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Objective The ‘HICPAC guidelines’, published in the USA in 1995 stressed the crucial role of restrictive
usage of glycopeptides in the strategy to limit the emergence and spread of resistant enterococci. Because

controversy still remains in Belgium on the necessity and feasability of restricting glycopeptide usage, the

infectious diseases advisory board (IDAB) developed a consensus statement on the judicious use of

glycopeptides in Belgium.

Methods The literature on the indications for glycopeptide treatment was reviewed, categorized and

discussed by a working party of the IDAB.Consequently, the IDAB reached consensus on the warranted

indications for glycopeptide use in Belgium.

Results The opinion of the IDAB-members is reported in a consensus statement specifying the

indications for treatment and for prophylaxis with glycopeptide antimicrobials, as well as the situations

where glycopeptides should not be used, taking into account the specific epidemiology of bacterial

resistance, the availability of antibiotics and the common prescribing practices in Belgium.

Conclusions The IDAB concludes that restrictive usage of glycopeptides must also be a priority in

Belgium. Guidelines on the judicious use of these antibiotics adapted to the national situations must

contribute to this objective.
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INTRODUCTION

The glycopeptide antibiotics vancomycin and teicoplanin
became the first choice antibiotics to treat severe Gram-posi-
tive infections in hospitals, especially as a consequence of the
nosocomial pandemic of methicillin-resistant Staphylococcus
aurens (MRSA). The abundant use of glycopeptides in many
hospitals may cause or promote the emergence and spread of
resistant pathogens [1] like vancomycin-resistant enterococci
(VRE) [2,3], vancomycin- or teicoplanin-resistant S. aureus
[4-6] S. epidermidis [7] and S. hemolyticus [8]. In the USA, a
consensus paper referred to as ‘the HICPAC guidelines’, was
published in 1995 [9]. This paper proposes a strategy to limit

the spread of VRE, consisting of infection control measures,
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information about the epidemiology of VRE to the hospital
staff, and last but not least, a consensus to restrict the use of
glycopeptides to essential indications.

Methicillin-resistant strains of staphylococci are endemic
nosocomial pathogens. Coagulase-negative staphylococci
exhibit fi-lactam resistance in 70-80% of the strains from hos-
pitalized patients and co-resistance to aminoglycosides,
macrolides-lincosamides and fluoroquinolones is frequent.
The prevalence of MRSA infections in many Belgian hospi-
tals increased rapidly during the 1980s: the proportion of
MRSA in nosocomial S. aureus bacteremia rose from 10% in
1984 to 31% in 1992 [10]. The incidence of MR SA nosocomial
acquisition varied widely among acute care hospitals [11].
After implementation of control measures following consen-
sus guidelines published in 1993, the median incidence of
MR SA nosocomial acquisition decreased from 3.6 to 1.5 cases/
1000 admissions during the period 1994-99 (National MRSA

Surveillance Report, 1999). As observed in neighboring coun-
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tries, widespread clones of MRSA multiresistant to gentami-
cin, macrolides-lincosamides, rifampin and fluoroquinolones
predominated in the 1980s and have progressively been
replaced during the 1990s by new epidemic MRSA clones
exhibiting less resistance to other classes of antimicrobials
(susceptible to gentamicin, macrolides-lincosamides, and
rifampin) [12]. Over 95% MRSA strains from Belgium were
susceptible to fusidic acid, minocycline and cotrimoxazole.
Although VRE do not yet cause large nosocomial epi-
demics in Belgium, it has been well documented that asymp-
tomatic carriers of VR E occur in Belgian hospitals and in the
community as early as 1993 [13]. Therefore, the increase in gly-
copeptide use in Belgium [14] is reason for concern. Still, con-
troversy remains on the feasability of restricting glycopeptide
usage. In Belgium, the HICPAC guidelines are not generally
applied and by many considered too strict. Therefore, the
Infectious Diseases Advisory Board (IDAB) re-evaluated the
indications for judicious use of glycopeptides in Belgium.

MATERIALS AND METHODS

Based on the HICPAC recommendations, the IDAB studied
the literature in order to evaluate for which indications the
advantages of glycopeptide treatment outmeasure the disad-
vantages both for the individual patient and for the population
of Belgian patients, taking into account the national situation
regarding availability of alternative antibiotics and the preva-
lence of bacterial resistance to antimicrobials.

The MEDLINE reference database was examined for arti-
cles referring to the following keywords: vancomycin, teico-
planin, glycopeptide, monitoring, drug levels, nephrology,
posology, peritonitis, CAPD, hemodialysis. The obtained
references were examined, categorized and discussed. Conse-
quently the IDAB reached consensus on the warranted indica-
tions for glycopeptide use in Belgium, specifying indications
for treatment and for prophylaxis, as well as on the situations

where glycopeptides should not be used.

RESULTS

Indications for treatment with glycopeptides

Glycopeptides are widely used to treat different categories of
infections. The working group reached consensus about the
appropriateness of glycopetide treatment for bacteriologically
documented or clinically suspected infections as summarized

below.

Bacteriologically documented infections

Most penicillin-resistant strains of S. pneumoniae in Belgium
exhibit a low level of resistance (minimal inhibitory concen-
tration (MIC) 0.12-1.0 mg/L) [15]. Respiratory tract infec-

tions therefore can be treated with high dose penicillin.
Infection with strains with MIC > 1.0 mg/L can be treated
with a third-generation cephalosporin or a carbapenem. S.
pneumoniae strains with MIC for penicillin > 1mg/L causing
infections of the central nervous system should be treated with
meropenem [16].

Methicillin-susceptible S. aureus (MSSA) infections should
be treated with penicillinase-resistant penicillins and MRSA
with glycopeptides. MRSA must be considered to be resistant
to all f-lactams (even associated with a fi-lactamase inhibitor)
and also to carbapenems [17].

Combination of a glycopeptide with rifampin or an amino-
glycoside is advocated for MR SA endocarditis, ostecoarthritis
and severe infection of immunocompromised patients,
because of the poor bactericidal activity of glycopeptides [18].
Although no hard data support the clinical relevance of
synergy between f-lactams and aminoglycosides or rifampin,
most authors recommend combination therapy for staphyloc-
cocal endocarditis and other severe deep-seated staphylococcal
infections.

Ampicillin (or ureidopenicillin) remains the treatment of
choice for enteroccocal infection in Belgium (associated with
an aminoglycoside for endocarditis). Glycopeptides are not
indicated unless an ampicillin-resistant enterococcus is con-
sidered to be the cause of infection, provided that all pus and
all catheters or other foreign bodies are removed from the
infection site [19].

Catheters infected by coagulase-negative staphylococci
(CNS) in non-neutropenic patients should be removed and
not treated with antibiotics. Glycopeptides must be reserved
to treat severe CNS infections that also necessitate drainage
and/or removal of all foreign devices.

Glycopeptides are never indicated to treat streptococcal
infections, except when caused by a rare strain of viridans strep-
tococcus with high level resistance to penicillin.

Severe infections due to C. jeikeium often occur in cancer
patients or in patients with prosthetic devices, particulary car-
diac prosthesis. Although most Corynebacterium spp. are sus-
ceptible to penicillin, C. jeikeium infection requires treatment

with vancomycin [20].

Empirical treatment of severe infections

The necessity must be stressed for relevant and validated epi-
demiological data, collected and published on both national
and local levels. Based on these reports, the clinician must be
able to evaluate the risk that the individual infection is caused
by a pathogen resistant to the standard treatment for the given
clinical situation. For each empirical treatment this risk should

be documented before prescribing glycopeptides.

Infections in the newborn. Glycopeptides are indicated to
treat infections related to indwelling catheters in newborns

© 2000 Copyright by the European Society of Clinical Microbiology and Infectious Diseases, CMI, 6, 585-592



admitted to an intensive care unit, providing that the causative
pathogen is not known. Those infections are frequent, hard to
document clinically and bacteriologically, and often caused by
methicillin-resistant CNS [21,22].

Burned patients. This type of patient usually suffers from
skin and soft-tissue infections, catheter-related infections and
pneumonia. Encountered pathogens are S. aureus, Pseudomonas
aeruginosa and (infrequently) Enterococcus faecalis and CNS [23].
Glycopeptides are only indicated if the burned patient is
admitted in a unit where the prevalence of MRSA is known to
be high.

Clinical sepsis. Empirical treatment with glycopeptides can
only be considered when the sepsis is severe, probably cathe-
ter-related and when the catheter cannot be removed.

Except in particular epidemiological situations, glycopep-
tides are never indicated to treat intra-abdominal sepsis
empirically, unless f-lactam resistant Enterococcus spp. or

MR SA were previously isolated from the patient.

Infections in a patient with indwelling percutaneous cathe-
ters. The clinical diagnosis of catheter-related sepsis 1s rela-
tively easy if local inflammation or pus is present. Otherwise,
one must rely on the microbiologial (semiquantitative) culture
of blood and/or the removed catheter. The treatment of choice
is to remove the catheter and to associate or not systemic anti-
biotherapy. Glycopeptide treatment is indicated for septic
unstable patients prior to bacteriogical documentation of the

infection and when the catheter cannot be removed [24].

Peri-prosthetic or other foreign body infections. They rarely
necessitate empirical antibiotic treatment. For prosthetic valve
endocarditis glycopeptides are part of the classical empirical
treatment. For natural valve endocarditis, however, glycopep-
tides are not empirically needed because f-lactam-resistant

pathogens are exceptional in this setting.

Meningitis. should not be treated with glycopeptides as long
as penicillin-resistance of S. pneumoniae (MIC > 1mg/L) is
uncommon.

Meningitis in the presence of a foreign body, an anatomical
abnormality or after a previous surgical procedure is often
caused by S. aureus, enterococci and CNS, but the early differ-
ential diagnosis between sterile post-surgical meningitis and
bacterial meningitis is cumbersome. In this setting a glyco-
peptide is indicated when the microscopic examination of the
CSF is cither inconclusive or shows Gram-positive cocci or
when the prevalence of MRSA is high in the hospital unit. A
derivative shunt should be removed, or changed and flushed

with vancomycin (4-10 mg) [25].
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Infections caused by Gram-positive pathogens in patients
with severe allergy to f-lactam antibiotics

Patients with suspected IgE-mediated allergy to penicillin
need to be assessed by Rast test or cutaneous test. There are no
good reliable tests to confirm cephalosporin allergy [26] but
cross-allergy with penicillin is rare. Most often in those cases,
alternative treatments can be proposed. Infections with S.
pneumoniae can most often be treated with cephalosporins; S.
pyogenes with macrolides, S. aureus or Enterococcus spp. with
cotrimoxazole.

In allergic patients, penicillin can sometimes be administred
cautiously or, preferrably, a rapid desensitization can be carried
out. For patients without bacteriological documentation, we
recommend cotrimoxazole, lincosamides or cephalosporins

according to the clinical diagnosis.

Treatment of Gram-positive infections caused by penicillin-
susceptible pathogens with glycopeptides

In particular circumstances, when the administration of glyco-
peptides is more convenient, or when the treatment is of long
duration and could be continued in the ambulatory setting,
teicoplanin intramuscularly could be used instead of another
intravenous drug. But these circumstances must be clearly

limited to some cases like endocarditis or osteitis.

Antibiotic-associated colitis (AAC) caused by Clostridium
difficile

For mild to moderate AAC, the only required treatment is
withholding all antibiotics. Treatment with oral metronida-
zole is indicated if the causative agent cannot be stopped, if
fever, leucocytosis or abdominal pain is prominent, when
there is peritoneal reaction or in the elderly [27]. This treat-
ment is equivalent to the use of oral vancomycin [28]. Oral
vancomycin is only indicated for severe AAC [29,30], and
results in improvement in 2 days.

Although metronidazole could be ineffective in some ser-
iously ill or neutropenic patients [31,32] due to its rather poor
concentration into the intestinal lumen or to exceptional anti-
microbial resistance, it has been advocated as the first choice by
the Belgian consensus group [33] for treatment of AAC.

Indications for prophylaxis with glycopeptides

Endocarditis prophylaxis

In 1995 the European Heart Journal [34] published a consensus
article on antibiotic prophylaxis for infective endocarditis.
The only indication for vancomycin in this setting is the high

risk patient who has a proven allergy to penicillin.

Surgical prophylaxis in specific situations
The Belgian High Council of Health stated in his recommen-
dations of 1997 that routine use of glycopeptides for prophy-
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laxis is not indicated in a hospital solely because of a high inci-
dence of MRSA or MR SE. The prophylactic use of glycopep-
tides is indicated only for the proven MRSA carrier in whom
decontamination has failed or could not be performed. Also,
at institutions with a high rate of (postoperative) infections
caused by S. aureus during an outbreak of MRSA infections,
glycopeptides can be used in prophylaxis for major surgical
procedures involving implantation of prosthetic material or
devices (cardiac and vascular procedures, total hip replace-
ment, ventricular shunts). No data are published concerning
the threshold of resistance prevalence that should lead to pro-
pylactic use of glycopeptides. More important than the pro-
phylactic use of glycopeptides is to instill appropriate hygiene
measures to stop the MRSA epidemic.

Clinical situations where glycopeptides should not be used

Routine prophylaxis

No data support adequately the use of glycopeptides for the
prophylaxis of infection or catheter-related sepsis. The best
prophylaxis is to use adequate aseptic techniques. Glycopep-
tides should not be used prophylactically in the neonatal inten-
sive care unit[35-37]. Some limited randomized studies have
indeed shown a reduction of CNS septicemia but no reduc-
tion in the length of the stay or mortality.

The prophylactic use of glycopeptides is unanimously
rejected either for hemodialysis (HD) or continuous ambula-
tory peritoneal dialysis (CAPD) as described in the 1996 ver-
sion of the ‘Advisory Committee on Peritoneal Management
of the International Society for Peritoneal Dialysis’ [38] (ACP-
MISPD).

The empirical use of glycopeptides in neutropenic fever
Early studies [39] have advocated that glycopeptides should
be administered promptly to treat neutropenic fever, because
of the low incidence of treatment failure [40] and the occur-
rence of lethal Gram-positive superinfections during mono-
therapy with ceftazidime [41]. However, a retrospective
analysis of this ‘front-loading’ approach demonstrated that in
at least 80% of the cases, glycopeptides were given unnecessa-
rily [42]. Numerous large-scale clinical trials have now con-
firmed that omitting glycopeptides from the early treatment
does not adversely affect infectious morbidity and mortality,
duration of fever, microbiological efficacy or number of infec-
tions, even when inflammation of soft-tissue or catheter exit
site is present [43—46]. Since the median time to defervescence
in patients receiving adequate antibiotic coverage is 4-5 days,
supplementing glycopeptides should not be considered before
96 h of unexplained fever in a clinically stable patient [45]
including the bone marrow transplant recipient [46].

When fever persists, no microbial pathogens are identified

and no other clinical signs of infection are present, glycopep-

tides are often added to the initial antimicrobial treatment
[46], although it has been demonstrated that this approach
offers no benefit [47]. Morcover, the German International
Antimicrobial Strategy Study has clearly demonstrated the
superiority of supplementing broad-spectrum antifungals
over additional (glycopeptide) antibiotics [48]. Therefore, gly-
copeptides should only be given for FUO in addition to the
empirical treatment when the patient’s condition is unstable.

Isolation of coagulase-negative staphylococci from a single
blood culture

As a rule, one can state that an isolated positive blood culture
does not warrant the use of vancomycin or teicoplanin when
further blood cultures taken during the same time frame

remain negative [49].

Selective digestive decontamination (SDD) and eradication
of MRSA colonization
The use of vancomycin has been advocated as part of SDD in
hematological or intensive care wards [50]. The benefit of such
an attitude is doubtful compared with the risk of selection of
resistant strains of enterococci [51] and of bacteremia due to
coagulase-negative staphylococci [52].

The use of vancomycin, either systemic or topical, is usually
ineffective for decontamination of the patient colonized by
MRSA. A better approach is to use intranasal mupirocin and

aseptic baths.

Treatment with glycopeptides of infections caused by f3-
lactam-susceptible Gram-positive microorganisms in
patients with renal failure

A single dose of vancomycin every 7 days generally provides
a sufficiently high serum level of antibiotic to protect the
patient with terminal renal failure against Gram-positive
infections. The patient can be treated ambulatory [53], interac-
tion with orally administrated drugs is avoided and the com-
pliance is good. So it is understandable that some
nephrologists have reacted vigorously against the HICPAC
guidelines and still prescribe glycopeptides to treat infections
caused by fi-lactam-susceptible pathogens.

The ACPMISPD’ and others [54] recommends cefazolin or
cephalothin + intraperitoneal aminoglycoside [38,55] for the
empirical treatment of peritonitis in CAPD. Vancomycin is
only indicated for infection due to MRSA or MRSE.

In Europe, most enterococcal strains remain sensitive to
ampicillin. In Belgium a recent surveillance study demon-
strated that 14.3—66% of patients on chronic hemodialysis are
colonized with GRE [56]. Nevertheless, some nephrologic
units prescribe vancomycin in empirical treatment of infec-
tions when the prevalence of MRSA is high.

In the IDAB’s opinion, an hemodialysis unit where MRSA

infections are frequent (> 10% of all infections caused by
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MRSA) must make every attempt to contain the epidemic in
order to enable the first-line use of first-generation cephalos-
porins instead of glycopeptides. In these wards, the control of
patient/staff MRSA nasal carriage is mandatory. The carriers
should be treated with mupirocin and cohorted if the treat-

ment is ineffective.

Dosing and monitoring of glycopeptides drug levels

Correct dosing of glycopeptides is critical (Table 1) [57]. Posol-
ogy for different situations was analyzed from the literature
[58—77] and summarized in Table 2.

Systematic monitoring of blood levels during vancomycin
treatment was traditionnally recommended [78], but more
recently, the usefulness of this practice was repeatedly ques-
tionned [59, 79, 80]. It can be concluded that monitoring of
vancomycin is useful in the following situations: combination
treatment with an aminoglycoside, treatment with a higher
dose than usual, when the patient is dialyzed with ‘high flux’
membranes, in patients with major burns, in intravenous drug
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addicts or when renal function is rapidly changing [57,78,80].
Serum levels should be determined twice a week and levels of
5-10mg/L and 2h peak concentration of 20—40 mg/L are
aimed for.

For teicoplanin, contrary to vancomycin, monitoring is
not recommended by the manufacturer [73]. However, serum
levels should be monitored during treatment of S. aureus
endocarditis or septic arthritis, where a trough concentration
of atleast 20 mg/L instead of 10 mg/L is needed. It may also be
indicated to determine teicoplanin concentrations in patients
with major burns, in intravenous drug addicts or when renal
function is rapidly changing.

It is useful to mention that teicoplanin needs a loading

dose at the first day of administration.

CONCLUSION

The emergence of resistant Gram-positive microorganisms
renders the restriction of glycopeptide usage urgent. Several

strategies towards judicious use of these antimicrobial agents

Table1 Recommended dosage of vancomycin and teicoplanin in different clinical situations

Clinical situation Vancomycin

Teicoplanin

1 General rules

Loading dose 15mg/kg
Next doses 15 mg/kg
Interval between doses
GFR > 90 12h
GFR =50-90 12-24h
GFR =10-50 24-96 h
GFR <10 96-168h
2 Hemodialysis 15 mg/kg/week®

3 CAPD peritonitis IV: 156 mg/kg/week

IP: 30 mg/kg/week

4 CAVH(D)-CVVH(D)
5 Neonatology
Age, weight

cf GFR 10-50 mL/min

0-7 days, >1200g 30mg/kg/12h

0-7 days, <1200g 15mg/kg/12h

8—28days, > 1200g 45 mg/kg/08 h

8-28 days, <1200g 15mg/kg/24 h
6 Pediatrics

Interval between doses 40 mg/kg/24 h

6 or 12* mg/kg 3 times
6 or 12° mg/kg

24h

24h

48h

72h

12mg/kg as loading dose

then 6 mg/kg at day 2 and day 3°
then 6 mg/kg/week

IV: cf posology GFR < 10

IP: 1st week 20 mg/L in each bag
2nd week 20 mg/kg every other bag
3rd week 20 mg/kg in the night bag
cf GFR 10-50 mL/min

Not indicated
Not indicated
Not indicated
Not indicated

3 loading doses at 10 mg/kg every 12 h then 6-10 mg/kg/24 h

2In case of S. aureus endocarditis or septic arthritis; Pmonitoring needed mainly if high flux membranes are used; °D2, D3, D5, D12, D17 in

case of S. aureus endocarditis; IV: intravenous; IP: intraperitoneal.
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Table 2 Clinical situations where glycopeptides are indicated

Clinical situation

Glycopeptide indicated:

Pathogen identified as:

S. pneumoniae

S. aureus

Enterococcus spp.

Coagulase-neg. Staphylococcus spp.
Empirical treatment

Newborn in intensive care unit

IgE-mediated allergy to penicillin

Serious infection caused by methicillin-resistant strain
Serious infection caused by ampicillin-resistant strain
Serious infection caused by methicillin-resistant strain

Suspected sepsis caused by coagulase-negative Staphylococcus spp.

and high prevalence of methicillin-resistance, or intubated patient,
or presence of intravascular line

Burned patient
Sepsis

Only when prevalence of methicillin-resistance is high among S. aureus
Only when related to catheter that cannot be removed and while

awaiting microbiology reports

Serious intra-abdominal infection

Only when patient recently carried ampicillin-resistant Enterococcus spp.

or methicillin-resistant S. aureus

Infection of orthopedic or vacular implant
Endocarditis
Meningitis

Only when prevalence of methicillin-resistance is high among S. aureus
Infected artificial heart valve
When related to implant, malformation, or recent neurosurgical

procedure and Gram-positive cocci present in microscopic examination
of cerebrospinal fluid

p-lactam allergy

IgE-mediated allergy to penicillin AND proven

Gram-positive infection

Antibiotic-associated colitis
Prophylaxis
Endocarditis

Life-threathening infection

When prophylaxis with antimicrobials is indicated and risk category is high

AND IgE-mediated allergy to penicillin

Surgery

Cardiovascular surgery and IgE-mediated

allergy to penicillin

Ventricular shunt

Administered by installation

have been proposed internationally, but are not generally
implemented in Belgium. The IDAB proposes these guide-
lines to the Belgian prescribers based on literature review and
consensus panel discussions. The detailed document has been
propagated among hospital physicians and pharmacists, and
can be used to set up local projects on evaluation of glycopep-

tide utilization.
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