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ABSTRACT: For decades methicillin-resistant Staphylococcus aureus (MRSA) has been
considered the prototype of multi-resistant nosocomial pathogens, causing infections in high-
risk patients. Changes in the healthcare system, coupled with the evolution of this versatile
microorganism, have transformed MRSA into a cause of community-onset infections, in both
patients who have contact with the healthcare system and patients without such a risk factor.

New lineages of MRSA, defined as community acquired (CA)-MRSA, have emerged that have a
propensity to cause infections in young individuals without risk factors. CA-MRSA primarily
causes skin infections and, rarely, necrotising pneumonia. In the USA, these strains belong to a
single widespread clone, designated USA300, while in Europe they belong to a variety of clones.
Most strains carry genes for the Panton-Valentine leukocidin, whose role in diseases is under
debate.

In subjects living in the community who have contact with the healthcare system, MRSA strains
of the nosocomial type are a frequent cause of infection and of pneumonia in particular. The
detection of a large MRSA reservoir in pigs and the finding that professionally exposed
individuals are colonised, has further shown that it is necessary to closely follow the
epidemiology of MRSA if we want to combat it effectively.

KEYWORDS: Antibiotic resistance, community-acquired pneumonia, methicillin-resistant
Staphylococcus aureus, necrotising pneumonia, nosocomial pneumonia, Staphylococcus aureus

decade ago the question would have
A sounded quite trivial to microbiologists
and infectious diseases specialists. The
unanimous answer would have been that
methicillin-resistant  Staphylococcus —aureus, or
MRSA, is the prototype of multi-resistant bacter-
ial pathogens and represents a major cause of
nosocomial infections worldwide. Although this
statement still holds true, today it represents only
part of the story. During the past decade, the
epidemiology of MRSA has changed greatly,
requiring a change of perspective in our view of
MRSA infections. The emergence and spread of
MRSA in the community has changed the
approach to empirical therapy for serious
community-onset infections. Today, any serious
infection that is potentially caused by staphylo-
cocci should be presumed to be due to MRSA
until culture results are available.

This article will try to follow the rise and spread
of the MRSA threat and the latest development of
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its extraordinary evolution. Only if you know
your enemy, you are in a position to combat it
more effectively.

THE PATHOGENIC POTENTIAL OF S.
AUREUS

S. aureus is a ubiquitous microorganism that is able
to colonise the anterior nares and other skin
districts of healthy individuals. It has been
estimated that ~50% of adults are either persistent
or intermittent S. aureus carriers [1]. This micro-
organism can become a versatile pathogen causing
a broad spectrum of infections thanks to a large
arsenal of virulence factors. S. aureus infections
range from common skin infections, such as
furunculosis and impetigo, to severe deep-seated
infections. S. aureus ranks first or second among
bacterial pathogens causing bloodstream infec-
tions according to different studies [2, 3], and is
the leading cause of nosocomial pneumonia [4]. In
addition, S. aureus causes infections of surgical
wounds and prosthetic implants.
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A BRIEF HISTORY OF MRSA

When penicillin was discovered, S. aureus was exquisitely
susceptible to it and S. aureus infections were effectively cured
with the “wonder drug”. However, in the course of a few years,
S. aureus became capable of destroying penicillin by the
production of a specific enzyme called penicillinase, encoded
by a plasmid that spread quickly among different S. aureus
strains [5]. Methicillin, a modified penicillin expressly designed
to resist the destructive action of the staphylococcal penicilli-
nase, became available for therapeutic use in 1959 but its
success was short lived. After only 2 yrs, the first case of MRSA
was reported [6]. This time resistance was not due to a
hydrolysing enzyme, but to a more sophisticated mechanism.
Methicillin, like all penicillins, exerts its action by blocking the
proteins called penicillin binding protein (PBPs), which are
responsible for the construction and maintenance of the
bacterial cell wall. S. aureus resistant strains acquired a new
protein, called PBP2a, which was not blocked by methicillin
and could replace the other PBPs, thus allowing the survival of
S. aureus in the presence of methicillin. PBP2a is encoded by the
gene mecA, which is the hallmark of MRSA. As opposed to the
penicillinase gene, mecA does not reside on a plasmid but on the
chromosome, embedded in a large mobile genetic element
called Staphylococcal Chromosome Cassette mec or SCCmec [7].
The presence of PBP2a means MRSA is not only resistant to
methicillin but also to all B-lactam antibiotics, including
synthetic penicillins, cephalosporins and carbapenems.

The march of MRSA had just started. After causing sporadic
outbreaks of nosocomial infections for a several decades, at the
turn of the 1980s MRSA started to become an endemic
pathogen in hospitals in several countries [8].

MRSA HIGHLIGHTS

Methicillin resistance is considered such a distinctive char-
acteristic of S. aureus that MRSA strains are viewed almost as a
“subspecies” of S. aureus. Today methicillin is not used any
more and in susceptibility tests it is replaced by oxacillin, a
more stable anti-staphylococcal penicillin. Nevertheless, the
acronym MRSA is still in use and has achieved notoriety even
among the mass media and the general population.

Several phenotypic and genotypic characteristics differentiate
methicillin-susceptible S. aureus (MSSA) from MRSA. First of
all, MRSA tend to be multi-drug resistant, that is resistant not
only to B-lactam antibiotics but also to a range of different
antibiotic classes, such as fluoroquinolones, tetracyclines,
macrolides, lincosamides and aminoglycosides [9, 10]. In
previous years, strains have emerged with an intermediate
susceptibility or full resistance to vancomycin (VISA and VRSA,
respectively), the antibiotic that for two decades has repre-
sented the cornerstone of therapy for MRSA [11]. VISA
originally appeared in Japan and was subsequently reported
in the USA and in Europe [12, 13]. Some strains are called
hetero-VISA because they appear to be vancomycin susceptible
on routine tests but contain a minority of bacterial cells with
intermediate vancomycin susceptibility which can expand
following vancomycin exposure [14]. Hetero-VISA are probably
not uncommon among MRSA. As for VRSA, only eight isolates
have been identified to date, all in the USA, and mostly from the
state of Michigan [15]. In these cases, the precursor of VRSA was
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a “simple” MRSA causing chronic infection, such as skin ulcers,
often in association with a vancomycin-resistant enterococcus
(VRE). Following prolonged vancomycin therapy, the MRSA
became a VRSA by the acquisition of the genes for vancomycin
resistance (vanA and the accompanying genes), possibly from
the co-infecting VRE through plasmid exchange [9].

Besides VISA and VRSA, a number of strains exist that have
“decreased susceptibility’”” to vancomycin. These strains are
still considered susceptible by the sensitivity tests but high
concentration of vancomycin, close to the “intermediate’ level,
are required to inhibit them (minimal inhibitory
concentration=2 mg-mL™). Decreased susceptibility makes
serious infections poorly amenable by vancomycin treatment
[16]. This might be especially true for MRSA pneumonia, due
to suboptimal penetration of vancomycin in the alveolar lining
fluid [17]. Resistance to the newest antibiotics licensed to treat
MRSA infections, linezolid and daptomycin has already
emerged [18-21], although it is confined to a few cases.
Therefore, the problem is two-fold: the therapeutic options to
treat MRSA infections are limited and, in addition, MRSA also
tends to acquire resistance to the newest antibiotics.

GENOTYPIC CHARACTERISTICS OF MRSA
Contemporary methods to type bacteria are based on
genotypic characteristics of the strains, i.e. characteristics of
the genome, or presence of certain genes or genetic elements.
These methods are used to differentiate strains or lineages
inside the MRSA population for epidemiological purposes, or
to track an outbreak or the source of a strain [22]. The most
commonly used technique involves a special gel electrophor-
esis (pulsed-field gel electrophoresis; PFGE), which separates
chromosomal fragments that can be subsequently visualised as
patterns of bands [23]. Currently, sequence based methods are
favoured, since they allow comparability between laboratories
and the creation of global databases. For MRSA, three methods
can be applied. 1) Multilocus sequence typing (MLST) is the
reference method. Seven house-keeping genes are sequenced
and the combination of alleles identified is unambiguously
associated to a number that corresponds to the sequence type
(ST) [22]. 2) Staphylococcal protein A typing (spa typing) is
used specifically for S. aureus and is based on the sequence of
the repeat region of protein A [24]. 3) SCCmec typing, based on
the different structural characteristics of the genetic element
that carries mecA, applies exclusively to MRSA. To date, seven
SCCmec types and several variants have been described, with
types I to V being the most common [25].

Some of the techniques described are depicted in figure 1. A
particular MRSA strain can be described using one or more of
these techniques; for instance, the community-acquired clone
circulating in the USA is defined as USA300 by PFGE profile,
ST8 by MLST, t008 by spa typing and type IV by SCCmec
typing.

The molecular methods have revealed that MRSA are less
heterogeneous than MSSA strains and only belong to five
principal pandemic clonal complexes [26]. This means that not
all MSSA can accept the SCCmec element to become MRSA [27]
and that the evolution of MRSA is based essentially on clonal
expansion.
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FIGURE 1. Methicillin-resistant Staphylococcus aureus (MRSA) from pheno-
type to genotype. a) Microscopic appearance of S. aureus. The inset shows growth
of S. aureus on a selective plate (Mannitol salt agar). Scale bar=10 um. b) Pulsed-

field gel electrophoresis to detect relatedness among different MRSA isolates.
Isolates 2 and 3 appear very similar and are considered clonally related [22]. c)
Multiple PCR for Staphylococcal Chromosome Cassette mec (SCCmec) typing,
showing results for SCCmec type I, II, Il and IV [25]. d) The Ridom Seqg-Net website,
in collaboration with Seg-Net (www.spaserver.ridom.de), for spa typing. The software
analyses the DNA sequence of the protein A repeat region, recognises the different
repeats (green arrows) and gives a spa type [24]. M: molecular size marker.

EPIDEMIOLOGY OF MRSA IN HOSPITALS

The proportion of MRSA infections in hospitals has increased
steadily since the 1980s. The rise was documented at the
beginning of the 1980s in Italy [28], later in that decade in the
USA [8] and in the 1990s in the UK [29]. MRSA is now a
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worldwide problem and has become common not only in
tertiary care and university hospitals, but also in smaller
facilities. Data from the US National Nosocomial Infections
Surveillance System found that in the 2003, 60% of S. aureus in
the Intensive Care Unit (ICU) were MRSA, an 11% increase
compared to the rate of the previous 5 yrs [30]. In this setting,
MRSA is primarily a cause of bloodstream infections and of
nosocomial pneumonia [31].

Data from the European Antibiotic Resistance Surveillance
System showed a trend in the rise of MRSA until 2005, with the
proportion of MRSA varying from 0% in the northern to 50% in
southern European countries [32]. This striking difference is
probably due to differences in antibiotic use and/or in the
implementation of measures to control MRSA spread in
hospitals [33]. In the last 2 yrs, several countries with a high
proportion of MRSA, including the UK, Italy, France and
Spain, reported a significant decrease, whereas an increase was
observed in some low-level countries such as Finland,
Denmark and the Netherlands. Nevertheless, the map of
MRSA prevalence in Europe still shows a remarkable distinc-
tion between the rates of southern and western Europe and
those of northern Europe (fig. 2).

A recent meta-analysis evaluating the impact of methicillin
resistance on patient outcome in bacteremias has demonstrated
that MRSA infections are associated with a significantly higher
mortality rate than MSSA infections [34]. Patients with MRSA
bacteremia are older, have more underlying diseases and are
more likely to have severe sepsis than patients with MSSA
infections [35]. However, among patients with pneumonia,
there was no significant difference in mortality between
patients with MRSA or MSSA [35]. Similarly, there was no
difference in the outcomes of patients with ventilator-asso-
ciated pneumonia (VAP) due to MRSA or MSSA after
adjustment for severity at admission, time in ICU and
adequacy of antibiotic treatment [36].

1 No data*
= <1%

= 1-5%
1 5-10%
= 10-25%
M 25-50%
o >50%

£

FIGURE 2. The proportion of methicillin-resistant Staphylococcus aureus
(MRSA) isolates from bloodstream infections in Europe in 2007. *: these countries
did not report any data or reported <10 isolates. Reproduced from [32] with
permission from the publisher.
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COMMUNITY-ACQUIRED MRSA

During the past decade, the epidemiology of MRSA infections
has greatly changed with the emergence of a “‘new generation”
of MRSA strains that have the propensity to cause infection in
otherwise healthy subjects (children or young adults) living
in the community. Community-acquired (CA)-MRSA have
epidemiological, clinical and microbiological features that
differentiate them from hospital-acquired (HA)-MRSA,
although each characteristic is not exclusive of each group
[37]. Typically, CA-MRSA strains cause skin and soft tissue
infections [38, 39], including furuncles, abscesses, impetigo and
cellulitis. Infections are often recurrent and outbreaks have
been reported [17, 40, 41]. Rarely, CA-MRSA are associated
with severe infections with high mortality, such as sepsis and
Waterhouse-Friderichsen syndrome [42, 43], necrotising fascii-
tis [44] and necrotising pneumonia [45]. Necrotising pneumo-
nia occurs in young patients, is often preceded by influenza
virus infection or an influenza-like illness, is characterised by
multiple cavitating lung infiltrates and mortality can exceed
50% [46].

From a microbiological point of view, CA-MRSA differs from
HA-MRSA due to a number of characteristics. CA-MRSA is
usually susceptible to most non-f-lactam antibiotics [39] and
contains an SCCmec element of type IV, type V or of the newly
described type VII [47]. Conversely, HA-MRSA is typically
multidrug-resistant and contains an SCCmec element of type I,
II or III. In addition, most CA-MRSA isolates carry the phage-
encoded Panton—Valentine leukocidin (PVL) [48], a toxin with
the ability to cause lysis of human leukocytes and necrosis of
epithelial cells [49]. PVL has been primarily associated with
skin infections and with necrotising pneumonia [50] and most
contemporary CA-MRSA isolates causing severe infections
produce PVL [51-53]. However, the role played by PVL in the
pathogenesis of S. aureus infections is still controversial and
animal models have produced conflicting results [54, 55]. Since
S. aureus is endowed with a large armamentarium of toxins
[56], it is possible that PVL can act in synergy with the other
toxins or in certain phases of the infection only [57].

CA-MRSA strains are globally spread, although their pre-
valence in the community varies widely from area to area. In
the USA, a single CA-MRSA clone, designated USA300, has
become prevalent [58]. USA300, the prototype of CA-MRSA,
has recently started to enter the healthcare system, causing
infections and outbreaks among neonates [59], nosocomial
bloodstream infections [60] and colonisation in residents of
long-term care facilities [61].

In Europe, the prevalence of infections due to CA-MRSA is
lower than in the USA, although it appears to be on the
increase. In a French hospital, the incidence of CA-MRSA skin
and soft-tissue infections increased from 0% to 6.8% in a 3-yr
period [62]. In Copenhagen, the number of MRSA isolates,
mainly obtained from community-acquired skin infections,
doubled in <1 yr from 2003 to 2004 [63]. CA-MRSA isolates
from European countries belong to a variety of different clones
and lineages and the majority carry the PVL genes [48]. The
most common European CA-MRSA clone is ST80, otherwise
defined the “European clone” [64]. Other frequently identified
clones are ST30, originally defined as the West Pacific clone,
and the USA300 clone [52, 65].

EUROPEAN RESPIRATORY JOURNAL

SERIES: MRSA AND THE PULMONOLOGIST

The typical CA-MRSA, originally susceptible to most non-f-
lactam antibiotics is evolving towards multiple-antibiotic
resistance. Multiple-drug resistant USA300 isolates that have
acquired a plasmid which carries antibiotic resistance genes
have been recently identified in the USA [66]. In Europe, the
ST80 clone is characteristically resistant to fluoroquinolones,
tetracyclines and fusidic acid [67], and the other circulating
clone can prove resistant to different antibiotics, including
aminoglycosides [68].

MRSA IN HEALTHCARE-ASSOCIATED INFECTIONS AND
HEALTHCARE-ASSOCIATED PNEUMONIA

Traditionally, infections occurring in patients residing in the
community or infections occurring within 48-72 h following
hospital admission have been categorised as community-
acquired. In previous years, changes in the healthcare system
have modified the epidemiology of infections and this
definition does not appear adequate for all cases. An increasing
number of patients who have been recently discharged from
hospitals and/or receive medical treatment (chronic haemo-
dialysis, rehabilitation therapy and i.v. therapy) live in the
community or reside in nursing homes or chronic care
facilities. These patients can be colonised by typical HA-
MRSA [39] rather than CA-MRSA and the carriage state can
persist for >6 months [69]. The definition of “healthcare-
associated infections” (HCAI) has been proposed for infections
occurring in patients living in the community and having
contact with the healthcare system [70]. In European countries
with high HA-MRSA rates, such as Italy or the UK, the
majority of MRSA infections acquired in the community occur
in patients with risk factors and are, in fact, HCAI [71-74].

Following this new definition, pneumonia occurring in the
community or within 24-72 h following hospital admission
can be a typical community acquired-pneumonia (CAP) or
rather a healthcare associated pneumonia (HCAP) according
to the characteristics of the patient. Clinically, HCAP is similar
to hospital-acquired pneumonia (HAP) being associated to
similar comorbidities, pneumonia severity scores and mortal-
ity rates [75-77]. Along the same line, the bacterial pathogens
that cause HCAP are different from those causing CAP, more
closely resembling those associated with HAP. HCAP patho-
gens are often multi-resistant and commonly include MRSA. A
retrospective study performed in >4,500 patients from 59 USA
hospitals between 2002 and 2004 identified MRSA as the most
common pathogen in HCAP (26%) while in CAP, MRSA was
outnumbered by MSSA (8.9% wversus 17%) and Streptococcus
pneumoniae. The frequency of occurrence of MRSA in HAP and
VAP were 22.9% and 14%, respectively [76].

In a prospective study conducted in a single center in
Barcelona (Spain), the role of MRSA appeared to be less
prominent; however, S. aureus was isolated more frequently in
HCAP than in CAP (2.4% versus 0%) [78]. In a multicentre
prospective study from Italy conducted on 362 patients with
pneumonia admitted to Internal Medicine wards [77], the
bacterial pathogens were identified in 23% of the patients: S.
aureus was isolated in 39% of culture-positive HCAP and in
50% of HAP, versus 17% of CAP. In HCAP and HAP the
majority of S. aureus isolates were MRSA (personal commu-
nication; M. Venditti, Dept of Infectious Diseases, Policlinico
Umberto I, University of Rome ““Sapienza’”’, Rome, Italy).
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Recognising HCAP and the role played by MRSA in this
category of pneumonia is essential to provide an adequate
empiric antibiotic therapy.

MRSA INFECTION AS A ZOONOSIS

MRSA can colonise animals and zoonotic strains of MRSA are
emerging [79]. Companion animals such as cats and dogs can
occasionally be colonised or infected with MRSA. Strains from
companion animals are generally similar to HA-MRSA
suggesting that they have been transmitted from the owners
to their pets that, in turn, can act as reservoirs for infection or
re-infection of humans [80]. In a previous study, MRSA has
been isolated from horses and from the staff caring for them
[79]. The most intriguing and worrying association is that of a
particular lineage of MRSA with pigs. The pig lineage can be
only identified on the basis of molecular markers: strains are
nontypable by PFGE, belong to ST398 and to a range of
associated spa types, such as t011, t108 and t899. In the
Netherlands, over 30% of pigs at the slaughterhouse carry
ST398 MRSA [81]. In this country with a very low rate of HA-
MRSA and a large pig population, pigs represent a major
reservoir of MRSA. Colonisation of pigs with ST398 has been
shown in several other European countries including France
[79], Denmark [82], Germany, Austria [83] and in Canada,
where a strain related to ST398 has been found [84]. The pig-
adapted MRSA strains are responsible for a number of cases of
unexpected colonisation of individuals in contact with pigs,
such as farmers [82], veterinarians [85] and their close relatives.
In the Netherlands, 20% of the pig farmers carry MRSA.
Occasionally, the pig strains can cause human infections [82].
Serious soft-tissue infections in professionally exposed indivi-
duals due to ST398 MRSA have been recently reported in Italy
[86]. A small hospital outbreak occurred in Denmark in 2007
[87] indicating that the pig lineage is capable of inter-human
spread. The impact and the implications of the emergence of
this new virulent strain are still not fully understood.

KNOW THINE ENEMY

MRSA has an extraordinary adaptive power in terms of
acquisition of both new virulence traits and antibiotic-
resistance determinants. The changes that have occurred in
the society of industrialised countries, from healthcare system
organisation to the production of food animals, has opened
new niches for this microorganism. MRSA still remains the
most feared multiple-antibiotic resistant pathogen in the
hospital setting, especially in ICUs, but it is also the most
important cause of infections in dialysis centres. At present,
MRSA is the most frequent cause of skin and soft infections in
the community in the USA. In Europe, reports of MRSA
outbreaks and serious infections in the community are
increasing each year. MRSA has been found in pets and in
food animals, including pigs and cows and subjects profes-
sionally exposed to pig farming are considered to be at risk for
MRSA colonisation and infection.

These new aspects have important implications for the empiric
treatment of patients in the community or in the emergency
department. Clinicians increasingly face the dilemma of
including therapy against MRSA for a possible or proven S.
aureus infection acquired in the community, not only for
patients with HCAI and risk factors for HA-MRSA, but also for
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patients without risk factors who may have a CA-MRSA
infection. Treatment should always be selected on the basis of
local epidemiology and antibiotic susceptibility patterns. The
evolving epidemiology of MRSA requires close monitoring
both at the national and local level in hospitals and the
community. The attitude to perform a diagnostic procedure is
lower in the community than in the hospital, but microbiolo-
gical cultures should be performed whenever possible,
bacterial strains should be identified and antibiotic suscept-
ibility performed. In the case of a community-onset MRSA
infection, the strain should be genotyped by a reference
laboratory. Not only will this procedure bring benefit to the
individual patient, but it will also contribute to promoting
knowledge about the type of strains and clones circulating in
the local community, in order to take control measures and
define control strategies. Only a deep knowledge of the enemy
will allow us to develop and use the right weapons to combat
this battle.
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