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Of white papers, pink cards and Christmas puddings

ast month, the Ministry of Health

issued a white paper entitled Ensuring
Your Right to Entitlement Medicines at the
Time You Require Them. Obviously this
has been heralded by the degenerating
out-of-stock situation of the POYC
scheme which has been accompanying
us for several years. At the time of
penning this editorial, even the flu vaccine
which is distributed freely from health
centres is out-of-stock! Although there
may be many reasons for this, including
mismanagement and abuse, ultimately it
is always the patient who is forced to bear
the cross.

The 61 page document is fraught with
literary terms which if minced thoroughly
seem to indicate that with respect to
the POYC scheme, the Ministry of
Health actually means to take the bull
by the horns and empower healthcare
professionals and patients alike to
effectively tackle the problems. However,
as always, (and to be seasonal) the proof
of the Christmas pudding is in the eating...

| will not waste time to regurgitate what
has been said in the document. What |
wish to recount is a personal experience
which highlights the extent to which a lack
of communication between the different
entities involved in the supply chain of
medicines to patients through the POYC
scheme can actually deflate stalwart
terms such as motivation, gooawill and
empowerment, leading to a general

Warm milk is good for you

In a convent in Ireland, the 98-year-old Mother Superior is dying. The nuns gather around her bed trying to make her
last journey comfortable. They try to give her warm milk to drink but she refuses it.
One of the nuns takes the glass back to the kitchen. Then, remembering a bottle of Irish whiskey that had been

disgruntlement amongst healthcare
professionals and patients alike.

A patient of mine had both the
pink and yellow cards since she is
diabetic and also suffers from other
chronic conditions. All her medications
were automatically transferred onto
her yellow card in June of 2012 with
her pink card being revocated in the
process. Upon phoning all the different
entities involved in the supply chain of
medicines through the POYC scheme,
| was consistently informed that those

patients who had their pink card revoked
were eligible to reapply and attain again
the pink card; however the expiry date
for this derogation was 31t May 2013.
Upon challenging this date, every entity
referred me to a mysterious DH circular;
nevertheless no-one was able to give

me either the DH circular number or a link
to it.

It was only through an intervention
by the Health Minister, Dr Godfrey
Farrugia that this saga finally resolved.
Basically, | have received a document
which states that previous diabetic pink
card holders who opted for a diabetes
yellow card before 1st June 2012 can
still revert to the pink card. The patients
can telephone the Medicines Entitlement
Office (Schedule V office), leave their
details and after checking is done, an
appointment is made for the patient to
return the diabetes yellow card. A note
stating that the yellow card was returned
is given to the patient so that the Social
Security Office issues a new pink card.
There is currently no derogation date on
this practice.

| wish to conclude this year’s editorial
by first of all reiterating the importance
of maintaining good communication
channels with healthcare professionals.
This investment is logically very cost-
effective. Secondly | wish to augur you
and your loved ones a peaceful Christmas
and a New Year filled with happiness and
good health ... the only two things which,
in my opinion, really matter ...

lan C Ellul

received as a gift last Christmas, she opens it and pours a generous amount into the warm milk.

Back at Mother Superior’s bed, the nuns hold the glass to her lips. The frail nun drinks a little, then a little more
and before they know it, she has finished the whole glass down to the last drop. As her eyes brighten, the nuns think it
would be a good opportunity to have one last talk with their spiritual leader. “Mother,” the nuns ask earnestly, “Please
give us some of your wisdom before you leave us.”

She raises herself up in bed on one elbow, looks at them and says,

“Don’t sell that cow.”
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Dr Helen Pulasky In

Star Trek: The Next Generation

tar Trek (ST) has been with us

since 1966, and medical doctors
have been principal protagonists
since the outset. This paper will
review Dr Helen Pulaski, an old-
fashioned doctor who serves as Chief
Medical Officer aboard the Starship
Enterprise in the 241" century (in the
second season of Star Trek: The Next
Generation)." The role was reprised
by Diane Muldaur between November
1988 and July 1989.

Interestingly, Muldaur confessed
to have “a real interest in medicine as
well. [...] | always have. | remember as
a kid | would pick up Time magazine
and read the medical news first. It’s
always fascinated me - how they can
give their time, which is total. [...] they
weren’t making a fortune either. But
even today, | don’t know how they do
what they do”.?

Dr. Pulaski was a grumpy and
curmudgeonly character, as admitted
by Muldaur herself, “I'm kind of a pain
in the neck”.® Pulaski replaced another
female chief medical officer. This was
because the producers wanted a
doctor “more in the mould of DeForest
Kelley’s crusty “Bones” McCoy,

[and] devised Dr. Kate Pulaski as a
replacement for Dr. Beverly Crusher”.?
Like McCoy, Pulaski distrusted

technology, to the extent that she
“never used our transporter [...]
She’s a woman of very strongly

held opinions”,*and this despite the
fact that the instantaneous matter
transportation device is ubiquitous

in the 24" century.® She explains that
“every time | get into the damn thing,
I’m convinced [the transporter will]
spread my atoms across the galaxy”.’

Her old fashioned ways are further
evidenced when she prescribes
“generous doses of PCS [...] Pulaski’s
chicken soup” as part of a treatment

X

regimen. However, she embraces
the futuristic medical technology
witnessed in ST. For example, the
ship’s Chief Engineer is blind from
birth and she offers two options:
“it’s possible to install optical
devices which look like normal
eyes, and would still give you about
the same visual range as the visor.
[...] There is another option. | can
attempt to regenerate your optic
nerve, and, with the help of the
replicator, fashion normal eyes. You
would see like everyone else. [...]
I’'ve done it twice, in situations”.
However, she is realistic, continuing
“there are risks. | can offer choices,
not guarantees”.’

This is not to say that she is
above using old methods, such as a
splint, when the “bone knitter” fails
to work, since “it’s a time honored
way to practice medicine: with your
head, and your heart, and your
hands”.

The crew had high opinions of
Pulaski and her abilities: “I've never
met a more dedicated physician. |
would say she has a passion for her
work [...] consuming dedication”.’!
Her skills are legion, as is typical
of ST doctors, and include heart
surgery and selective memory
alteration.

She also acts as the unofficial
ship’s ethics officer, staunchly
standing up for an unknown
planetary population on the brink
of extinction “I have a problem
with that kind of rigidity. It seems
callous and even a little cowardly.
[...] My emations are involved. [...]
friend is going to die. That means
something”. The captain retorts:
“Sophistry”, and she replies “I'll buy
that excuse. We're all jigging madly
on the head of a pin anyway”.

VICTOR GRECH

Muldaur herself favours ST and
aptly summarises: “l think the show
depicts faith in the future and hope
for mankind. [...] we all spend all of
our days and all of our lives watching
horrible things happen, things we’re
very frustrated about - like drugs -
and it all becomes very consuming.
Then you see Star Trek and see that
indeed we made it and we made it in a
positive way and we’re out there doing
some good. | think that’s why Star Trek
will continue for years to come”.2 S

These and similar topics

will be discussed during

the Star Trek Symposium
(www.startreksymposium.com)
on the 10-11 July 2014

at the Dolmen Hotel.
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SWEET REFLECTIONS

The genomics of type 2 diabetes -

the Maltese contribution

Abstract

The genomic revolution has transformed
the type 2 diabetes genetic landscape,
with many loci reported to have
association with disease risk. Such

loci exert a weak to modest effect size
and are as yet of limited use in risk
prediction studies. They also fail to
account for robust genotype-phenotype
associations. This study aims to
address these issues by looking at the
quantitative summation of risk alleles and
the use of special populations to better
define risk and phenotypic associations.

Introduction

Diabetes Mellitus type 2 (T2DM) is a
common, etiologically complex chronic
disorder that arises from the elaborate
interplay between lifestyle factors and
various genetic elements. It represents
one of the most widespread public
health problems in both the developed
and developing world. Commonly,

the impaired regulation of glucose
homeostasis that leads to type 2
diabetes is associated with a cluster of
cardio-metabolic risk factors - including
abdominal obesity, hypertension and
atherogenic dyslipidaemia, which is a
chronic subclinical proinflammatory state.
These factors combine to determine
the development and progression of
both microvascular and macrovascular
disease that carry a substantial socio-
economic burden globally. Central to
the development of obesity, insulin
resistance and type 2 diabetes is a
distinct lifestyle component defined by
the overconsumption of calorie-dense
food and a lack of physical exercise.

Background

The study of complex disease genetics
has undergone a massive revolution
over the past decade, driven largely by
the completion of the Human Genome
and the International HapMap projects.
These have provided researchers with
innovative insight into population-specific
patterns of common human genetic
variation. Simultaneously, technological
advances have led to the development
of DNA microarray platforms. These

* P

commercially available ‘DNA chips’ utilize
known linkage disequilibrium patterns to
genotype tag polymorphisms and enable
the imputation of genotypes at linked
loci. Ongoing developments in second-
generation sequencing technology have
enabled the processing of millions of
sequence reads in parallel. These have
continued to drive down the cost and
timeframes necessary to obtain whole
genome and transcriptome datasets
which are vital to understanding complex
diseases.

Candidate Gene or Genome-Wide
Association Studies?

The search for T2DM susceptibility loci
has been fraught with complications. The
disease is genetically heterogeneous, and
strong gene-environment interactions
influence its onset and progression.
Furthermore, the diagnosis of T2DM
hinges on the identification of elevated
fasting or post-prandial blood glucose
levels that lead to metabolic and
microvascular complications. It is

highly likely that such a diagnosis

masks a tremendous amount of clinical
heterogeneity, and that the genetic
heterogeneity behind diabetes is as great
as its clinical heterogeneity.? Hypothesis-
driven candidate gene studies have
identified a few genetic variants associated
with T2DM. These include common
variants in peroxisome proliferator-
activated receptor y (PPARYy), the KCNJ11
potassium channel* and the transcription
factor TCF7L2.° Such candidate gene
studies are based on selection of loci with
a known or inferred biological function
which may predispose to disease or the
observed phenotype.® Nevertheless such
a priori assumption inherently limits the
capacity of candidate gene studies to
identify pathways or loci playing previously
unsuspected roles in the etiology or
pathogenesis of complex diseases.

The genomics revolution and the
subsequent introduction of Genome-Wide
Association Studies (GWAS) in 2007 has
lead to a massive upsurge in the number
of T2DM-associated loci. To date, the
online catalog of published Genome-Wide
Association Studies (www.genome.gov/
gwastudies/) lists 43 GWAS that have

NIKOLAI P PACE
JOSANNE VASSALLO
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investigated T2DM as a disease of which 8
GWAS have also investigated fasting blood
glucose as a quantitative trait. As larger
collections continue to be assembled for
meta-analysis by international consortia,
new associations with T2DM, fasting blood
glucose and fasting insulin continually
emerge.’

GWAS - a failed promise?

Hundreds of variants identified through
GWAS have been associated with complex
traits or diseases, including T2DM. In
some cases, the identified variants have
provided valuable insight into the genetic
architecture of disease. However, GWAS-
identified variants have a low effect size
and consequently confer only slight
increments in risk and account for a minor
proportion of familial clustering.t GWAS-
identified associations are estimated to
explain only around 10% of the heritability
of T2DM. They fail to account for epistasis,
epigenetic changes and gene-environment
interactions. They are largely restricted to
populations of European descent and carry
poor discriminatory capacity that limits
their use in risk prediction. Furthermore,
the transition from genotype to functional
physiology is not straightforward. While
polymorphisms in promoter or exon
regions have predictable biological effects,
variants in deep intronic or intergenic
regions have probable regulatory roles.
GWAS also utilise large cohorts of

patients that are often heterogeneous or
poorly characterised, thus limiting the
association of genotype data with clinical
or biochemical phenotypes.

Type 2 Diabetes Genetics and the
Maltese Population

The Maltese population has a high
predisposition for T2DM. The earliest
evidence concerning interest in diabetes
in Malta dates back to 1698.°The

period following the Second World War
witnessed an improvement in socio-
economic conditions which, despite the
introduction of oral hypoglycemic agents,
was accompanied by a marked increase in
diabetes-specific mortality. The estimated
national prevalence for T2DM in 2013
stands at 10.14% and is expected to rise
to 11.44% by 2035.1



Two studies have investigated

the genetics of T2DM in the Maltese

population.'?The aims are listed

hereunder.

1. Further define the genetic interplay
between a carefully selected panel
of genes from metabolic and
inflammatory pathways and the risk
of developing type 2 diabetes in
adulthood.

2. To relate the association of defined
genetic profiles with biological and
clinical endpoints and monocyte gene
expression profiles to type 2 diabetes.

These studies were innovative in
several key points. A total of 42 genetic
variants were selected for genotyping
from genes in several metabolic and/
or inflammatory pathways that impact
on glucose regulation, lipid metabolism,
inflammation and insulin resistance. The
genetics of the disease was investigated
using different comparative populations,
including 600 Maltese and 200 Libyan
T2DM cases. The Maltese T2DM cases
were further subdivided into carefully
defined subpopulations of treatment-naive
and high-morbidity groups. A unique
collection of two hundred cord blood
DNA samples obtained from the Malta
BioBank (www.um.edu.mt/biobank/home)
was selected as the control reference
population. These were carefully selected
to be of Maltese ethnicity and to exclude
close siblings.

The salient findings of these
investigations are the following:

1. The quantitative summation of
risk alleles has been associated
with significant increases in the
risk of developing T2DM (figure1).
Nevertheless, when individual cases
are considered, risk polymorphisms
exerted only a slight-to-modest effect
on disease risk. Consequently, risk
alleles studied in isolation contribute
minimally to disease risk prediction.
Equally interesting is the high odds
ratios for selected risk alleles reported
in these studies, in particular for
a common variant in the beta-2

much as possible and to our
knowledge, unaltered by drugs
and/or lifestyle change. Too often,
published genotype-phenotype
associations included larger
numbers of less well-characterized
subjects that were clinically
heterogeneous. Such associations
have doubtful pathophysiological
relevance, lacked reproducibility or
were replicated with disconcordant
findings. Drugs commonly used in
the management of T2DM, including
metformin, statins and aspirin, exert
their effects on multiple tissue types
through various signaling pathways
that could rapidly alter the systemic
metabolic and inflammatory

profile. Of note, the authors have
identified an association between

a promoter polymorphism in the
melatonin-receptor 1 beta gene
(MTNR1B) and total cholesterol and
LDL-C levels which has also been
reported in other ethnic groups.'
Other significant genotype-
phenotype associations which have
been identified include promoter
polymorphism in Interleukin-6 with
insulin resistance index (HOMA-
IR), and an insulin growth factor 1
variant (IGF1) with body weight.
Despite the increased effort to
recruit treatment-naive subjects
and the aforementioned findings,
genotype-phenotype associations
still remain considerably deficient.
This strongly suggests that while

genetic factors contribute to
disease risk and onset, the end
clinical phenotype is highly variable
and is influenced by complex non-
genetic factors.

Microarray gene expression analysis
of peripheral blood leukocytes in
T2DM provides an intriguing insight
into their role in inflammation and
the development and progression
of diabetic complications. While
there is no clear direct relationship
between genetic risk scores

and gene expression profiles,
bioinformatic approaches have
identified differentially expressed
genes that have established roles in
inflammation, oxidative damage and
leukocyte activation.
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at thesynapse.net
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adrenergic receptor (ADRB2).

2. The recruitment of a carefully-
characterised treatment-naive cohort
is a powerful tool in the identification
of genotype-phenotype associations.
The clinical, anthropometric and
biochemical risk factors were, as

Allele Score

Figure 1. Log10 risk ratio of T2DM in a study meta-analysis vs. increasing number of risk alleles.
An unweighted genetic score was constructed by the simple count of risk alleles. This method
assumed that each allele exerts equal and additive effects that can be summed. Genetic risk
scores identify a gradient of genetic risk in the T2DM population, with individuals at the high end
of the genetic risk score distribution having a markedly higher individual risk than those at the
lower end of the genetic risk score distribution. The predictive nature of genetic risk scores in
this investigation is limited by the cross-sectional study design.
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DERMATOLOGY

Necrotising fasciitis: a case report

Abstract

Necrotising fasciitis is a rapidly
progressive and potentially life-
threatening bacterial infection
involving the subcutaneous tissues
and fascia which can result in
extensive tissue necrosis and severe
sepsis. Key factors affecting survival
include an early diagnosis, surgical
debridement and the appropriate use
of antimicrobials. We present a case
in a diabetic patient with necrotizing
fasciitis of the abdominal wall
secondary to a subcutaneous saline
infusion, describing the presentation,
diagnosis and the successful
treatment of this patient.

Introduction
Necrotising fasciitis leads to the
development of thrombosis of skin
microcirculation, resulting in necrosis
of skin and soft tissue, destruction
of muscles, and liquefaction of fats.
Mortality in several studies has ranged
from 22% to 44%, with the truncal
region having a higher mortality (44%)
than the perineal region (28%) and the
extremities (22%).!

The case report highlights
the importance of a high index of
suspicion. In the early stages, the
signs can be non-specific and can
mimic other non-severe soft tissue
infections. Severe pain at onset, out
of proportion to the clinical findings,
can be an important pointer towards
the diagnosis. It shows how the
commonly used subcutaneous
injections can be a cause of
necrotizing fasciitis.

Case presentation
A 69 year old male was noted to
have an elevated temperature of
39°C during routine parameters.
His past medical history included
cerebrovascular accident, type 2
diabetes mellitus, hypertension,
atrial fibrillation, hypothyroidism and
congestive heart failure.

On initial examination, he was
tachypnoeic and hypertensive. Other
physical parameters were normal.

* P

Left-sided basal crackles were
identified on chest auscultation. The
values of laboratory parameters were
as follows: leucocytes 18.10x10%L
and C-reactive protein (CRP)
187mg/L. All other laboratory values
were within normal range. The

first clinical impression was one

of hypostatic pneumonia. He was
thus started on antibiotics and on a
subcutaneous saline infusion.

The clinical status of the patient
deteriorated further despite the
treatment. The patient started
complaining of severe abdominal
pain; on palpation, there was
generalized tenderness over the
right hypochondrium with associated
rigidity. There was also a well
demarcated area of erythema and
induration of the skin localized
to the region of insertion of the
subcutaneous infusion.

The patient was transferred to a
surgical ward for further investigations
and management. A computed
tomography scan of the abdomen
showed inflammatory changes
(indicative of an infection) with free
gas in the abdominal wall on the right
of the mesogastrium (figure 1).

A diagnosis of necrotising fasciitis
of the abdominal wall secondary
to the subcutaneous infusion

RACHEL VELLA CRITIEN

was formulated. The patient was
transferred to the operating theatre
where the abdominal wall was
incised and surgical debridement of
the infected tissues was performed
under local anaesthetic (figure 2). The
wound was packed with alginate and
left to heal by secondary intention.
Postoperatively the patient was
started on intravenous metronidazole
and piperacillin/tazobactam. The
clinical course of the infection was
closely observed by monitoring the
patient’s vitals including temperature,
physiological functions and laboratory
parameters. Eventually the leukocyte
and C-reactive protein values
decreased significantly and the
patient’s clinical status improved.

Discussion

The hypothesis is that the
subcutaneous injection for the saline
infusion resulted in a loss of skin
integrity with a subsequent bacterial
inoculation into the subcutaneous
space resulting in damage to the
overlying skin. One can suspect that
skin contamination contributed to the
aetiology.

Several reports link intramuscular
injections and intravenous drug abuse
to the development of necrotising
fasciitis.2 Other reported aetiologies

Figure 1. The CT scan of the abdomen showing gases in the abdominal wall (arrow).




include blunt or penetrating trauma
and haematogenous spread from a
distant site. No literature was found
linking subcutaneous saline injections
to the development of necrotizing
fasciitis.

The patient was a known case of
diabetes. His uncontrolled diabetes,
as monitored by his glycosylated
haemoglobin, resulted in an increased
susceptibility to the development of
necrotizing fasciitis. Increasing age is
another consistent risk factor across
several case studies; although the
condition can affect any age group.’
Other recognized risk factors for this
condition include immunosuppression
and chronic systemic diseases (for
example atherosclerosis and renal
failure).?

This patient presented with the
typical early symptoms of necrotizing
fasciitis: fever, erythema and out-
of-proportion pain on physical
examination. Such pain preceded
any skin changes. This occurs in the
majority of patients (>97.8%) with
necrotizing fasciitis.” The intensity of
the local signs could have also been
weakened by the previous antibiotic
therapy.

The CT scan was an important tool
in this case, allowing the detection of
gas tracking along the fascial planes.
The radiological data was correlated
to the clinical and laboratory results
in order to establish the diagnosis of
necrotising fasciitis. Despite this, CT
scans sometimes do not adequately
differentiate between severe cellulitis
and necrotizing fasciitis. Magnetic
resonance imaging has been reported
as having the highest sensitivity (93-
100%) for diagnosing necrotizing
fasciitis, exhibiting high signal
intensity on T2-weighed images.*

Other diagnostic procedures
for necrotising fasciitis include the
LRINEC (Laboratory Risk Indicator
for Necrotising Fasciitis) which is a
scoring system developed by Wong et
al.*The C-reactive protein, creatinine,
haemoglobin, leukocyte count, serum
sodium and glucose are used in
this score. A score of 6 ‘raises the
suspicion’ and a score of 8 is ‘strongly
predictive’ (table 1). A score of 7

Figure 2. The incision in the lower abdominal wall following surgical debridement

VARIABLES

HAEMOGLOBIN

>13.5

11-13.5

<11

TOTAL WHITE CELL COUNT
<15

15-25

>25

GLUCOSE

<10

>10

C-REACTIVE PROTEIN (mg/dl)
<150

>150

SODIUM (mmol/L)

>135

<135

CREATININE (umol/L)

<141

>141

SCORE

Table 1. Laboratory Indicator Necrotising Fasciitis Scoring System (LRNEC)®

was retrospectively calculated for this
patient.

Conclusion

Subcutaneous injections can

represent a local portal of entry for
infection that can progress to serious
skin infections such as necrotising
fasciitis. Necrotising fasciitis should be
suspected in every skin infection with
fever, signs of systemic toxicity and
severe pain.
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Doctors, patients and the social media

recent article in Ann Intern Med'

highlights issues relating to the
possible dangers of doctor-patient
interaction through emails, Facebook
and other electronic means. Some of the
advice given is worth highlighting.

This advice is particularly apt for the
younger generations of doctors, who, like
others of their age group seem to enjoy a
particular facility, fascination and fondness
for pocket-sized electronic gadgets which
make communications and interactions so
easy and so painless.

The State Medical Boards in the US
have recently reported several instances
of violation of professionalism that led to
a major action, including revocation of the
licence to practice.

“There are legitimate ways that
physicians can engage in social media
with patients” Dr Chaudhry, one of the
authors of the report commented. As long
as there is a pre-established physician-
patient relationship, contact with an email,
for instance, to make an appointment or
send an urgent report is not considered to
have untoward consequences.

Social media have their uses,
particularly from an educational point
of view, directed to an anonymous

audience, relating to topics such as

health information, vaccines, etc. The

report, however warns that what you
say and how that is interpreted could
be two completely different things.

Dr Chaudhy advises: “Pause before

posting.”

Other issues that physicians should
be warned about relate to ensuring
confidentiality when information of any
kind is posted on Facebook, Twitter,
etc, which are widely dispersed among
the community. Any information posted
there may be read by a large number
of persons. There is the possibility of it
going viral and confidentiality cannot
be assured.

These are some of the ‘dont’s’
stressed in this report:

+ Do not start a professional
relationship with a person who
you know only from an email;

+ Do not contact patients through
social media;

+ Do not befriend patients through
social media;

+  Use emails or other electronic
communications only with
established patients and with
patient consent;

1

+  When you receive an email
from a person who is not your
patient, insist that the patient
organises a visit with yourself or
with another doctor;

*  Never text messages relating to
medical issues, “not even with
established patients, except
with extreme caution and
consent from the patient.”

There is no doubt that advances
in social medial have been enormous
in recent years, and have caught on
like wildfire particularly among the
younger generation. Those of us who
have reached a certain age might be
considered to be living in the age of
the dinosaurs if we do not participate
in these advances and make use of
such gadgets. However, it is well to
bear in mind that we must not allow
professionalism to suffer in an effort
to appear “with it” and connected.

Farnan JM, Snyder Sulmasy L, Worster BK,
Chaudhry HJ, Rhyne JA, Arora VM et al.
Online medical professionalism: patient and
public relationships: policy statement from

the American College of Physicians and the
Federation of State Medical Boards. Ann Intern
Med 2013; 158(8):620-7.
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GALVUS and EUCREAS
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GALVUS is a DPP-4 inhibitor that improves glycemic control
through powerful islet enhancement’
EUCREAS is the combination of a DPP-4 inhibitor, GALVUS, and metformin’
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World Osteoporosis Day

World Diabetes Day

Malta Medical Students Association

Psoriasis is a chronic, persistent, life-long
infllmmatory disease.! Psoriasis is an
inflammatory disease presenting with red
scales on the skin, most commonly at the
elbows and knees. At the moment there is

Psoriasis may result in psychosocial
disability that is similar to that of
patients suffering from diabetes,
depression and other chronic
illness. Patients may also have a

MMSA

low self-esteem due to shame and
embarrassment about their body
image and stigmatization.*In a survey
carried out by Ramsay and O’Reagan®
about the social and psychological
effects of psoriasis, it was found

no complete cure for this disease but there
are a wide range of therapies which can
control it, and the patients can live a normal
life.However this brings on the patients
an economic burden, which increases in
proportion with the severity of the disease.®

awareness of the condition which would
in turn lead to an improvement in their
own overall health. This is important as
patients with psoriasis have an increased
risk of death at a younger age.”

This disease can be managed efficiently
by a large variety of therapies. Studies

out that most of the patients with
psoriasis avoid social activities such
as swimming and sports. Half of the
patients participating in this survey

1.

Naldi L. Inflammatory skin diseases IV: Psoriasis.
In: The Challenge of Dermato-Epidemiology.
Boca Raton Florida: CRC Press, 1997;175-90.

have shown that there is a low adherence  felt that their sexual relationships L Cllinar D eliee O i CELL
i . o . . Optimal management of severe plaque form of
(around 40%) to treatment in this where inhibited by this condition and psoriasis. Am J Clin Dermatol 2005; 6:283-294,
. . ) . . 3. Feldman SR, Fleischer AB, Reboussin DM, Rapp
subpopulation. Factors such as efficacy 11% said they were not going to have SR, Bradhaam DD, Exum ML. The econormic
and duration of the treatment are important  any children to avoid the risk of their impact of psoriasis increases with psoriasis
. 4 . . . . . severity. J Am Acad Dermatol 1997; 37:564-9.
in the adherence to treatment.* Localised offspring developing this disorder as 4. Seston EM, Ashcroft DM, Griffiths CEM.
inai Balancing the benefits and risks of drug
psoriasis atthe k.nees gnd elboyvs are . well. treatment. Arch Dermatol 2007; 143:1175-9.
usually treated with topical corticosteroids 5. Carroll CL, Clarke J, Camacho F, Balkrishnan
Vit inD | O th ther hand R, Feldman SR. Topical tacrolimus ointment
or Vitamin U analogues. Un the other hand, combined with 6% salicylic acid gel for plaque
more severe and extensive psoriasis can Due to the complexity of this skin i i, A Panie] 206 A,
be better managed by systemic therapies ~ condition and the several effects it 6. Ramsay B, O'Reagan M. A survey of the social
: : : ) ol and psychological effects of psoriasis. BrJ
such as methotrexate or acritretin and/or hag on the patient’s health, psoriasis Dermatol 1988; 118:195-201.
phototherapy_5 patients should receive regu|ar 7. Gelfand JM, Troxel AB, Lewis JD et al. The risk of
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health assessments to increase the

mortality in patients with psoriasis. Arch Dermatol
2007; 143:1493-9.



IS YOUR ASTHMA UNDER CONTROL?
TAKE THE ASTHMA CONTROL TEST™

TO ASSESS YOUR ASTHMA CONTROL

IT ONLY TAKES A FEW SECONDS

The Asthma Control Test™ is a simple questionnaire that can give
a valuable insight into how well your asthma is being controlled.

The results can be useful to your doctor and/or specialist to make any
adjustments to your asthma treatment or management, if required.

Take an Asthma Control Test™ |eaflet from the holder below,
or alternatively access the following link:

www.asthmacontroltest.com

E L E If you experience any side effects with GSK products, please report the case to GSK (Malta) .
J Limited, 1, De la Cruz Avenue, Qormi QRM 2458, Malta (Tel: +356 21238131). If you have do more
questions about a specific medical condition, please consult a healthcare professional.
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FOCUSING ON
PATRICIA DE GABRIELE

ron deficiency anaen

Case presentation

A 22 year old female University
student attends your GP clinic
accompanied by her mother. She
complains of progressive lethargy

and weakness, making it difficult for

her to concentrate on her studies.

On further questioning, she
informs you that she has been
having heavier regular menses
for the past six months. Her last
menstrual period was one week
ago. During menstruation, she
feels very weak and has to stop
halfway up a staircase because of
shortness of breath. She has been
very busy lately finalising her thesis
and her mother complains that she
is hardly eating anything at home.
The patient states that she feels
hungry but doesn’t have time to
eat a proper meal. She also claims
that she is only having four to five
hours of sleep every day. She has
no abdominal upsets and does not
complain of any irregularity in her
stools.

The patient has no significant
past medical history and is not on
any regular medications. She does
not drink alcohol or smoke. She
has not been abroad for the past
year.

On examination, her skin,
nail beds and conjunctivae are
somewhat pale. She has strong
peripheral pulses. Blood Pressure
is 115/75 mmHg and pulse is
regular at 90 bpm. Her chest is
clear and examination of her neck
is normal. Her BMl is 19.5. Rectal
examination is normal.

Investigations carried out

¢ Full Blood Count
e Haemoglobin - 8 g/dL
¢ Red Cell Count - 4 million/mm?®
¢ Haematocrit - 30%
¢ Mean Cell Volume (MCV) - 65 fL
¢ Mean Corpuscular Haemoglobin

Concentration (MCHC) - 25 g/dL

e Serum ferritin - 5 ng/mL

¢ Thyroid Function Tests - Normal
¢ Ultrasound Pelvis - Normal

Iron supplements are prescribed and
a review appointment is given in four
weeks’ time.

Discussion

Generalised weakness, lethargy,
dyspnoea and history of heavy

blood loss during menstruation
accompanied by a haemoglobin

level of 8g/dL are all suggestive of
anaemia. A mean cell volume (MCV)
of 60 fL and a mean corpuscular
haemoglobin concentration (MCHC)
of 25 g/dL classifies the anaemia as
a microcytic, hypochromic anaemia,
which is suggestive of iron deficiency.
However, this may also be due to

a thalassaemic trait. The patient
does not have a family history of
thalassaemia or its trait; nonetheless
a serum ferritin test is required. A
level <10ng/mL is indicative of iron
deficiency anaemia. Hypothyroidism
as a possible cause of lethargy and
weakness and cardiac compensation
has also been excluded. The history
of the patient’s complaint helps to
shed light on the cause of the iron
deficiency. There is evident excessive
blood loss in the patient’s menses.
She is not pregnant as she has had
her last menstrual period one week
before. Dietary intake of iron seems to
be somewhat limited as she “doesn’t
have time to eat a proper meal”.

Chronic disease is unlikely because
she has previously been healthy
and she is not experiencing a loss
of appetite. There doesn’t seem
to be any signs of gastrointestinal
blood loss as her stools are
normal and she is not taking any
medications such as aspirin or
non-steroidals (NSAIDs). Besides,
she has no abdominal upsets and
so coeliac disease would not be
greatly considered at this point.
Anxiety or depression should also
be considered, given her psycho-
social context. Thus, the next step
in management in general practice
is to control her menorrhagia

and at the same time start iron
supplementation, as well as follow
the patient up to monitor response
or otherwise. If the patient does
not respond, she would be a
candidate for further investigation.

Iron Deficiency Anaemia
Anaemia is a condition in which
the number of red blood cells,
and thus their oxygen-carrying
capacity, is insufficient to meet
the physiological needs of the
body. Anaemia can also occur if
the red blood cells don’t contain
enough haemoglobin. Specific
physiological needs vary with a
person’s age, gender, altitude,
smoking behaviour and different
stages of pregnancy. Iron
deficiency anaemia is thought

to be the most common cause
of anaemia globally, but other
nutritional deficiencies, including
folate, vitamin B,, and vitamin A,
acute and chronic inflammation,
parasitic infections, and inherited
or acquired disorders that affect
haemoglobin synthesis, red blood
cell production or red blood cell
survival, can all cause anaemia.’



lia in general practice

Haemoglobin concentration alone
cannot be used to diagnose iron
deficiency anaemia. A serum
ferritin level is required, since this
is the most sensitive marker of
early iron deficiency and is the
preferred initial diagnostic test.
Serum ferritin level correlates
with total iron body stores and

a low level can be identified
before serum iron is affected.
The state of the iron stores can
be assessed by considering
together the serum ferritin, iron
and transferrin; the latter is
indirectly measured by the total
iron binding capacity. Thus, a full
blood count and iron studies are
required to establish a diagnosis
of iron deficiency anaemia.

Aetiology and epidemiology of
Iron Deficiency Anaemia
Iron deficiency anaemia occurs
in 2-5% of adult men and
post-menopausal women in
the developed world.? While
menstrual blood loss is the
commonest cause of iron
deficiency anaemia in pre-
menopausal women, blood loss
from the gastrointestinal tract is
the commonest cause in adult
men and post-menopausal
women.® Asymptomatic colonic
and gastric carcinoma may
present with iron deficiency
anaemia and exclusion of
these conditions is of prime
importance. Malabsorption, most
frequently from coeliac disease,
poor dietary intake, previous
gastrectomy, and NSAID use may
also give rise to iron deficiency
anaemia.

The balance of iron in humans
is tightly controlled and designed
to conserve iron for optimal

—

utilisation. The only mechanisms
by which the body loses iron are
menses, gastrointestinal bleeds or
other forms of bleeding but also
through the loss of epithelial cells
from the skin, gut and genitourinary
tract. Normally, the only route
through which iron enters the body
is by absorption from food or oral
supplementation; however iron may
also enter the body during blood
transfusions or injection of iron
complexes. A dietary intake of iron
is needed to replace the iron that

is lost daily in the stools, urine and

There are two distinct types
of iron found in food - haem
and non-haem iron. Haem
iron is a constituent of
haemoglobin and myoglobin
and so is present in meat,
fish, poultry and blood
products. Non-haem iron is
mainly found in vegetables,
cereals, tubers and pulses

through the skin. These basal losses
represent approximately 0.9mg of
iron per day for an adult male and
0.8 mg per day for an adult female.*
Iron requirements will be increased
with heavy menstrual flow, during
pregnancy as well as in infants and
adolescents.

There are two distinct types
of iron found in food - haem and
non-haem iron. Haem iron is a
constituent of haemoglobin and
myoglobin and so is present in
meat, fish, poultry and blood
products. Non-haem iron is mainly
found in vegetables, cereals,
tubers and pulses. The latter is
less easily absorbed by the body
and is affected by the presence
of enhancing or inhibiting factors.
Meat, fish and ascorbic acid-
containing products are enhancers
of non-haem iron absorption.

On the other hand, compounds
which inhibit the absorption of
both haem and non-haem iron
include tannins, phytates and

soy protein when it is used as a
meat substitute. Phytates are
present in wheat and cereals.
Tannins are present in tea and to a
lesser extent in coffee. However,
this inhibitory effect can be
counteracted by ascorbic acid.
Thus, iron absorption is greatly
influence by the constituents of an
entire meal.’

Thus, iron deficiency may
result from excessive loss or
decreased absorption of iron.
Excessive loss might take place as
occult gastrointestinal blood loss
caused by:

* Aspirin

e NSAID use

¢ Benign gastric ulceration

¢ Angiodysplasia

¢ Uncommon causes such as
oesophagitis

¢ Colonic carcinoma

¢ Gastric carcinoma

¢ Other gastrointestinal tract
malignancies
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Blood loss might not be
gastrointestinal in origin. It might
be due to:
¢ Menstruation
* Pregnancy
¢ Blood donation
¢ Rarely, haematuria & epistaxis

Decreased absorption of
iron may be due to inadequate
dietary intake of iron in certain
subpopulations, example,
vegetarians and elderly. It may
also arise because of unbalanced
diets or because of malabsorption
syndromes, example:
¢ Coeliac disease
¢ Post-gastrectomy
¢ Gastric Helicobacter pylori
colonisation
¢ Impaired gastric acid secretion
¢ The use of proton pump
inhibitors

¢ Parasitic infections

¢ Uncommon causes such as
gut resection and bacterial
overgrowth

¢ Chronic inflammation

Management of Iron Deficiency
Anaemia
The aim of the treatment of iron
deficiency anaemia should be to
restore haemoglobin levels and
mean cell volume (MCV) to normal
values and to replenish body
stores, that is, serum ferritin levels
are restored to normal limits. If
this cannot be achieved, further
investigation may be warranted.
Treatment of the underlying
cause should prevent further iron
loss; nonetheless all patients should
have iron supplementation in order
to correct anaemia and replenish
body stores. This is achieved
most simply and cheaply with
ferrous sulphate 300 mg twice daily
although ferrous gluconate and
ferrous fumarate are as effective.®
These provide 100-120mg of oral
elemental iron per day. A liquid
preparation is an alternative when
tablets are not tolerated. Patients
must also be advised to include
more iron in their diet. Iron-rich

foods include dark-green leafy
vegetables, wholegrains, beans,
nuts, apricots, prunes, raisins, iron-
fortified cereals and meat.

To ensure a healthy, well-
balanced diet, foods from all major
food groups should be included in
the diet. Ascorbic acid enhances
iron absorption” and should be
advised as a dietary intake, in the
form of oranges or other citrus
fruits, with the iron supplementation.
Patients need to be advised to
avoid taking iron supplements with
tea or coffee, as tannins can form
insoluble complexes with iron,
reducing its absorption. Oral iron
preparations should be taken on an
empty stomach, as food may inhibit
iron absorption. However, if oral
iron causes gastric upset, it can be
taken with or shortly after food.?
Other drugs such as antacids,
calcium, oral bisphosphonates
and thyroid hormones should be
avoided when taking the oral iron as
it forms poorly soluble complexes
with them, decreasing iron
absorption.®

Parenteral iron should only be
used when there is intolerance to
at least two oral preparations or
non-compliance. Parenteral iron
treatment is expensive and may
cause anaphylactic reactions.?
Besides, the rise in haemoglobin
is no quicker than with oral

. WHO. Haemoglobin Concentrations for the
Diagnosis of Anaemia and assessment of Severity.
Vitamin and Mineral Nutrition Information System.
Geneva, World Health Organisation, 2011 (WHO/
NMH/NHD/MNM/11.1) Available at: www.who.int/
vmnis/indicators/haemoglobin.pdf

. Sayer JM, Long RG. A perspective on iron deficiency
anaemia. Gut 1993;34:1297-9.

. Goddard AF, Mcintyre AS, Scott BB. Guidelines
for the management of iron deficiency anaemia.

Gut 2000;47:iv1-iv5 doi:10.1136 /gut.46.suppl_ 4.iv1

. WHO Technical Report Series, No. 452, 1970.
Requirements of ascorbic acid, vitamin D, vitamin
B12, folate and iron: Report of a Joint FAO/WHO
Expert Group.

. DeMaeyer EM, Dallman P, Gurney JM, Hallberg L,
Sood SK, Srikantia SG. Preventing and Controlling
Iron deficiency Anaemia through Primary Health Care:
A guide for health administrators and programme
managers. Geneva, World Health Organisation,
1989. Available at: www.who.int/nutrition/
publications/micronutrients/anaemia _iron_deficiency
/9241542497 .pdf

. Smith AG. Prescribing Iron. Prescribers’
J1997;37:82-7.

preparations. If parenteral iron
is needed, intravenous iron is
preferred; iron administered
intramuscularly is painful and is also
poorly absorbed from muscle.®

The haemoglobin concentration
should rise by 2 g/dl after 3-4
weeks. Failure to do so is
usually due to poor compliance,
misdiagnosis, continued blood loss,
or malabsorption. Guidelines vary
in their recommendations for the
duration of iron therapy after the
anaemia has been corrected. Some
guidelines suggest an additional 3
to 4 months of treatment.®'® Others
suggest 4 to 6 months'! whereas
others suggest 6 to 12 months.'
However iron supplementation
should be continued for at least
three months after correction of
anaemia to replenish adequately the
iron stores.®

Once normalized, the
haemoglobin concentration and red
cell indices should be monitored
at intervals. It is suggested that
monitoring should be done three
monthly for one year and then after
a further year. Additional oral iron
should be given if the haemoglobin
or MCV fall below normal levels (a
ferritin estimation should also be
done in doubtful cases). Further
investigation is only necessary if the
haemoglobin and MCV cannot be
maintained in this way.®

. Hallerg L, Brune M, Rossander-Hulthen R. Is
there a physiological role of vitamin C in iron
absorption? Ann NY Acad Sci 1987; 498:324-32.

. Gastrointestinal Writing Group. Therapeutic
Guidelines: Gastrointestinal, Version 4 Updated
March 2010. Melbourne: Therapeutic Guidelines
Ltd, 2006.

. Guralnik JM, Eisenstaedt RS, Ferrucci L, Klein
HG, Woodman RC. Prevalence of anaemia in
persons 65 years and older in the United States:
evidence for a high rate of unexplained anaemia.
Blood 2004; 104:2263-8.

. Goddard AF, James MW, Mcintyre AS, Scott
BB. Guidelines for the management of Iron
Deficiency Anaemia. Loughborough: British
Society of Gastroenterology, 2005. Available at:
www.bsg.org.uk/pdf_word_docs/iron_def.pdf

. Sowerby Centre for Health Informatics at
Newcastle (SCHIN). Anaemia - iron deficiency.
Clinical Knowledge Summaries. Newcastle
upon Tyne, UK: National Institute for Health and
Clinical Excellence, 2009. Available at: www.cks.
nhs.uk/anaemia_iron_deficiency#313974001

. Department of Health and Ageing. PBS for
Health Professionals. Canberra, 2010. Available
at: www.pbs.gov.au
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Iron, Manganese, Copper _—

Better tolerance of the
liquid ferrous gluconate®3

- . Fast absorption'
Iron deficiency anaemia (Fe?* + Cu)

Preventive treatment
of iron deficiency

Restoration of
iron reserves at D90*°

Normalization of
haemoglobin level at D30?

Fer Iron
Manganése Manganese
Cuivre Copper

0.70mg 1.33 mg

tothéma >0 mg

TOT’HEMA®, solution for oral administration, ampoules.
COMPOSITION: ferrous gluconate (expressed as Fe) 50.00 mg, manganese gluconate (expressed as Mn) 1.33 mg, copper gluconate (expressed as Cu) 0.70 mg. Excipients:
glycerol, liquid glucose, sucrose, anhydrous citric acid, sodium citrate, sodium benzoate, polysorbate 80, caramel colouring (E150b), tutti frutti aroma and demineralized
water. PHARMACEUTICAL FORM: solution for oral administration, ampoules. THERAPEUTIC INDICATIONS: Iron-deficiency anaemia. Preventive treatment of iron
deficiency in pregnant women, premature babies, twins or babies born to a woman suffering from this deficiency, where the diet does not contain enough iron. POSOLOGY
AND METHOD OF ADMINISTRATION: the solution is taken diluted in water (sweetened or not) or in any other nonalcoholic beverage. Curative treatment: Adults: 100 to 200
mg Fe per day. Infants from 1 month old: 5 to 10 mg Fe/kg daily. Prophylactic treatment: pregnant women: 50 mg Fe per day during the last 6 months of pregnancy (or from
month 4). To be taken preferably before meals, but the timing and sometimes the dose may be adjusted to suit individual digestive function. Duration of treatment: it should
be enough to correct anaemia and restore iron reserves which, in adults, are 600 mg for women and 1200 mg for men. Iron-deficiency anaemia: 3 to 6 months depending
on the depletion of reserves, but may be extended if the cause of the anaemia has not been corrected. Monitoring of efficacy is not useful until after at least 3 months of
treatment. It should consist of determining anaemia correction (Hb, MCV) and restoration of iron reserves (serum Fe and transferrin saturation). CONTRAINDICATIONS:
iron overload, in particular normoanaemia or hypersidero-anaemia such as thalassaemia, refractory anaemia or that due to medullar deficiency. WARNINGS: hyposideremia
linked to inflammatory syndromes does not respond to iron treatment. Iron deficiency treatment must be linked to treating the cause as far as possible. PRECAUTIONS:
consuming large quantities of tea inhibits iron absorption. For low carbohydrate diets, 3 g of saccharose per dose should be taken into account. To prevent the possibility of
reversible blackening of the teeth, do not keep the liquid in your mouth for a long time. INTERACTIONS WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF
INTERACTIONS*: Combinations to be avoided: iron (salts), for injection. Combination subject to precautions: fluoroquinolones, cyclines (oral administration); magnesium,
aluminium and calcium salts, oxides and hydroxides (Gl topicals); diphosphonates (oral route). UNDESIRABLE EFFECTS: gastrointestinal disorders: nausea, discomfort,
constipation, diarrhoea. Black stools are normal. OVERDOSE: After massive ingestion, cases of overdose with iron salts have been reported, particularly involving infants
under 2 years of age: symptoms include signs of Gl irritation and necrosis usually accompanied by nausea, vomiting and a state of shock. Treatment must be initiated as rapidly
as possible, using gastric lavage with a 1% sodium bicarbonate solution. The use of a chelating agent is effective, the most specific of these being deferoxamine, principally
when serum Fe concentration is greater than 5 pg/mL. A state of shock, dehydration and acid-basic abnormalities are treated in the classic manner. PHARMACODYNAMIC
PROPERTIES: provision of iron in ferrous form (50 mg elemental iron per ampoule of 10mL). PHARMACOKINETIC PROPERTIES*. PHARMACEUTICAL FORMS AND
PRESENTATIONS: box of 20 ampoules of 10 mL. MA number: MA093/00501. MARKETING AUTHORISATION HOLDER: Laboratoire Innotech International, 22 avenue
Aristide Briand, 94110 Arcueil, France. TEXT REVISION DATE: 14 April 2010. *For complete information, please refer to the therapeutic references.
1 - Milchev N. et al. Treatment of iron deficiency anaemia with ferrous gluconate Akush Ginekol (Sofia). 2004;43 Suppl 3:45
2 - Casparis D. et al. Effectiveness and tolerability of oral liquid ferrous gluconate in iron-deficiency anemia in pregnancy and in the immediate post-partum period: comparison with other liquid or
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‘We have not lost faith, but we have
transferred it from God to the medical

profession’; Medicine in Mainstream
Literature — Part ||

Victor Grech
Clare Vassallo
lvan Callus

The locus classicus that, arguably, above all other works, demonstrates the duality of human nature in
all of mankind, including in the medical profession, is Robert Louis Stevenson’s The Strange Case of
Dr. Jekyll and Mr. Hyde (1886) wherein doctors are portrayed as weak and fallible, primarily because
of the potential abuse of their special knowledge and abilities.’? The duality of man’s psyche is the
story’s overriding theme, an allegory of mankind’s permanent inner conflict between good and evil
through the potential dissociation of a single entity into two opposing selves. The story was recently
rewritten by Steven Moffat as Jekyll and billed as a modern-day sequel to the original novella.

Jekyll, a medical doctor, is the novel’s
protagonist: in late-middle age,
intelligent, tall, dignified, wealthy, widely
respected and with a good house and

a household of loyal servants, the
epitome of the Victorian gentleman

and the embodiment of all that is good
in mankind. Nevertheless, deep down
and invisible to all but himself, just like
common mortals, Jekyll harbours a
dark side with secret
passions and
vices that he is
unable and

’ The Synapse

unwilling to unleash, a sinister force
that is also manifest in his name, ‘I kill’
in French. For this reason, he concocts
a potion that will bring forward only
one (the best) of his two halves.
The potion is impartial and favours
neither good nor evil, and because
Jekyll approaches this unnatural
endeavour with ambition and unseemly
anticipation, it is the evil half, Mr. Hyde,
in the Frankensteinian
trope (which will be
amplified later) that is
manifested at this

crucial crossroad. Hyde is described as
small, distorted and ugly, and any who
see him experience distaste and outright
horror.

Jekyll is initially in total control over
his metamorphosis into Hyde, but slowly
damns himself as he finds that he enjoys
slipping into the Hyde alter-ego since it
endows him with the liberty to perform
iniquity with impunity, a freedom that
is derived from Hyde’s untouchability,
since he can be made to vanish at will.
However, this becomes an addiction
and Hyde eventually becomes powerful
enough to manifest spontaneously.

The completely senseless, unprovoked
and callous murder of a member

of parliament is the nadir of Hyde’s
wickedness and Jekyll finds that he
now has to take ever increasing doses
of potion in order to remain in the Jekyll
persona, living in the fear that as Hyde,
he will be caught, prosecuted and
executed for murder. Toward the end
of the novel, Jekyll runs out of potion
and is unable to find the necessary
raw materials in order to produce a
new supply of potion, and realises that
the only way to impede his permanent
transformation into Hyde, along with
prosecution for murmur and execution,
is by suicide, a deed that he actually
commits, bringing the story to a close.

Lanyon, a medical doctor, also
appears in the story, and is used as
a scientific foil for Jekyll. Lanyon is
unfortunate in witnessing a Jekyll-
Hyde transition, and as a firmly rational
man, he simply could not adapt to the




revelation of the Hyde possibility, a
monstrous half that is suppressed in
all of us. His stricken soul leads his
physical body into a rapid decline and
death, also a form of suicide. While ‘a
text like Jekyll and Hyde could be said
to be premised on a scientific ‘novum,’
[...] it is equally overdetermined by
Gothic, melodramatic, and imperialist
elements’ and hence not strictly
appertaining to the science fiction
genre."

This trope has been frequently
reused in science fiction, and for
example in Darkling (1997), the sentient
hologram that is the doctor on the
starship Voyager actively endeavours to
develop a realistic human personality,
and he attempts to accelerate this
process by directly grafting character
traits that he deems desirable onto his
computer subroutines from historic
figures, such as Ghandi and Byron."
This endeavour fails when the darker
and more negative aspects of the
historic figures’ characters manifest in a
literal Jekyll and Hyde manner, with the
doctor being intermittently taken over by
an evil persona.

A more benign portrayal of the
latent duality of human nature and the
potential for change is displayed by
Dickens in A Tale of Two Cities (1895),
where Manette, a brilliant physician,
spends eighteen years as a prisoner in
the Bastille. Initially, he is found making
shoes in prison in order to distract
himself from the harshness of prison
life, but transforms himself into a man of
distinction after he is rescued.'®

Tertius Lydgate is yet another doctor,
the perfect Aristotelian tragic hero
in Eliot’s Middlemarch (1871),'” who
has already been briefly discussed in
another essay and whose dilemmas
are typical of any doctor’s.” Lydgate
is poor, ambitious and somewhat
arrogant and starts off with lofty ideals
but falls in love, marries, and rapidly
runs into dire financial straits and a
potential conflict of interest forcing
him to seek more lucrative pastures
than provincial Middlemarch, among
London’s high society, abandoning his
high ideals. Even in his role of physician,
Lydgate finds himself unable to treat
a heart condition or give a prognosis
on the case, and indeed, the patient

dies shortly after being examined.
Moreover, all of the doctors in
Middlemarch, that is, Wrench, Toller,
Minchin and Sprague, are in their
turn depicted as petty and vindictive,
jealous of Lydgate and reluctant to
embrace new medical advances.

A broader view of the overall
ineffectiveness of medicine in
mainstream literature is seen in Mary
Wollstonecraft Shelley’s The Last Man
(1826), wherein Shelley conceived
a plot device that would eventually
be reused by a string of writers: an
apocalyptic plague that threatens
to destroy humanity.'® The medical
field appears powerless to help out
at all except to provide hospitals for
the terminally ill. Similarly and more
recently, in Albert Camus’ La Peste
(1947), not only are doctors completely
incapable of arresting an outbreak
of bubonic plague in Algerian Oran,
but incredibly, take a considerable
period of time to realise that a fatal
epidemic is sweeping their city and to
organise quarantine measures, and
this despite rats dying bizarrely and
en masse, followed by large numbers
of the populace who come down with
obvious signs of bubonic plague. The
story is narrated in the first person by
Bernard Rieux, a physician in Oran
who finds solidarity among the other
doctors in Oran, all of whom futilely
attempt to control the plague. Camus
also emphasises another noteworthy
observation in that nature is hostile,
or at best indifferent to humanity and
suffering.?

However, while literature has
portrayed medicine overall negatively,
the arts have not, and a plethora of
paintings have depicted doctors,
scientists and students, not only as
formal portraits, but also in tableaux
with patients, as reviewed by Ludmilla
Jordanova and many others.?' The
intermingling of medicine and the
humanities has been further analysed
by Evans and others who propose
the study of ‘Medical Humanities’,
an interdisciplinary field of medicine
which includes the humanities, social
science and the arts, along with their
application to medical education
and practice. The purpose of this
endeavour is the improvement in the

delivery of healthcare through a better
understanding of disease in society,
and in the individual, with insights into
suffering and the human condition and
how culture interacts with individual
experience of iliness and the way
medicine is practised. The thorny
issues raised by the ever increasing
complexity of medical ethics are also
considered.?

It is evident that in all of these
narratives, doctors are depicted
stereotypically, weak and impotent,
unable to perform the job for
which they have trained, and this
is perhaps a parable, an attempt
by various authors to chastise
us for believing that science may
have all of the answers. These are
therefore cautionary tales, warning
us of our hubris, and leading us to
conclude that human ingenuity, as
manifested by doctors and scientists,
can only go so far in alleviating the
human condition. This essay also
demonstrates that despite the growing
importance of medicine to the human
condition, literature has sidelined
medicine, somehow rendering doctors
impotent and unable to father cures,
with stories that tend to be formulaic
and repetitive, casting the medical
profession in a mediocre light.

This is not the case in science
fiction, where doctors are the heroes
in many a narrative, and that is the
subject of another manuscript. S
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BIG DAY

Whether a long or short invitation
list, choosing a caterer for your big
day may seem complicated. Here are
a few tips to take into consideration
before actually shopping around and
standing at wedding fairs, only to
come back home more confused

Invitation list

Ensure that you have taken into
consideration those guests who most
probably will not make it to your event,
e.g. who are abroad or who are very
elderly, and those who will be coming
late. This will reduce your food item list
by some numbers that can save you on
cost. Furthermore, every caterer includes
a surplus of food items ordered to ensure
availability, so you do not have to be too
precise on the number of guests attending.

Location and venue

The location and venue will play an
important role on your type of catering

and caterer required. Outdoor venues in
summer should not be considered for sit-
down meals due to unpredictable wind and
hot climate. Visiting the venue beforehand
at the same time of the day of the event
will give you a better idea of how the venue
will feel like. If the climate and ambiance is
uncomfortable, guests will hot enjoy food
and service.

Type of cuisine

When you come to selecting the type of
food, it is not what you wish that matters,
but what the caterer is able to produce!
Check out what kind of food the caterer
specialise in and request to see their
menus. Getting a taste is extremely
important; it also prevents any unexpected
‘surprises’ on your wedding day. If your
venue is within a hotel, it would be more
practical to consider a seated or buffet
type of meal, since this will be their area of
specialisation.

The caterer's kitchen

Do not hesitate to ask to have a look at
the kitchen of your caterer. Even if you are
not in the same line of business, you will
be able to identify any shortcomings that

€9 i

might result to unpleasant situations. Ask
to have a look at the service uniforms and
do not settle for any basic white shirt and
black trousers.

Fresh or frozen foods

This option is debatable and some prefer
to opt for fresh food items rather than
ready frozen options. Frozen does not
mean a lower quality as today the food
industry specialises in ready-made frozen
foods of a high level. Furthermore, frozen
items require less handling therefore carry
less food contamination risks.

Refrigerated vehicles

Ask your caterer about his food
transportation vehicles’ conditions and
food compartment temperatures. Most
venues have a limited kitchen on site
and food is kept in refrigerated vans until
served.

Speciality tables

It has become a tradition to include
speciality tables at weddings. Consult
with the caterer if such tables will be
well-manned and strategically positioned
to avoid endless queuing with the last
guests being left with little or no food
options at all.

Desserts

Your caterer will guide you accordingly
to his dessert options. However bear

in mind that by this time the majority of
guests would have left or be leaving. You
can keep your dessert list as low as 3
dessert types with more fruit options in
summer.

Beverages

Depending on your agreement,
beverages need not be purchased from
the caterer, but some caterers come with

a package price that can save you on
opened spirits bottles that cannot be
returned if purchased from wines and
spirits agents. Another point is that
some caterers include an extra charge
for the use of ice in drinks which are not
purchased from them.

Timings

Keep an accurate time plan for your
best man to follow. It is important for
your caterer to plan accordingly without
the need of being at the venue too early
or even worse, too late!

Air-conditioning

The climate of your wedding venue is to
be looked into very well. If temperatures
are not appropriate when the hall is

full of guests, it can have an effect on
the quality and presentation of food,
especially if it is on buffet style.

Contractual obligations

Take time to look into the contract/
agreement well and if need be ask

for legal advise prior to committing
yourselves. Look well into how realistic
the overtime charges are and what

are the other supplementary costs
involved. If not otherwise indicated, VAT
should always be included in pricing.

Food is arguably the main thing
people complain about at events and
coincidentally, it’s also the largest
cost you will pay for your wedding
reception. Take sufficient time in
advance to look into your catering
options and services and although
you might be presented with many
reasons that involve innovative and
creative catering, remember that
these might not work for every taste
and budget.



Professional Indemnity Insurance for the Healthcare Sector

The Synapse has negotiated a 7.5% discount voucher to all its members when taking up
a professional Indemnity cover with England Insurance Agency (certain schemes may be excluded)

Anyone taking up a new Professional
Indemnity policy till 31st January 2014
directly with England Insurance Agency in
Pieta will also be entitled to a €50 voucher
off any new motor, home or business
insurance. The voucher will be valid for
six months from the date of take up of
Professional Indemnity insurance.

¥ England
) ﬂ%’ Insurance Agency Lid.

190/1, Marina Street, Pieta

£y

A% T: 2125 1015/ 9947 5752
Letlus cover your back peter@england.com.mt
England Insurance Agency Ltd C5556 is authorised as @for Middlesea Insurance p.l.c. . M.I D DL E S EA

MAPFRE OROLF

under the insurance Business Act 1998 to carry out insurance business. Both companies are authorized by the MFSA.

1. If a previous diabetic pink card holder opted for a diabetic yellow card before
1st June 2012 can the patient revert to the pink card? Yes or no?

(TIP: if you read the editorial you would know)

Send your answers by 10th January to ian.c.ellul@gmail.com

The 5% correct entry will win a Medical Language Translator book published by MMSA.

2. Which famous Star Trek doctor does Dr. Pulasky emulate and

in which Star Trek series does this other character appear?

(TIP: if you read Doctor by Doctor: Dr Helen Pulasky in Star Trek: The Next Generation you would know)
Send your answers by 10th January to ian.c.ellul@gmail.com

The 5" correct entry will win a free attendance at the plenary talk followed by the barbeque at the Dolmen Hotel
on the 10th of July 2014 during the Star Trek Symposium (www.startreksymposium.com)

Winner of the Day Pass for 1 person at Le Spa by Transforma

Dr Patrick Zahra MD DCH MRCP is the lucky winner of the LE S P/\
‘Download the Synapse App & Win’ published in Issue 5/13.
He won a Day Pass for 1 person at Le Spa by Transforma.

BY TRANSFORMA

DAY SPA
RETREATS

Winner of the Medical Language Translator book published by MMSA

Dr Joseph Cassar Delia is the winner of the Medical Language Translator book published by
MMSA. He was the 5" participant who replied correctly to the question, ‘According to the
Budget document 2014, what new condition will be included in Schedule V?’ published in
Issue 5/13. The correct answer was Multiple Sclerosis.

Dr Joseph Cassar Delia MD graduated in 1969. He is a specialist in Family Medicine, with
private general practice in the south of Malta. Previously he also used to lecture in Anatomy
at the UOM.




MEETING PEOPLE

On new medications, market access
and Malta’s health system

INTERVIEW WITH MARK MALLIA

MARIKA AZZOPARDI

PHEFMACELTICAL RESERFTH-ESEED NOUSTRY MALTA ASSOCIATION

he recently announced Malta Budget 2014 included a key health-

associated proposal that assured that new medications shall be introduced
on the Government Formulary List in the coming year specifically targeting
the treatment of multiple sclerosis, ADHD and diabetes. The announcement

comes just a few hours prior to an interview with Mark Mallia, a pharmacist
and President of PRIMA (Pharmaceutical Research & Development Industry
Maltese Association). He shares some invaluable insight and concerns
regarding the current situation on medicines and their availability in Malta.

“As PRIMA our priority mission is market access

and we welcome any addition to the Government
Formulary List (GFL) of available medications.
However the regular access to innovative medications
is listed in the EU charter for patients’ rights and if our
country is to abide with EU legislation, Malta should
ascertain that it respects the set timelines by when
our patients should have access to such drugs.”

Mr. Mallia voices strong concerns over Malta’s
innovation deficiency in terms of pharmaceutical products.
He pinpoints a number of incongruencies in the system.

“Malta has not and is not abiding with the EU
Transparency Directive, (Directive 2013/50/EU) mainly
in terms of respecting the time frames within which
new products are placed on the GFL (if introduced
at all!). Variations are not simply days or weeks,
but months and in some cases, years. There are
specific conditions for which generic medications
were introduced, when the proprietary medication
was never introduced. This is unacceptable since
it deprives patients of innovative solutions to their
health concerns. Then again, some innovative

But isn’t it all about costs involved and sustainability?

PRIMA has a hands-on approach to this issue.

“Significant cost increase? Not necessarily. We need to
make the system more efficient and sustainable. We
need to introduce more accountability on the use of
medications, consumables and medical procedures
through more defined protocols of use. We need better
forecasting and purchasing systems, improved storage
and distribution systems and improved market access.
If innovative drugs are introduced on the Government
Formulary in line with EU regulations, this would

result in more competitive pricing for the government
through increased availability of products. This would
also provide the medical profession with more tailored
treatment choices which are very often more cost-
effective than older remedies. It would also benefit
pricing in the retail market for those patients who might
not fit the protocol criteria for the free innovative drugs.
This can be achieved by adopting, where appropriate,
policies and systems used in the great majority of other
healthcare systems in the EU.”

Scientific innovation has led to an increased life

medications are only available to the few who can expectancy and a subsequent significant increase in the
afford to buy them from the private market.” elderly population. The interview harnesses on the topic of
sustainability of the system.
Mr Mallia adds:
“With the common political decision that all health
“We must acknowledge the improvements that have services are to remain ‘free’ or rather as is the reality,
been made to the quality of public health care in paid for by our taxes, sustainability of the health system
Malta, but investing in infrastructure and equipment will be very difficult to achieve and maintain due to
is not enough. Restricting the introduction of better the exponential increase in demand. A sustainability
innovative medicines defeats the whole scope of problem, besides limiting availability of new medications,
providing high standard health care.” also contributes to out-of-stock situations. This may
cause poor control of the patient, which in turn may
result in increased use of other health services, such
as increased admissions to the general hospital at an
overall higher cost.”
* e



PRIMA believes that within the current scenario,
significant improvements may still be made through the
revision of certain policies and practices. Mr. Mallia goes on
to explain immediate reforms which may be implemented.

“PRIMA suggests that the National Formulary should

be revised and old medicines which have become
obsolete be removed. Cost-saving should be reinvested
in innovative drugs to bring the national formulary in line
with that of other EU countries.

Part of the savings achieved from switching

originator medicines to generic medicines should

be reinvested into innovative medicines”.

PRIMA estimates that over recent years
the Maltese government has saved at least
10 million Euros per year following
patent expiration.

“As a research & development industry,

our focus is on ensuring that patients who avalil
themselves of medicines locally, find ready
availability medications which are the most
advanced and of the highest standards possible.”

Mr. Mallia explains the entire process through
which medications end up on the market, staring
from the lengthy, costly and risky research
and development process conducted by
the pharmaceutical companies.

“By the time a product reaches the market,

an average of 12 to 13 years will have elapsed since
the initial synthesis of the new active substance. The
cost of researching and developing a new chemical or
biological entity has been estimated at Euro 1,172 billion
in 2012. On average, only one or two of every 10,000
substances synthesized in laboratories will successfully
pass all the stages to become marketable products.
The invention and introduction of major life-saving,
therapeutic, revolutionary treatments only makes sense
if market access regulations/laws and procedures are
adhered to. This benefits the long-term sustainability
and profitability of the industry and of health systems
alike, and ensures that investments benefit society
through innovative and better health outcomes.”

“Our country is blessed with excellent
human resources including some of the best
medical professionals in the world as well
as excellent hospitals and health facilities

... we want to be part of a state of the art
health system which remains sustainable for
present and future generations.” S
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MEDICAL IMAGING

Breast cancer imaging
ductal carcinoma in-situ (DCIS) - Part |
Ductal carcinoma in-situ (DCIS) is (Fig 3). The diagnostic approach to these instances. Dispersed or regional
a noninvasive malignancy and a breast calcifications is to analyze distribution of calcifications in one
potential precursor to invasive cancer the morphology, distribution and or both breasts or in multiple foci is
at pathologic analysis, DCIS shows sometimes change over time. usually indicative of benign disease
proliferation of malignant epithelial Pleomorphic calcifications (Fig 6). A segmental distribution of
cells that line the ducts (at the level distributed in a linear fashion or calcifications especially in the absence
of the terminal ductal-lobular unit) in a cluster (>5 calcifications in an of pleomorphism is of indeterminate
(Fig 1) without invasion through the area of 1cm diameter) should raise significance; in such situations or when
basement membrane The detection enough suspicion to advise biopsy calcifications are scanty in number, a
rate of DCIS has increased markedly (Fig 4). The presence of amorphous close mammographic follow-up may
over the past two decades with the (Fig 5) or rounded calcifications in be justified (Fig 7). Fine linear and
advent of breast cancer screening. a linear or clustered distribution branching calcifications, particularly
Early detection and assessment may also lead to biopsy, however when fragmented, require biopsy

of extent of DCIS is important for the level of suspicion is lower in (Fig 8).
planning successful conservative
breast surgery. Half the cases of
recurrent DCIS are associated with
invasive ductal cancer. In addition,
20% of patients with DCIS develop
metastases within 10 years of initial
diagnosis.

In the following article, we will
review the findings of DCIS on /
mammography and breast ultrasound "rxs
(US) and also discuss the role of 5 ' “:~Terminal Duct
breast Magnetic Resonance Imaging
(MRI) for improved detection of DCIS.

Over 90% of cases of DCIS are
detected as microcalcifications on
mammography. These calcifications
are calcified cellular debris or
secretions within the intraductal
lumen. The uneven calcification Figure 1. Terminal lobular ductal unit (highlighted) includes the terminal duct with
of the cellular debris explains the extralobular (*) and intralobular (*) portions and the acini.
fragmentation and irregular contours
of the calcifications.

Figure 2 shows the distinction
between linear and rounded
microcalcifications that helps
distiguish acinar (mostly benign) from
ductal (suspicious for malignancy)-
type calcifications. Calcifications are
extremely variable in size, density
and form; they may be amorphous
(morphus means form in Greek,
amorphus means no particular form),
pleomorphic (pleo is Greek for more
or many forms), heterogeneous (mixed
density), rounded, coarse (=5mm) or

fine (<5mm). Their distribution may
be clustered, linear, or segmental Figure 2. Calcifications may be classified as acinar (round or cresentic) or ductal
(elongated, linear distribution).

X



Diffuse Regional

Figure 4. Mammogram showing pleomorphic
calcifications in a linear distribution.

Clustered

Linear

Figure 5. Mammogram showing amorphous
Figure 3. Distribution of calcifications may be diffuse, regional, segmental or clustered/linear. calcifications in a clustered distribution.

Figure 6. Mammogram showing dispersed calcifications.

Figure 7. Mammographic follow-up of scanty calcifications; an increase in Figure 8. Mammogram showing fine linear, branching and fragmented
number of microcalcifications noted after 6 months should herald a biopsy. calcifications that are strongly indicative of malignant disease and required biopsy.

to be continued
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