factor with high grade lesions being more likely to recur.

The simplest, most reproducible classification system of DCIS
is the Van Nuys system, which identifies three groups of DCIS
lesions. In the Van Nuys system, lesions are differentiated first
according to nuclear grade (high, intermediate or low grade)
and then according to whether necrosis is present or absent.
Low-grade lesions contain cells with small nuclei, minimal
nuclear pleomorphism, and infrequent mitoses, whereas
high-grade lesions have cells with large, pleomorphic nuclei
and frequent mitoses. Intermediate-grade lesions contain cells
with nuclei that are neither low nor high grade. Figure 1 shows
the Van Nuys system for classification of DCIS: First, lesions
are classified according to whether they are of a high nuclear
grade (group 3) or not. Non-high-grade lesions are further
differentiated according to whether necrosis is present (group
2) or absent (group 1).

Mammography is the primary tool for detecting DCIS, but it
has limitations. The reported sensitivity of mammography for
detection of DCIS is between 87% and 95%. Mammography
is more reliable in detecting higher grade lesions, while
ultrasound was more useful than mammography for lower
grade DCIS.

The most common mammographic finding in DCIS is

Figure 1. Van Nuys Classification
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microcalcifications. Microcalcifications tend to correlate with
intraductal foci of necrosis. Thus a low-grade lesion without
necrosis is less likely to manifest with calcifications than either
an intermediate- or a high-grade lesion. Other mammographic
findings might include a mass (Figure 2) or architectural
distortion (Figure 3) and may be present in any grade lesion.
The mass lesion in DCIS may directly correlate with tumor
tissue, but may also be the result of periductal fibrosis or
elastosis.

The most typical calcifications in DCIS are linear with

or without branching (following the ducts) (Figure 4).
Fragmentation of the calcifications is also indicative of
malignancy, while rounded calcifications if abundant (>5
calcifications within an area 1cm in diameter) may also
suggest DCIS (Figure 5).

Magnetic resonance (MR) imaging has higher sensitivity
than mammography for the detection of DCIS and greater
accuracy for depicting the extent of disease. However
fibrocystic change may be indistinguishable and this leads
to a poor specificity and also a limited usefulness of MRl

for pre-operative planning. The MR appearance of DCIS
depends primarily on the presence and extent of abnormal
vascularity (tumor angiogenesis) resulting in the presence of

Figure 2. Mass lesion (arrow) in DCIS Grade 1

Figure 3. Architectural distortion (arrow) in DCIS Grade 1

abundant and leaky vessels. Therefore contrast-enhanced T1
weighted images are required that are obtained preferably as
a 3D acquisition with high spatial resolution in a sequentially
repeated fashion in order to observe both the degree and
distribution of contrast agent uptake and the temporal the
pattern of enhancement.

Non-mass-like (not nodule-shaped) enhancement typically
involving a segment of the breast with some clumping is

Figure 5. Abundant rounded microcalcification in
DCIS Grade 2

suggestive of DCIS (Figure 6). The kinetic pattern of contrast
enhancement is more related to histologic grade with low
grade lesions showing rapid uptake and loss of contrast
material during the later phases (washout), whilst higher grade
lesions tend to have slower uptake patterns with a prolonged
plateau enhancement (Figure 7). Speed of contrast material
uptake is related to vessel abundance, while the degree of
prolongation of uptake (length of plateau phase) is a function
of vessel permeability (leakiness).

The reported sensitivity of CT for the detection of DCIS ranges
from 70% to 88%. In a different study, the detectability of

the intraductal component of invasive ductal carcinomas at
multidetector CT was compared with that at MR imaging;
lesion detectability at multidetector CT was inferior to that at

Figure 6. Segmental enhancement on MRI in DCIS
Grade 3

Figure 7. Kinetic analysis of contrast material uptake
on MRI'in Grade 3 DCIS: graph plotting degree of
enhancement vs time shows rapid initial uptake and
a prolonged plateau of enhancement

MR imaging. In general, CT has lower sensitivity but higher
specificity than MR imaging because the lesion appearance
leads to overestimation of fibrocystic changes at MR imaging.
Multidetector CT may be used to map lesions for breast-
conserving surgery, however presurgical mapping has been
shown to be more helpful in invasive ductal cancers than for
DCIS.

In summary, the incidence of DCIS has increased dramatically
due to increased detection with screening mammaography.
The definitive correlation of histologic grading of DCIS (Van
Nuys Classification) with mammographic findings and the use
of MRI particularly in equivocal cases confirms the validity of
both investigations, which can therefore strongly contribute to
improved patient outcome.
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The good news, according to Dean Ornish, is that it's not
difficult to eat and live in a healthy way. These articles,
summarising his programme, amount to a scientifically
proven field guide to help distinguish fact from fiction, hype
from hope.

Ornish says he never intended becoming a veteran of diet
wars. He has been forced into debating the late Dr Atkins
at scientific meetings of the American Heart Association, the
American College of Cardiology, and the American Dietetic
Association, where he usually found himself described as
the “low fat” doctor and Dr Atkins the “low carb” doctor.

He insists that was not accurate, because he has always
advocated that an optimal diet is low in total fat, very low

in “bad fats” (saturated fat, hydrogenated fats, trans-fatty
acids), high in “good carbs” (fruits, vegetables, whole grains,
legumes and soy products), low in “bad carbs” (sugar, white
flour), and that has enough of the “good fats” (omega-3 fatty
acids) and high-quality proteins.

We need practical, clear, scientifically based information and
not controversies between experts. Many people feel more
bewildered than ever when they hear seemingly contradictory
advice about different diets, and in fact a convergence of
recommendations is evolving. Some significant differences
remain, but a greater consensus is emerging among nutrition
experts.

The first rule in Ornish’s programme is to consume some
omega-3 fatty acids every day. Omega-3 fatty acids are
found in cold-water fatty fish (salmon, mackerel, herring,
trout, sardines, albacore tuna), as well as canola (rapeseed),
soy-bean, flaxseed and walnut oils. (in contrast, olive oil
does not contain much omega-3 fatty acids). They are
also present in smaller concentrations in dark green leafy
vegetables such as kale and collard greens.

Omega-3 fatty acids reduce blood triglycerides, lower blood
pressure, and decrease inflammation (hence reducing
symptoms of arthritis, dermatitis and other inflammatory
diseases as well as autoimmune diseases such as lupus).
They reduce inflammation in blood vessels walls and prevent
blood clots, thus decreasing the risk of heart attack and
stroke. They also help prevent irregular heartbeats such as
atrial fibrillation, another potential cause of stroke. Studies
have in fact shown a potential reduction of risk of sudden
cardiac death by 40-90% by stabilising the heart rhythm;
the American Heart Association recommends at least two
servings of cold-water fatty fish per week.1,2
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Other benefits are claimed for omega-3 fatty acids. They are
important components of all our cell membranes, including
neurons and, when given to pregnant and lactating women,
they increase 1Q and reduce incidence of allergy in the
offspring, and also reduce the risk of maternal postpartum
depression.3 They also decrease the risk of dementia,
improve immunity and reduce the risk of prostate, breast and
colon cancer.

In non-breast-fed babies, omega-3 fatty acids-enriched
feeding formulas have been shown to increase intelligence
test scores by up to seven points. A study published in

The Lancet stated that children of mothers who consumed
more than 340 grams per week of omega-3 fatty acids-rich
seafood had higher 1Qs, better behaviour, fewer problems
with their peers, less hyperactivity, fewer emotional disorders
and better communications skills than those mothers who
consumed less or no seafood.4

Ornish says he’s been taking fish oil capsules (3g daily) for
many years and advises practically everyone to do the same.
It is advisable to take a high quality fish oil (not cod liver oil)
which has been purified of all possible fish pollutants, such
as mercury, dioxin and PBCs. This gives all the benefits

of omega-3 fatty acids without the extra fat, calories and
pollutants that come with eating fish.

Are omega-3 fatty acids universally beneficial? There are
conflicting reports about their usefulness in heart failure, some
claiming benefit and others a dangerously negative effect, so
caution would need to be exercised in this serious situation.
For most people, omega-3 fatty acids are highly beneficial.

Can you consume too many good fats? One of the few
remaining differences in the consensus of what constitutes an
optimal diet has to do with how much “good fat” to include in
your diet. Is olive oil the healthiest fat? In a word, no —it's a
better fat but not the best one. The Harvard School of Public
Health, and some authors of popular books, have promoted
the idea that it doesn’t matter how much fat you consume

as long as it’s “good fats”, such as olive oil. While good

fats are better than bad fats, the total amount of fat in your
diet also plays an important role. Oils are 100 per cent fat,
and because fat has more than twice the calories per gram
compared to those of protein and carbohydrates, it's very
easy to consume a lot of extra calories if you have a lot of fat.
So remember ... dipping bread in olive oil and pouring it on
salads does increase substantially your calorific consumption!

1. Birch EE et al. A randomized controlled trial of early dietary supply of long-chain polyunsaturated fatty acids and mental development in term infants. Dev Med Child

Neurol 2000; 42 (3):174-81. 2. Hibbeln JR et al. Maternal seafood consumption in pregnancy and neurodevelopmental outcomes in childhood (ALSPAC study). Lancet
2007; 369 (9561):578-85 3. Leaf A. Prevention of sudden cardiac death by n-3 polyunsaturated fatty acids. Fundamen Clin Pharmacol 2006; 20(6):525-38. 4. Tavazzi L
et al. Effect of n-3 polyunsaturated fatty acids in patients with chronic heart failure (the GISSI-HF trial): a randomised, double-blind, placebo-controlled trial. Lancet 2008;

372(9645):1223-30.



Medical Imaging

1IN

When Alison Anastasi started studying to become a
pharmacist, little did she know she’d become one
through and through. Seven years down the line,

she is today Principal Pharmacist at the Directorate
of Pharmaceutical Policy and Monitoring (DPPM) at
St Luke’s Hospital, and has been in this post for the
past year. We meet at her office in a building which is
surprisingly neat and well-organised.... But then what
would one expect of a place housing professional
pharmacists intent on monitoring the profession?
Alison is herself very disciplined in what she does
and the simple fact that she holds such an important

post at the relatively young age of 30 is significant.
Starting from a first post at the Extemporaneous

and Chemotherapy Section in St Luke’s Hospital,

she was thrown in at the deep end. “My work was

in compounding specialised medication for very
special patients, mostly paediatrics. For me, at such a
young age, being given the responsibility of preparing
medicine for children in a situation where their health
was So precarious..... well, let’s say it was an extremely
sobering experience. It made me fully aware of the
great responsibility shouldered by a pharmacist. It's not
simply about picking bottles off a shelf.”

Her next experience was in the Out-Patients and In-
Patients Department when she went into Formulary
Management, taking care to keep a balance in stocks
of medication, dealing with shortages and the general
running of the biggest pharmacy on the Islands. Alison
speaks somewhat fondly of this experience because
she knows fully well that if one learns to manage such
a fluid pharmacy, one can manage any pharmacy. Then
came the migration to Mater Dei Hospital.

“The migration was another big task which landed on
my lap and which taught me a great deal. Admittedly, |
am always seeking new ways of enlarging my expertise
where pharmacy and pharmaceutical supplies are
involved. | got the opportunity of training in Disaster
Preparedness which helped me in learning to work in
collaboration with the Emergency Department. It wasn’t
and isn’t something | do for the money because in most
instances it is something done on a voluntary basis. |
volunteered at the huge public events such as Isle of
MTV and was also involved in the 2005 CHOGM. It is
the kind of work which allows me as a pharmacist to

work in collaboration with doctors, advising on the best
medication to take ‘on the field’ so to say.”

Today, she admits she misses that direct contact with
doctors, with medics, with staff on the ward rounds and
with patients. Her role as Principal Pharmacist is mostly
administrative but she keeps tabs on the hands-on

part of the profession by doing regular locum hours

in community pharmacies. Alison amazes me further
when she flippantly mentions that since her graduation,
and in her free time, she has also managed to cram in a
course in Nutrition and Dietetics which she completed
successfully and also got a Masters in Pharmacy. And
she is actually in her first year of studies for a PhD in
Pharmacy, delving into the research of a very specific
topic — Pharmaceutical Case Models in Heart Failure.
Her work at the DPPM is pretty intense and involves
responsibilities linked to all Government and Health
Centre pharmacies. The DPPM is responsible for

the Medicines Entitlement Unit; the inclusion of new
drugs on the government formulary; ongoing formulary
maintenance; the Pricing Unit; the management of
exceptional and urgent treatment cases and the
participation within EU international foras. Being also
involved in the Pharmacy Council as one of the elected
members, Alison is serious about raising awareness on
the general needs and obligations of pharmacists. She
looks forward to work with the other council members
to ensure that pharmacists in Malta continue to perform
to the highest standards to protect and promote public
wellbeing, thus, keeping a well-regulated dynamic
profession.

“From my experience in teaching pharmacy students
at the University of Malta, | find that the numbers of
new recruits in our profession is increasing every year.
There are more female than male pharmacists, so we
face the usual employment issues that can greatly
hamper manpower — you know, pharmacists get
pregnant too! Having said that, females still outhnumber
male pharmacists.” Asked about what she thinks of

the present state of the profession, Alison points out,
“Some pharmacists appear to be deeply rooted in the
traditional approach, mainly to the distributive practice
model. To ensure a high-quality advanced practice,
pharmacists need to come in line and identify more with
modern practices, such as pharmaceutical care and
drug information.”

She also tackles the hot issue of pharmacist
prescribing. “In other countries this practice has been
going on for years. Pharmacists possess a wealth of
knowledge on medicine so | believe that collaboration
between doctors and pharmacists will work in favour
of the patient whom both professions have at heart —
priority is our patients!”

As a sideline, Alison speaks of her passion for travelling
which helps her unwind and put aside real life issues
associated to illnesses, It can become overwhelming
to say the least, and whilst reading and watching

films remain her two strongest favourite pastimes, she
admits she prefers to read or watch fiction rather than
true-life stories. “I have to deal with enough drama as it
is. When | unwind, it has to be really and truly to try and
get a good laugh every so often. There is more to life
than just playing chemist.”
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al breakfast time, including in elderly patients and those with mild to moderate renal falure, One IAMICRON 60 mo modified release tablet is equivalent to two AMICRON 30 mg
modified release tablets. The breakabifity of the DIAMICRON 60 mg modified release tablet enables flexdbility of dosing 1o be achieved, Properties: Diamicron MR 60 mg is a sulfonylurea
lowering blood glucose levels by stimulating insulin secretion thereby restoring the first peak of insulin secretion and increasing the second phasa of insulin secretion in response to
a meal or intake of gluoose. Independent hemovascular properties. No active circulating metabolite. Contraindications: Hypersensitivity to sullonylureas or sulfonamides, type 1
diabetes, diabetic precoma and coma, diabetic ketpacidosis, severe renal or hepatic insufficiency, treatment with miconazole, breast-feeding. interactions: Increased risk of hypoglycemia
with miconazole, phenylbutazone, alcohol, other antidiabetics, B-blockers, fluconazale, ACE inhibitors, H.-receplor antagonists, MAOIs, sulfonamides, NSAIDs. Risk of hyperglycernia
with danazol, chiorpromazing, glucocoricoids, 3., agonists, ritndrine, salbutamol, terbutaline, anticoaguiants. Adverse effects: Hypoglycemia, gastrointestinal disturbance; more rarety:
skin and subcutaneous reactions, hemalological disorders, hepato-bifiary disorders, visual disorders, Overdosage:
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SERVIER France, Commespondent; SERVIER INTERNATIONAL: 35, rue de Verdun, 92284
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