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Evidence-based guidelines for the management of patients with methicillin-resistant Staphylococcus aureus
(MRSA) infections were prepared by an Expert Panel of the Infectious Diseases Society of America (IDSA). The
guidelines are intended for use by health care providers who care for adult and pediatric patients with MRSA
infections. The guidelines discuss the management of a variety of clinical syndromes associated with MRSA
disease, including skin and soft tissue infections (SSTI), bacteremia and endocarditis, pneumonia, bone and
joint infections, and central nervous system (CNS) infections. Recommendations are provided regarding
vancomycin dosing and monitoring, management of infections due to MRSA strains with reduced susceptibility
to vancomycin, and vancomycin treatment failures.

EXECUTIVE SUMMARY

encountered by adult and pediatric clinicians who care for
patients with MRSA infections. The guidelines address
MRGSA is a significant cause of both health care—associated issues related to the use of vancomycin therapy in the
and community-associated infections. This document
constitutes the first guidelines of the IDSA on the treat-

ment of MRSA infections. The primary objective of these

treatment of MRSA infections, including dosing and
monitoring, current limitations of susceptibility testing,
and the use of alternate therapies for those patients with

guidelines is to provide recommendations on the man-
agement of some of the most common clinical syndromes
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vancomycin treatment failure and infection due to strains
with reduced susceptibility to vancomycin. The guidelines
do not discuss active surveillance testing or other
MRSA infection—prevention strategies in health care set-
tings, which are addressed in previously published
guidelines [1, 2]. Each section of the guidelines begins
with a specific clinical question and is followed by
numbered recommendations and a summary of the
most-relevant evidence in support of the recom-
mendations. Areas of controversy in which data are
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limited or conflicting and where additional research is needed are
indicated throughout the document and are highlighted in the
Research Gaps section. The key recommendations are summa-
rized below in the Executive Summary; each topic is discussed in
greater detail within the main body of the guidelines.

Please note that specific recommendations on vancomycin
dosing and monitoring are not discussed in the sections for each
clinical syndrome but are collectively addressed in detail in
Section VIII.

I. What is the management of skin and soft-tissue infections
(SSTIs) in the era of community-associated MRSA (CA-MRSA)?
SSTIs

1. For a cutaneous abscess, incision and drainage is the
primary treatment (A-II). For simple abscesses or boils,
incision and drainage alone is likely to be adequate, but
additional data are needed to further define the role of
antibiotics, if any, in this setting.

2. Antibiotic therapy is recommended for abscesses
associated with the following conditions: severe or extensive
disease (eg, involving multiple sites of infection) or rapid
progression in presence of associated cellulitis, signs and
symptoms of systemic illness, associated comorbidities or
immunosuppression, extremes of age, abscess in an area
difficult to drain (eg, face, hand, and genitalia), associated
septic phlebitis, and lack of response to incision and drainage
alone (A-III).

3. For outpatients with purulent cellulitis (eg, cellulitis
associated with purulent drainage or exudate in the absence of
a drainable abscess), empirical therapy for CA-MRSA is
recommended pending culture results. Empirical therapy for
infection due to PB-hemolytic streptococci is likely to be
unnecessary (A-II). Five to 10 days of therapy is recom-
mended but should be individualized on the basis of the
patient’s clinical response.

4. For outpatients with nonpurulent cellulitis (eg, cellulitis
with no purulent drainage or exudate and no associated
abscess), empirical therapy for infection due to B-hemolytic
streptococci is recommended (A-II). The role of CA-MRSA is
unknown. Empirical coverage for CA-MRSA is recommended
in patients who do not respond to B-lactam therapy and may be
considered in those with systemic toxicity. Five to 10 days of
therapy is recommended but should be individualized on the
basis of the patient’s clinical response.

5. For empirical coverage of CA-MRSA in outpatients with
SSTI, oral antibiotic options include the following: clindamycin
(A-II), trimethoprim-sulfamethoxazole (TMP-SMX) (A-II),
a tetracycline (doxycycline or minocycline) (A-II), and linezolid
(A-II). If coverage for both P-hemolytic streptococci and
CA-MRSA s
clindamycin alone (A-II) or TMP-SMX or a tetracycline in

desired, options include the following:

combination with a B-lactam (eg, amoxicillin) (A-II) or linezolid
alone (A-II).

6. The use of rifampin as a single agent or as adjunctive
therapy for the treatment of SSTT is not recommended (A-III).

7. For hospitalized patients with complicated SSTI (cSSTL;
defined as patients with deeper soft-tissue infections, surgical/
traumatic wound infection, major abscesses, cellulitis, and
infected ulcers and burns), in addition to surgical debridement
and broad-spectrum antibiotics, empirical therapy for
MRSA should be considered pending culture data. Options
include the following: intravenous (IV) vancomycin (A-I), oral
(PO) or IV linezolid 600 mg twice daily (A-I), daptomycin
4 mg/kg/dose IV once daily (A-I), telavancin 10 mg/kg/dose IV
once daily (A-I), and clindamycin 600 mg IV or PO 3 times
a day (A-III). A B-lactam antibiotic (eg, cefazolin) may be
considered in hospitalized patients with nonpurulent cellulitis
with modification to MRSA-active therapy if there is no clinical
response (A-II). Seven to 14 days of therapy is recommended
but should be individualized on the basis of the patient’s
clinical response.

8. Cultures from abscesses and other purulent SSTIs are
recommended in patients treated with antibiotic therapy,
patients with severe local infection or signs of systemic illness,
patients who have not responded adequately to initial treatment,
and if there is concern for a cluster or outbreak (A-III).

Pediatric considerations

9. For children with minor skin infections (such as impetigo)
and secondarily infected skin lesions (such as eczema, ulcers, or
lacerations), mupirocin 2% topical ointment can be used (A-III).

10. Tetracyclines should not be used in children <8 years of
age (A-II).

11. In hospitalized children with c¢SSTI, vancomycin is
recommended (A-II). If the patient is stable without ongoing
bacteremia or intravascular infection, empirical therapy with
clindamycin 10-13 mg/kg/dose IV every 6-8 h (to administer
40 mg/kg/day) is an option if the clindamycin resistance rate is
low (eg, <10%) with transition to oral therapy if the strain is
susceptible (A-II). Linezolid 600 mg PO/IV twice daily for
children =12 years of age and 10 mg/kg/dose PO/IV every 8 h
for children <12 years of age is an alternative (A-II).

Il. What is the management of recurrent MRSA SSTIs?
Recurrent SSTIs

12. Preventive educational messages on personal hygiene
and appropriate wound care are recommended for all patients
with SSTI. Instructions should be provided to:

i. Keep draining wounds covered with clean, dry bandages
(A-III).

ii. Maintain good personal hygiene with regular bathing and
cleaning of hands with soap and water or an alcohol-based
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hand gel, particularly after touching infected skin or an item
that has directly contacted a draining wound (A-III).

iii. Avoid reusing or sharing personal items (eg, disposable
razors, linens, and towels) that have contacted infected skin
(A-III).

13. Environmental hygiene measures should be considered
in patients with recurrent SSTI in the household or community
setting:

i. Focus cleaning efforts on high-touch surfaces (ie, surfaces
that come into frequent contact with people’s bare skin each
day, such as counters, door knobs, bath tubs, and toilet seats)
that may contact bare skin or uncovered infections (C-III).

ii. Commercially available cleaners or detergents appropriate
for the surface being cleaned should be used according to label
instructions for routine cleaning of surfaces (C-III).

14. Decolonization may be considered in selected cases if:

i. A patient develops a recurrent SSTI despite optimizing
wound care and hygiene measures (C-III).

ii. Ongoing transmission is occurring among household
members or other close contacts despite optimizing wound
care and hygiene measures (C-III).

15. Decolonization strategies should be offered in conjunction
with ongoing reinforcement of hygiene measures and may
include the following:

i. Nasal decolonization with mupirocin twice daily for 5-10
days (C-III).

ii. Nasal decolonization with mupirocin twice daily for 5-10
days and topical body decolonization regimens with a skin
antiseptic solution (eg, chlorhexidine) for 5-14 days or dilute
bleach baths. (For dilute bleach baths, 1 teaspoon per gallon
of water [or Y% cup per % tub or 13 gallons of water] given
for 15 min twice weekly for ~3 months can be considered.)
(C-III).

16. Oral antimicrobial therapy is recommended for the
treatment of active infection only and is not routinely re-
commended for decolonization (A-III). An oral agent in
combination with rifampin, if the strain is susceptible, may be
considered for decolonization if infections recur despite above
measures (CIII).

17. In cases where household or interpersonal transmission
is suspected:

i. Personal and environmental hygiene measures in the
patient and contacts are recommended (A-III).

ii. Contacts should be evaluated for evidence of S. aureus
infection:

a. Symptomatic contacts should be evaluated and treated (A-
III); nasal and topical body decolonization strategies may be
considered following treatment of active infection (C-III).

b. Nasal and topical body decolonization of asymptomatic
household contacts may be considered (C-III).

18. The role of cultures in the management of patients with
recurrent SSTT is limited:

i. Screening cultures prior to decolonization are not
routinely recommended if at least 1 of the prior infections
was documented as due to MRSA (B-III).

ii. Surveillance cultures following a decolonization regimen
are not routinely recommended in the absence of an active
infection (B-III).

IIl. What is the management of MRSA bacteremia and infective
endocarditis?
Bacteremia and Infective Endocarditis, Native Valve

19. For adults with uncomplicated bacteremia (defined as
patients with positive blood culture results and the following:
exclusion of endocarditis; no implanted prostheses; follow-up
blood cultures performed on specimens obtained 2—4 days
after the initial set that do not grow MRSA; defervescence
within 72 h of initiating effective therapy; and no evidence of
metastatic sites of infection), vancomycin (A-II) or daptomycin
6 mg/kg/dose IV once daily (AI) for at least 2 weeks. For
complicated bacteremia (defined as patients with positive blood
culture results who do not meet criteria for uncomplicated
bacteremia), 4-6 weeks of therapy is recommended, depending
on the extent of infection. Some experts recommend higher
dosages of daptomycin at 8—10 mg/kg/dose IV once daily (B-III).

20. For adults with infective endocarditis, IV vancomycin
(A-II) or daptomycin 6 mg/kg/dose IV once daily (A-I) for 6
weeks is recommended. Some experts recommend higher
dosages of daptomycin at 8-10 mg/kg/dose IV once daily
(B-III).

21. Addition of gentamicin to vancomycin is not recom-
mended for bacteremia or native valve infective endocarditis
(A-II).

22. Addition of rifampin to vancomycin is not recommen-
ded for bacteremia or native valve infective endocarditis (A-I).

23. A clinical assessment to identify the source and extent of
the infection with elimination and/or debridement of other
sites of infection should be conducted (A-II).

24. Additional blood cultures 2—4 days after initial positive
cultures and as needed thereafter are recommended to
document clearance of bacteremia (A-II).

25. Echocardiography is recommended for all adult
patients with bacteremia. Transesophageal echocardiography
(TEE) is preferred over transthoracic echocardiography (TTE)
(A-ID).

26. Evaluation for valve replacement surgery is recommen-
ded if large vegetation (>10 mm in diameter), occurrence of
=1 embolic event during the first 2 weeks of therapy, severe
valvular insufficiency, valvular perforation or dehiscence,
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decompensated heart failure, perivalvular or myocardial
abscess, new heart block, or persistent fevers or bacteremia
are present (A-II).

Infective Endocarditis, Prosthetic Valve

27. IV vancomycin plus rifampin 300 mg PO/IV every 8 h
for at least 6 weeks plus gentamicin 1 mg/kg/dose IV every 8 h
for 2 weeks (B-III).

28. Early evaluation for valve replacement surgery is
recommended (A-II).

Pediatric considerations

29. In children, vancomycin 15 mg/kg/dose IV every 6 h is
recommended for the treatment of bacteremia and infective
endocarditis (A-II). Duration of therapy may range from 2 to 6
weeks depending on source, presence of endovascular infection,
and metastatic foci of infection. Data regarding the safety and
efficacy of alternative agents in children are limited, although
daptomycin 6-10 mg/kg/dose IV once daily may be an option
(C-II). Clindamycin or linezolid should not be used if there is
concern for infective endocarditis or endovascular source of
infection but may be considered in children whose bacteremia
rapidly clears and is not related to an endovascular focus (B-III).

30. Data are insufficient to support the routine use of
combination therapy with rifampin or gentamicin in children
with bacteremia or infective endocarditis (C-III); the decision
to use combination therapy should be individualized.

31. Echocardiogram is recommended in children with con-
genital heart disease, bacteremia more than 2-3 days in duration,
or other clinical findings suggestive of endocarditis (A-III).

IV. What is the management of MRSA pneumonia?
Pneumonia

32. For hospitalized patients with severe community-
acquired pneumonia defined by any one of the following: (1)
a requirement for intensive care unit (ICU) admission, (2)
necrotizing or cavitary infiltrates, or (3) empyema, empirical
therapy for MRSA is recommended pending sputum and/or
blood culture results (A-III).

33. For health care-associated MRSA (HA-MRSA) or CA-
MRSA pneumonia, IV vancomycin (A-II) or linezolid 600 mg
PO/IV twice daily (A-II) or clindamycin 600 mg PO/IV 3 times
daily (B-III), if the strain is susceptible, is recommended for 7—
21 days, depending on the extent of infection.

34. In patients with MRSA pneumonia complicated by
empyema, antimicrobial therapy against MRSA should be used
in conjunction with drainage procedures (A-III).

Pediatric considerations

35. In children, IV vancomycin is recommended (A-II). If
the patient is stable without ongoing bacteremia or intravas-
cular infection, clindamycin 10-13 mg/kg/dose IV every 6-8 h

(to administer 40 mg/kg/day) can be used as empirical therapy
if the clindamycin resistance rate is low (eg, <10%) with
transition to oral therapy if the strain is susceptible (A-II).
Linezolid 600 mg PO/IV twice daily for children =12 years of
age and 10 mg/kg/dose every 8 h for children <12 years of age is
an alternative (A-II).

V. What is the management of MRSA bone and joint infections?
Osteomyelitis

36. Surgical debridement and drainage of associated soft-
tissue abscesses is the mainstay of therapy and should be
performed whenever feasible (A-II).

37. The optimal route of administration of antibiotic
therapy has not been established. Parenteral, oral, or initial
parenteral therapy followed by oral therapy may be used
depending on individual patient circumstances (A-III).

38. Antibiotics available for parenteral administration in-
clude IV vancomycin (B-II) and daptomycin 6 mg/kg/dose IV
once daily (B-II). Some antibiotic options with parenteral and
oral routes of administration include the following: TMP-SMX
4 mg/kg/dose (TMP component) twice daily in combination
with rifampin 600 mg once daily (B-II), linezolid 600 mg twice
daily (B-II), and clindamycin 600 mg every 8 h (B-III).

39. Some experts recommend the addition of rifampin
600 mg daily or 300450 mg PO twice daily to the antibiotic
chosen above (B-III). For patients with concurrent bacter-
emia, rifampin should be added after clearance of bacteremia.

40. The optimal duration of therapy for MRSA osteomye-
litis is unknown. A minimum 8-week course is recommended
(A-II). Some experts suggest an additional 1-3 months (and
possibly longer for chronic infection or if debridement is not
performed) of oral rifampin-based combination therapy with
TMP-SMX, doxycycline-minocycline, clindamycin, or a fluo-
roquinolone, chosen on the basis of susceptibilities (C-III).

41. Magnetic resonance imaging (MRI) with gadolinium is
the imaging modality of choice, particularly for detection of
early osteomyelitis and associated soft-tissue disease (A-II).
Erythrocyte sedimentation rate (ESR) and/or C-reactive pro-
tein (CRP) level may be helpful to guide response to therapy
(B-1II).

Septic Arthritis

42. Drainage or debridement of the joint space should
always be performed (A-II).

43. For septic arthritis, refer to antibiotic choices for
osteomyelitis (recommendation 37 above). A 3—4-week course
of therapy is suggested (A-III).

Device-related osteoarticular infections

44. For early-onset (<2 months after surgery) or acute
hematogenous prosthetic joint infections involving a stable
implant with short duration (=<3 weeks) of symptoms and
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debridement (but device retention), initiate parenteral therapy
(refer to antibiotic recommendations for osteomyelitis) plus
rifampin 600 mg daily or 300-450 mg PO twice daily for 2
weeks followed by rifampin plus a fluoroquinolone, TMP-
SMX, a tetracycline or clindamycin for 3 or 6 months for hips
and knees, respectively (A-II). Prompt debridement with device
removal whenever feasible is recommended for unstable
implants, late-onset infections, or in those with long duration
(>3 weeks) of symptoms (A-II).

45. For early-onset spinal implant infections (<30 days after
surgery) or implants in an actively infected site, initial
parenteral therapy plus rifampin followed by prolonged oral
therapy is recommended (B-II). The optimal duration of
parenteral and oral therapy is unclear; the latter should be
continued until spine fusion has occurred (B-II). For late-onset
infections (>30 days after implant placement), device removal
whenever feasible is recommended (B-II).

46. Long-term oral suppressive antibiotics (eg, TMP-SMX,
a tetracycline, a fluoroquinolone [which should be given in
conjunction with rifampin due to the potential emergence of
fluoroquinolone resistance, particularly if adequate surgical
debridement is not possible should be given in conjunction
with rifampin], or clindamycin) with or without rifampin may
be considered in selected cases, particularly if device removal
not possible (B-III).

Pediatric considerations

47.  For children with acute hematogenous MRSA osteomye-
litis and septic arthritis, IV vancomycin is recommended (A-II). If
the patient is stable without ongoing bacteremia or intravascular
infection, clindamycin 10-13 mg/kg/dose IV every 6-8 h (to
administer 40 mg/kg/day) can be used as empirical therapy if the
clindamycin resistance rate is low (eg, <10%) with transition to
oral therapy if the strain is susceptible (A-II). The exact
duration of therapy should be individualized, but typically
a minimum 3—4-week course is recommended for septic arthritis
and a 4-6-week course is recommended for osteomyelitis.

48. Alternatives to vancomycin and clindamycin include the
following: daptomycin 6 mg/kg/day IV once daily (C-III) or
linezolid 600 mg PO/IV twice daily for children =12 years of
age and 10 mg/kg/dose every 8 h for children <12 years of age
(C-1D).

VI. What is the management of MRSA infections of the CNS?
Meningitis

49. IV vancomycin for 2 weeks is recommended (B-II).
Some experts recommend the addition of rifampin 600 mg
daily or 300-450 mg twice daily (B-III).

50. Alternatives include the following: linezolid 600 mg PO/IV
twice daily (B-II) or TMP-SMX 5 mg/kg/dose IV every 8-12 h
(C-IID).

51. For CNS shunt infection, shunt removal is recommen-
ded, and it should not be replaced until cerebrospinal fluid
(CSF) cultures are repeatedly negative (A-II).

Brain abscess, subdural empyema, spinal epidural abscess

52. Neurosurgical evaluation for incision and drainage is
recommended (A-II).

53. IV vancomycin for 4-6 weeks is recommended (B-II).
Some experts recommend the addition of rifampin 600 mg
daily or 300-450 mg twice daily (B-III).

54. Alternatives include the following: linezolid 600 mg PO/IV
twice daily (B-II) and TMP-SMX 5 mg/kg/dose IV every 8-12 h
(C-1m).

Septic Thrombosis of Cavernous or Dural Venous Sinus

55.  Surgical evaluation for incision and drainage of contig-

uous sites of infection or abscess is recommended whenever

possible (A-II). The role of anticoagulation is controversial.

56. IV vancomycin for 4-6 weeks is recommended (B-II).
Some experts recommend the addition of rifampin 600 mg
daily or 300—450 mg twice daily (B-III).

57.  Alternatives include the following: linezolid 600 mg PO/IV
twice daily (B-II) and TMP-SMX 5 mg/kg/dose IV every 8-12 h
(C-1m).

Pediatric considerations
58. IV vancomycin is recommended (A-II).

VII. What is the role of adjunctive therapies for the treatment of
MRSA infections?

59. Protein synthesis inhibitors (eg, clindamycin and line-
zolid) and intravenous immunoglobulin (IVIG) are not
routinely recommended as adjunctive therapy for the manage-
ment of invasive MRSA disease (A-III). Some experts may
consider these agents in selected scenarios (eg, necrotizing
pneumonia or severe sepsis) (C-III).

VIIl. What are the recommendations for vancomycin dosing and
monitoring?
These recommendations are based on a consensus statement of
the American Society of Health-System Pharmacists, the IDSA,
and The Society of Infectious Diseases Pharmacists on guidelines
for vancomycin dosing [3, 4].

Adults

60. IV vancomycin 15-20 mg/kg/dose (actual body weight)
every 8-12 h, not to exceed 2 g per dose, is recommended in
patients with normal renal function (B-III).

61. Inseriously ill patients (eg, those with sepsis, meningitis,
pneumonia, or infective endocarditis) with suspected MRSA
infection, a loading dose of 25-30 mg/kg (actual body weight)
may be considered. (Given the risk of red man syndrome and
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possible anaphylaxis associated with large doses of vancomycin,
one should consider prolonging the infusion time to 2 h and
use of an antihistamine prior to administration of the loading
dose.) (C-III).

62. Trough vancomycin concentrations are the most
accurate and practical method to guide vancomycin dosing
(B-II). Serum trough concentrations should be obtained at
steady state conditions, prior to the fourth or fifth dose.
Monitoring of peak vancomycin concentrations is not
recommended (B-II).

63. For serious infections, such as bacteremia, infective
endocarditis, osteomyelitis, meningitis, pneumonia, and severe
SSTI (eg, necrotizing fasciitis) due to MRSA, vancomycin
trough concentrations of 15-20 pg/mL are recommended
(B-1I).

64. For most patients with SSTI who have normal renal
function and are not obese, traditional doses of 1 g every 12 h
are adequate, and trough monitoring is not required (B-II).

65. Trough vancomycin monitoring is recommended for
serious infections and patients who are morbidly obese, have
renal dysfunction (including those receiving dialysis), or have
fluctuating volumes of distribution (A-II).

66. Continuous infusion vancomycin regimens are not
recommended (A-II).

Pediatrics

67. Data are limited to guide vancomycin dosing in
children. IV vancomycin 15 mg/kg/dose every 6 h is
recommended in children with serious or invasive disease
(B-III).

68. The efficacy and safety of targeting trough concentrations
of 15-20 pg/mL in children requires additional study but should
be considered in those with serious infections, such as
bacteremia, infective endocarditis, osteomyelitis, meningitis,
pneumonia, and severe SSTI (ie, necrotizing fasciitis) (B-III).

IX. How should results of vancomycin susceptibility testing be
used to guide therapy?

69. For isolates with a vancomycin minimum inhibitory
concentration (MIC) <2 pg/mL (eg, susceptible according to
Clinical and Laboratory Standards Institute [CLSI] breakpoints),
the patient’s clinical response should determine the continued
use of vancomycin, independent of the MIC (A-III).

i. If the patient has had a clinical and microbiologic response
to vancomycin, then it may be continued with close follow-up

ii. If the patient has not had a clinical or microbiologic
response to vancomycin despite adequate debridement and
removal of other foci of infection, an alternative to vancomycin
is recommended regardless of MIC.

70. For isolates with a vancomycin MIC >2 pg/mL (eg,
vancomycin-intermediate S. aureus [VISA] or vancomycin-

resistant S. aureus [VRSA]), an alternative to vancomycin
should be used (A-III).

X. What is the management of persistent MRSA bacteremia and
vancomycin treatment failures in adult patients?

71. A search for and removal of other foci of infection,
drainage or surgical debridement is recommended (A-III).

72. High-dose daptomycin (10 mg/kg/day), if the isolate is
susceptible, in combination with another agent (e.g. gentamicin
1 mg/kg IV every 8 h, rifampin 600 mg PO/IV daily or
300-450 mg PO/IV twice daily, linezolid 600 mg PO/IV BID,
TMP-SMX 5 mg/kg IV twice daily, or a beta-lactam antibiotic)
should be considered (B-III).

73. If reduced susceptibility to vancomycin and daptomycin
are present, options may include the following: quinupristin-
dalfopristin 7.5 mg/kg/dose IV every 8 h, TMP-SMX 5 mg/kg/
dose IV twice daily, linezolid 600 mg PO/IV twice daily, or
telavancin 10 mg/kg/dose IV once daily (C-III). These options
may be given as a single agent or in combination with other
antibiotics.

XI. What is the management of MRSA infections in neonates?
Neonatal pustulosis

74. For mild cases with localized disease, topical treatment
with mupirocin may be adequate in full-term neonates and
young infants (A-III).

75. For localized disease in a premature or very low-
birthweight infant or more-extensive disease involving multiple
sites in full-term infants, IV vancomycin or clindamycin is
recommended, at least initially, until bacteremia is excluded
(A-II).

Neonatal MRSA sepsis

76. IV vancomycin is recommended, dosing as outlined in
the Red Book (A-II) [160].

77. Clindamycin and linezolid are alternatives for non-
endovascular infections (B-II).

The prevalence of MRSA has steadily increased since the first
clinical isolate was described in 1961, with an estimated
94,360 cases of invasive MRSA disease in the United States in
2005 [5]. Initially almost exclusively health care—associated,
by the mid-1990s, MRSA strains were reported as causing
infections among previously healthy individuals in the com-
munity who lacked health care—associated risk factors [6].
Unlike HA-MRSA, these so-called CA-MRSA isolates are
susceptible to many non—-lactam antibiotics. Furthermore,
they are genetically distinct from HA-MRSA isolates and
contain a novel cassette element, SCCmec IV and exotoxin,
Panton-Valentine leukocidin (PVL). The epidemiology of
MRSA has become increasingly complex as CA-MRSA and
HA-MRSA strains have co-mingled both in the community
and in health care facilities [7, 8]. Not unexpectedly, MRSA
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disease has had an enormous clinical and economic impact
[9, 10].

The wide spectrum of illness caused by MRSA includes SSTTIs,
bacteremia and endocarditis, pneumonia, bone and joint in-
fections, CNS disease, and toxic shock and sepsis syndromes.
CA-MRSA was the most common cause of SSTI in a geo-
graphically diverse network of emergency departments in the
United States [11]; however, there may be differences in local
epidemiology to consider when implementing these guidelines.
SSTIs may range in clinical presentation from a simple abscess
or cellulitis to deeper soft-tissue infections, such as pyomyositis,
necrotizing fasciitis, and mediastinitis as a complication of ret-
ropharyngeal abscess [12-15]. Bacteremia accompanies the
majority (75%) of cases of invasive MRSA disease [5]. A mul-
titude of disease manifestations have been described, including,
but not limited to, infective endocarditis; myocardial, peri-
nephric, hepatic, and splenic abscesses; septic thrombophlebitis
with and without pulmonary emboli [16]; necrotizing pneu-
monia [17-21]; osteomyelitis complicated by subperiosteal ab-
scesses; venous thrombosis and sustained bacteremia [16, 22,
23]; severe ocular infections, including endophthalmitis [24];
sepsis with purpura fulminans [25]; and Waterhouse-Frider-
ichsen syndrome [26].

The Expert Panel addressed the following clinical questions in
the 2010 Guidelines:

I. What is the management of SSTIs in the CA-MRSA era?

II. What is the management of recurrent MRSA SSTIs?

II. What is the management of MRSA bacteremia and
infective endocarditis?

IV. What is the management of MRSA pneumonia?

V. What is the management of MRSA bone and joint
infections?

VI. What is the management of MRSA infections of the CNS?

VII. What is the role of adjunctive therapies for the treatment
of MRSA infections?

VIII. What are the recommendations for vancomycin dosing
and monitoring?

IX. How should results of vancomycin susceptibility testing be
used to guide therapy?

X. What is the management of persistent MRSA bacteremia
and vancomycin treatment failures?

XI. What is the management of MRSA in neonates?

PRACTICE GUIDELINES

“Practice guidelines are systematically developed statements to
assist practitioners and patients in making decisions about appro-
priate health care for specific clinical circumstances” [27]. Attrib-
utes of good guidelines include validity, reliability, reproducibility,
clinical applicability, clinical flexibility, clarity, multidisciplinary
process, review of evidence, and documentation [27].

METHODOLOGY

Panel Composition

The IDSA Standards and Practice Guidelines Committee
(SPGC) convened adult and pediatric infectious diseases experts
in the management of patients with MRSA.

Literature Review and Analysis

For the 2010 guidelines, the Expert Panel completed the review
and analysis of data published since 1961. Computerized liter-
ature searches of PUBMED of the English-language literature
were performed from 1961 through 2010 using the terms
“methicillin-resistant Staphylococcus aureus” or “MRSA” and
focused on human studies but also included studies from ex-
perimental animal models and in vitro data. A few abstracts
from national meetings were included. There were few ran-
domized, clinical trials; many recommendations were developed
from observational studies or small case series, combined with
the opinion of expert panel members.

Process Overview

In evaluating the evidence regarding the management of MRSA,
the Panel followed a process used in the development of other
IDSA guidelines. The process included a systematic weighting of
the quality of the evidence and the grade of recommendation
(Table 1) [28].

Consensus Development Based on Evidence

The Panel met on 7 occasions via teleconference to complete the
work of the guideline and at the 2007 Annual Meeting of the
IDSA and the 2008 Joint Interscience Conference on Antimi-
crobial Agents and Chemotherapy/IDSA Meeting. The purpose
of these meetings was to discuss the questions to be addressed, to
make writing assignments, and to deliberate on the recom-
mendations. All members of the panel participated in the
preparation and review of the draft guideline. Feedback from
external peer reviews was obtained. The guideline was reviewed
and endorsed by the Pediatric Infectious Diseases Society, the
American College of Emergency Physicians, and American
Academy of Pediatrics. The guideline was reviewed and ap-
proved by the IDSA SPGC and the IDSA Board of Directors
prior to dissemination.

Guidelines and Conflict of Interest

All members of the Expert Panel complied with the IDSA policy
on conflicts of interest, which requires disclosure of any financial
or other interest that might be construed as constituting an ac-
tual, potential, or apparent conflict. Members of the Expert Panel
were provided IDSA’s conflict of interest disclosure statement
and were asked to identify ties to companies developing products
that might be affected by promulgation of the guideline. In-
formation was requested regarding employment, consultancies,
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Table 1. Strength of Recommendation and Quality of Evidence

Category/grade Definition

Strength of recommendation

A Good evidence to support a recommendation for or against use.

B Moderate evidence to support a recommendation for or against use.
C Poor evidence to support a recommendation.

Quality of evidence

| Evidence from =1 properly randomized, controlled trial.

Il Evidence from =1 well-designed clinical trial, without randomization; from cohort or case-con-
trolled analytic studies (preferably from >1 center); from multiple time-series; or from dramatic
results from uncontrolled experiments.

111 Evidence from opinions of respected authorities, based on clinical experience, descriptive
studies, or reports of expert committees.

NOTE. Adapted from [28]. Reproduced with the permission of the Minister of Public Works and Government Services Canada.

stock ownership, honoraria, research funding, expert testimony,
and membership on company advisory committees. The Panel
made decisions on a case-by-case basis as to whether an in-
dividual’s role should be limited as a result of a conflict. Potential
conflicts are listed in the Acknowledgements section.

LITERATURE REVIEW

Antimicrobial therapy
Clindamycin. Clindamycin is approved by the US Food and
Drug Administration (FDA) for the treatment of serious in-
fections due to S. aureus. Although not specifically approved for
treatment of MRSA infection, it has become widely used for
treatment of SSTI and has been successfully used for treatment
of invasive susceptible CA-MRSA infections in children, in-
cluding osteomyelitis, septic arthritis, pneumonia, and lymph-
adenitis [22, 29-31]. Because it is bacteriostatic, it is not
recommended for endovascular infections, such as infective
endocarditis or septic thrombophlebitis. Clindamycin has ex-
cellent tissue penetration, particularly in bone and abscesses,
although penetration into the CSF is limited [32-34]. In vitro
rates of susceptibility to clindamycin are higher among CA-
MRSA than they are among HA-MRSA [35], although there is
variation by geographic region [29, 36, 37]. The D-zone test is
recommended for detection of inducible clindamycin resistance
in erythromycin-resistant, clindamycin-susceptible isolates and
is now readily available [38]. Diarrhea is the most common
adverse effect and occurs in up to 20% of patients, and Clos-
tridium difficile-associated disease may occur more frequently,
compared with other oral agents. [39]. The oral suspension is
often not well tolerated in children, although this may be
overcome with addition of flavoring [40]. It is pregnancy cate-
gory B [41].
Daptomycin.
that disrupts cell membrane function via calcium-dependent

Daptomycin is a lipopeptide class antibiotic

binding, resulting in bactericidal activity in a concentration-

dependent fashion. It is FDA-approved for adults with S. aureus
bacteremia, right-sided infective endocarditis, and cSSTL It
should not be used for the treatment of non-hematogenous
MRSA pneumonia, because its activity is inhibited by pulmonary
surfactant. It is highly protein bound (91%) and renally excreted.
The daptomycin susceptibility breakpoint for S. aureus is <1 pg/
mL. Nonsusceptible isolates have emerged during therapy in as-
sociation with treatment failure [42—45]. Although the mecha-
nism of resistance is not clear, single-point mutations in mprF, the
lysylphosphatidyglycerol synthetase gene, are often present in such
strains [46]. Prior exposure to vancomycin and elevated vanco-
mycin MICs have been associated with increases in daptomycin
MICs, suggesting possible cross-resistance [45, 47, 48]. Elevations
in creatinine phosphokinase (CPK), which are rarely treatment
limiting, have occurred in patients receiving 6 mg/kg/day but not
in those receiving 4 mg/kg/day of daptomycin [49, 50]. Patients
should be observed for development of muscle pain or weakness
and have weekly CPK levels determined, with more frequent
monitoring in those with renal insufficiency or who are receiving
concomitant statin therapy. Several case reports of daptomycin-
induced eosinophilic pneumonia have been described [51]. The
pharmacokinetics, safety, and efficacy of daptomycin in children
have not been established and are under investigation [52].
Daptomycin is pregnancy category B.

Linezolid Linezolid is a synthetic oxazolidinone and in-
hibits initiation of protein synthesis at the 50S ribosome. It is
FDA-approved for adults and children for the treatment of
SSTI and nosocomial pneumonia due to MRSA. It has in vitro
activity against VISA and VRSA [53-55]. It has 100% oral
bioavailability; hence, parenteral therapy should only be given if
there are problems with gastrointestinal absorption or if the
patient is unable to take oral medications. Linezolid resistance is
rare, although an outbreak of linezolid-resistant MRSA infection
has been described [56]. Resistance typically occurs during
prolonged use via a mutation in the 23S ribosomal RNA (rRNA)
binding site for linezolid [57] or ¢fr gene-mediated methylation
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of adenosine at position 2503 in 23SrRNA [58, 59]. Long-term
use is limited by hematologic toxicity, with thrombocytopenia
occurring more frequently than anemia and neutropenia, pe-
ripheral and optic neuropathy, and lactic acidosis. Although
myelosuppression is generally reversible, peripheral and optic
neuropathy are not reversible or are only partially reversible
[60]. Linezolid is a weak, nonselective, reversible inhibitor of
monoamine oxidase and has been associated with serotonin
syndrome in patients taking concurrent selective serotonin-
receptor inhibitors [61]. Linezolid causes less bone marrow
suppression in children than it causes in adults [62]. The most
common adverse events in children are diarrhea, vomiting, loose
stools, and nausea [63]. The linezolid suspension may not be
tolerated because of taste and may not be available in some
pharmacies. It is considered pregnancy category C.
Quinupristin-Dalfopristin.
a combination of 2 streptogramin antibiotics and inhibits pro-

Quinupristin-dalfopristin  is

tein synthesis. It is FDA-approved for ¢SSTI in adults and
children >16 years of age. It has been used as salvage therapy for
invasive MRSA infections in the setting of vancomycin treat-
ment failure in adults and children [64—66]. Toxicity, including
arthralgias, myalgias, nausea, and infusion-related reactions, has
limited its use. Quinupristin-dalfopristin is considered preg-
nancy category B.

Rifampin.
reus and achieves high intracellular levels, in addition to pene-

Rifampin has bactericidal activity against S. au-

trating biofilms [67-69]. Because of the rapid development of
resistance, it should not be used as monotherapy but may be
used in combination with another active antibiotic in selected
scenarios. The role of rifampin as adjunctive therapy in MRSA
infections has not been definitively established, and there is
a lack of adequately powered, controlled clinical studies in the
literature [120]. The potential use of rifampin as adjunctive
therapy for MRSA infections is discussed in various sections
throughout these guidelines. Of note, rifampin dosing is quite
variable throughout the literature, ranging from 600 mg daily in
a single dose or in 2 divided doses to 900 mg daily in 2 or 3
divided doses [70-74]. The range of rifampin dosing in these
guidelines is suggested on the basis of the limited published data
and is considered reasonable on the basis of expert opinion.
Additional study is needed to define the role and optimal dosing
of rifampin in management of MRSA infections.

Telavancin. Telavancin is a parenteral lipoglycopeptide
that inhibits cell wall synthesis by binding to peptidoglycan
chain precursors, causing cell membrane depolarization [75]. It
is bactericidal against MRSA, VISA, and VRSA. It is FDA-ap-
proved for ¢SSTI in adults and is pregnancy category C. Cre-
atinine levels should be monitored, and dosage should be
adjusted on the basis of creatinine clearance, because nephro-
toxicity was more commonly reported among individuals trea-
ted with telavancin than among those treated with vancomycin

in 2 clinical trials [75]; monitoring of serum levels is not avail-
able.
Tetracyclines. Doxycycline is FDA-approved for the
treatment of SSTI due to S. aureus, although not specifically
for those caused by MRSA. Although tetracyclines have in
vitro activity, data on the use of tetracyclines for the treatment
of MRSA infections are limited. Tetracyclines appear to be
effective in the treatment of SSTI, but data are lacking to
support their use in more-invasive infections [76]. Tetracy-
cline resistance in CA-MRSA isolates is primarily associated
with tetK [77]. Although the fet(M) gene confers resistance to
all agents in the class, tet(K) confers resistance to tetracycline
[78] and inducible resistance to doxycycline [79], with no
impact on minocycline susceptibility. Therefore, minocycline
may be a potential alternative in such cases. Minocycline is
available in oral and parenteral formulations. Tigecycline is
a glycylcycline, a derivative of the tetracyclines, and is FDA-
approved in adults for ¢SSTIs and intraabdominal infections.
It has a large volume of distribution and achieves high
concentrations in tissues and low concentrations in serum
(<1 pg/mL) [80]. For this reason, and because it exhibits
bacteriostatic activity against MRSA, caution should be used
in treating patients with bacteremia. The FDA recently issued
a warning to consider alternative agents in patients with se-
rious infections because of an increase in all-cause mortality
noted across phase III/IV clinical trials. Tetracyclines
are pregnancy category D and are not recommended for
children <8 years of age because of the potential for tooth
enamel discoloration and decreased bone growth.
TMP-SMX. TMP-SMX is not FDA-approved for the
treatment of any staphylococcal infections. However, because
95%-100% of CA-MRSA strains are susceptible in vitro [81, 82],
it has become an important option for the outpatient treatment
of SSTI [83-85]. A few studies, primarily involving methicillin-
susceptible S. aureus (MSSA), have suggested a role in bone and
joint infections [86-88]. A few case reports [89] and 1 ran-
domized trial indicate potential efficacy in treating invasive
staphylococcal infections, such as bacteremia and endocarditis
[90]. TMP-SMX is effective for the treatment of purulent SSTI
in children [91]. It has not been evaluated for the treatment of
invasive CA-MRSA infections in children. Caution is advised
when using TMP-SMX to treat elderly patients, particularly
those receiving concurrent inhibitors of the renin-angiotensin
system and those with chronic renal insufficiency, because of an
increased risk of hyperkalemia [92]. TMP-SMX is not recom-
mended in pregnant women in the third trimester, when it is
considered pregnancy category C/D, or in infants younger than
2 months of age.
Vancomycin. Vancomycin has been the mainstay of par-
enteral therapy for MRSA infections. However, its efficacy has
come into question, with concerns over its slow bactericidal

€26 o CID 2011:52 (1 February) e Liu et al

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



activity, the emergence of resistant strains, and possible “MIC
creep” among susceptible strains [93-95]. Vancomycin kills
staphylococci more slowly than do B-lactams in vitro, particu-
larly at higher inocula (10’—10° colony-forming units) [96] and
is clearly inferior to B-lactams for MSSA bacteremia and infective
endocarditis [97-101]. Tissue penetration is highly variable and
depends upon the degree of inflammation. In particular, it has
limited penetration into bone [102], lung epithelial lining fluid
[103] and CSF [104, 105]. Vancomycin is considered pregnancy
category C [41]. Vancomycin dosing, monitoring, and suscep-
tibility testing are discussed in Sections VIII and IX.3

RECOMMENDATIONS FOR THE MANAGEMENT
OF PATIENTS WITH INFECTIONS CAUSED BY
MRSA

I. What is the management of SSTIs in the era of CA-MRSA?
SSTI

1. For a cutaneous abscess, incision and drainage is the
primary treatment (A-II). For simple abscesses or boils,
incision and drainage alone is likely adequate but additional
data are needed to further define the role of antibiotics, if any,
in this setting.

2. Antibiotic therapy is recommended for abscesses associated
with the following conditions: severe or extensive disease (eg,
involving multiple sites of infection) or rapid progression in
presence of associated cellulitis, signs and symptoms of
systemic illness, associated comorbidities or immunosuppres-
sion, extremes of age, abscess in area difficult to drain (eg, face,
hand, and genitalia), associated septic phlebitis, lack of
response to I &D alone (A-III).

3. For outpatients with purulent cellulitis (eg, cellulitis
associated with purulent drainage or exudate in the absence of
a drainable abscess), empirical therapy for CA-MRSA is
recommended pending culture results. Empirical therapy for
infection due to B-hemolytic streptococci is likely unnecessary
(A-II). Five to 10 days of therapy is recommended but should
be individualized on the basis of the patient’s clinical
response.

4. For outpatients with nonpurulent cellulitis (eg, cellulitis
with no purulent drainage or exudate and no associated
abscess), empirical therapy for infection due to B-hemolytic
streptococci is recommended (A-II). The role of CA-MRSA is
unknown. Empirical coverage for CA-MRSA is recommended
in patients who do not respond to B-lactam therapy and may be
considered in those with systemic toxicity. Five to 10 days of
therapy is recommended but should be individualized on the
basis of the patient’s clinical response.

5. For empirical coverage of CA-MRSA in outpatients with
SSTI, oral antibiotic options include the following: clindamycin

(A-II), TMP-SMX (A-II), a tetracycline (doxycycline or
minocycline) (A-II), and linezolid (A-II). If coverage for both
B-hemolytic streptococci and CA-MRSA is desired, options
include the following: clindamycin alone (A-II) or TMP-SMX
or a tetracycline in combination with a f-lactam (eg,
amoxicillin) (A-II) or linezolid alone (A-II).

6. The use of rifampin as a single agent or as adjunctive
therapy for the treatment of SSTT is not recommended (A-III).

7. For hospitalized patients with complicated SSTI (cSSTI:
defined as patients with deeper soft-tissue infections, surgical/
traumatic wound infection, major abscesses, cellulitis, and
infected ulcers and burns) SSTI, in addition to surgical
debridement and broad-spectrum antibiotics, empirical ther-
apy for MRSA should be considered pending culture data.
Options include the following: IV vancomycin (A-I), linezolid
600 mg PO/IV twice daily (A-I), daptomycin 4 mg/kg/dose IV
once daily (A-I), telavancin 10 mg/kg/dose IV once daily (A-I),
clindamycin 600 mg IV/PO three times a day (A-III). A
B-lactam antibiotic (eg, cefazolin) may be considered in
hospitalized patients with nonpurulent cellulitis with modifi-
cation to MRSA-active therapy if there is no clinical response
(A-II). Seven to 14 days of therapy is recommended but should
be individualized on the basis of the patient’s clinical response.

8. Cultures from abscesses and other purulent SSTI are
recommended in patients treated with antibiotic therapy,
patients with severe local infection or signs of systemic illness,
patients who have not responded adequately to initial treatment,
and if there is concern for a cluster or outbreak (A-III).

Pediatric considerations

9. For children with minor skin infections (such as impetigo) and
secondarily infected skin lesions (such as eczema, ulcers, or
lacerations), mupirocin 2% topical ointment can be used (A-III).

10. Tetracyclines should not be used in children <8 years of
age (A-II).

11. In hospitalized children with ¢SSTI, vancomycin is
recommended (A-II). If the patient is stable without ongoing
bacteremia or intravascular infection, empirical therapy with
clindamycin 10-13 mg/kg/dose IV every 6-8 h (to administer
40 mg/kg/day) is an option if the clindamycin resistance rate is
low (eg, <10%) with transition to oral therapy if the strain is
susceptible (A-II). Linezolid 600 mg PO/IV twice daily for
children =12 years of age and 10 mg/kg/dose PO/IV every 8 h
for children <12 years of age is an alternative (A-II).

Evidence Summary

The emergence of CA-MRSA has led to a dramatic increase in
emergency department visits and hospital admissions for SSTIs
[106, 107]. For minor skin infections (such as impetigo) and
secondarily infected skin lesions (such as eczema, ulcers, or
lacerations), mupirocin 2% topical ointment may be effective.
For cutaneous abscesses, the main treatment is incision and
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drainage [108]. For small furuncles, moist heat, which helps to
promote drainage, may be sufficient [109]. It remains contro-
versial whether antibiotics provide any clinically significant ad-
ditional benefit, but incision and drainage is likely adequate for
most simple abscesses. Multiple, mostly observational studies
indicate high cure rates (85%-90%) whether or not an active
antibiotic is used [11, 81, 110-112]. Two recently published
randomized clinical trials involving adult [113] and pediatric
[114] patients showed no significant difference in cure rates
when TMP-SMX was compared with placebo; however, there
was a suggestion that antibiotics may prevent the short-term
development of new lesions. Two retrospective studies suggest
improved cure rates if an effective antibiotic is used [85, 115].
We hope that additional prospective, large-scale studies that are
currently already underway will provide more-definitive answers
to these questions. Antibiotic therapy is recommended for ab-
scesses associated with the conditions listed in Table 2 [83, 116].

Oral antibiotics that may be used as empirical therapy for CA-
MRSA include TMP-SMX, doxycycline (or minocycline), clin-
damycin, and linezolid. Several observational studies [85, 117]
and one small randomized trial [84] suggest that TMP-SMX,
doxycycline, and minocycline are effective for such infections.
Clindamycin is effective in children with CA-MRSA SSTI [91,
118]. Linezolid is FDA-approved for SSTI but is not superior
to less expensive alternatives [119]. Because of the likely de-
velopment of resistance, rifampin should not be used as mon-
otherapy for the treatment of MRSA infections. The adjunctive
use of rifampin with another active drug for the treatment of
SSTI is not recommended in the absence of data to support
benefit [120].

The need to include coverage against B-hemolytic strepto-
cocci in addition to CA-MRSA is controversial and may vary
depending on local epidemiology and the type of SSTT as dis-
cussed below. Although TMP-SMX, doxycycline, and minocy-
cline have good in vitro activity against CA-MRSA, their activity
against - hemolytic streptococci is not well-defined [121-123].
Clindamycin is active against - hemolytic streptococci,

Table 2.

Conditions in which Antimicrobial Therapy is Recommended after
Incision and Drainage of an Abscess due to Community-Associated
Methicillin-Resistant Staphylococcus aureus

Severe or extensive disease (eg, involving multiple sites of
infection) or rapid progression in presence of associated cellulitis

Signs and symptoms of systemic illness

Associated comorbidities or immunosuppression (diabetes
mellitus, human immunodeficiency virus infection/AIDS, neoplasm)

Extremes of age

Abscess in area difficult to drain completely (eg, face, hand,
and genitalia)

Associated septic phlebitis
Lack of response to incision and drainage alone

although MRSA susceptibility rates may vary by region [85, 124,
125]. The D-zone test is recommended for erythromycin-re-
sistant, clindamycin-susceptible isolates to detect inducible
clindamycin resistance. The clinical significance of inducible
clindamycin resistance is unclear because the drug may still be
effective for some patients with mild infections; however, its
presence should preclude the use of clindamycin for more-se-
rious infections.

Outpatients presenting with purulent cellulitis (cellulitis as-
sociated with purulent drainage or exudate in the absence of
a drainable abscess) should empirically receive oral antibiotics
active against CA-MRSA while awaiting culture data. Among
patients presenting with purulent SSTI to 11 emergency de-
partments throughout the United States, CA-MRSA was the
dominant organism, isolated from 59% of patients, followed by
MSSA (17%); B- hemolytic streptococci accounted for a much
small proportion (2.6%) of these infections [11]. In non-
purulent cellulitis (cellulitis with no purulent drainage or exu-
date and no associated abscess), ultrasound may be considered
to exclude occult abscess [126, 127]. For nonpurulent cellulitis,
the absence of culturable material presents an inherent challenge
to our ability to determine its microbiologic etiology and make
decisions regarding empirical antibiotic therapy. In the pre—CA-
MRSA era, microbiologic investigations using needle aspiration
or punch biopsy cultures of nonpurulent cellulitis identified
B-hemolytic streptococci and S. aureus as the main pathogens.
In the majority of cases, a bacterial etiology was not identified,
but MSSA was the most common pathogen among those who
were culture positive [128-133]. A retrospective case-control
study in children with nonpurulent cellulitis found that, com-
pared with B-lactams, clindamycin provided no additional
benefit, whereas TMP-SMX was associated with a slightly higher
failure rate [134]. The only prospective study of nonculturable
cellulitis among hospitalized inpatients found that B-hemolytic
streptococci (diagnosed by acute- and convalescent-phase se-
rological testing for anti-streptolysin-O and anti-DNase-B an-
tibodies or positive blood culture results) accounted for 73% of
the cases; despite the lack of an identifiable etiology in 27% of
cases, the overall clinical response rate to B-lactam therapy was
96% [135]. Although additional research is needed to charac-
terize the microbiology of nonpurulent cellulitis, currently
available data suggests that B-hemolytic streptococci may be the
primary pathogen. The relative contribution of CA-MRSA,
compared with B-hemolytic streptococci and MSSA, remains
unknown, but empirical coverage for CA-MRSA is recom-
mended in those who have not responded to B-lactam mono-
therapy and may be considered in those with systemic toxicity.

For patients with systemic toxicity and/or rapidly progressive
or worsening infection despite receipt of appropriate oral anti-
biotics, inpatient management and surgical intervention is rec-
ommended. Several antibiotics with MRSA activity are FDA-

€28 o CID 2011:52 (1 February) e Liu et al

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



Downloaded from https://academic.oup.com/cid/article/52/3/e18/306145 by guest on 29 November 2024

VSHIN-VO pue
1200001da.13s o1lAjoway-¢
4104 10} 96e18A0D 8pIA0Id

VSHIN-VO
pue 1900201daiis onAjoway-¢
410q 104 a6eI9A0D BpIAOId

“A1101X0} 01WBISAS Ylm 8soyl
ul palepisuod aq Aew pue Ade
-19Y} wejoel-g o1 puodsal jou
op oym sjuaiied Ul papuBWIIO
-081 SI YSYIN-VD 104 o6rI8A0D
jeauidwy “(|]y) pepuswWwod8l
S| 1000001de1s  onAjoway-¢

10} Adeisyy [eouidwig

SOAIIRUISY(E JBU10 YHM
pasedwod aAisuadxa 810N

‘g Alobeied
Aoueubaid ale pue abe
JO siesA g Jepun ualp|iyo
10} papUBWWIODaI

10U a.e sauljdAdeIe |

‘obe Jo syluow g>
uaJp|iyo Joy pue Aoueubeid
JO Ja1sawil} pliyl ayy

Ul UBWIOM 10} PBpPUSUWILIO
28l jou pue q/) Alobeied

Aoueubeald si XINS-dINL

‘sjuebe [eJo Jayio

yim pasedwod ‘Ajpuanbaiy
9I0W IN220 Aew 9SeasIp
pa1eoosse—g/Iolylp - Wnipli1soln

WSHIN-YD 01 enp ssaosqe
ue Jo afeuleIp pue uolisioul
1914 PAPUBIUIODAI S|
Adelay} |eiqoioiwiue yoiym
Ul SUOIHPUOD U0} Z 8|qe |
01 Jejou ases|d "elenbepe
Aj@¥1| sI 8beulelp pue uoIsIoul

's|10q 10 sosseosqe o|dwis 104

1\

v

1\

IV

v

v

8s0p/BW Q9 PeeIX8 01

10U 'y 8 A1ons Od osop/6x/6w Q|

Buisop auljoAdeII8) pue XINS
-dINL 10} @noqe 295
300g pay 0} Iajel ases|d

Aep/6x/Bw 0Ot
pesoxse 01 10U ‘Y 8-9

A1one Od asop/By/buw £1—01L

300g poy 01 Jajel ases|d

asop/Bul

009 pa9oxa 0} 10U 'y 8
Alons Od asop/Bx/6w 0|

y zL Aane Od esop/6x/bw ¢
usyl ‘L X Od B/Bw ¢

9s0p }npe
BGr< Y gL Alene
0d @sop/6/6w ¢ :63Gy=

y zL Aans Od

asop/63/Bw 0g-02

9|0zeX0Y}oWeyNS
‘asop/B3/Bw 9—1 wiudoylewlii |

Aep/Bx/6W 0Ot
pesoXxa 01 10U ‘Y 8-9
Alane Od @sop/6x/Bw £1-01

alg od bw 009
Buisop auljoAdeII8} pue
XINS-dINL 10} 8A0Qe 885
@il Bw 0d 00§ :ulIdIXoWy

all Od Pw 057-00€

al0 Od bw 00s

dld Od bw 009
alg od bw 0ol

usyl 'L x Buw 00z

dlg Od bw 0oL

dlg Od 9er sa ¢-L

all Od Pw 057-00¢

prjiozaury
auljoAoenel

B 10 XINS-dIAL 10/pue
(uoixowe ‘B9) weloel-g

uroAwepul|)

(unoexojolp pue
uixa|eyded ‘Ga) weioel-g

pijozeur

auloAdoulA

aulloAdAx0Q

XINS-dINL

urAwepul|)

ofeulelp pue uoIsIou|

(ss@0sqe paieloosse

OU pue 81epnxs Io

abeulelp jusinind ou

YHM SIIIN|I8D se pauliep)
SIH|N||89 1us|nInduoN

(sseosqe

8|geulelp e Jo 82ussge ay}

Ul @1epnxa 10 abeulelp

us|nind Yum paleroosse

SHIN||80 Se pauliep)
SI[N|[99 1usNINg

sejoungleo
‘seouniny ‘sseosqy

(ILSS) uonosjul
ONSSI1-140S pue UNS

uswuio)

£SSEID

asop duieIpad

8s0p NPy

lusudieal]

UOIIBISB}IUBIA|

(VSHIN) smaine snaaoaojAyde)s yueysisay-ul|1a1yiajA JO Juawjeal] ay) Joj SUOBPUWWOIAY '€ d|qe]

52 (1 February) e €29

MRSA Treatment Guidelines ¢ CID 2011



Downloaded from https://academic.oup.com/cid/article/52/3/e18/306145 by guest on 29 November 2024

Aep
/B3/6w o7 pesoxe 03 10U ‘Y 8-9

'g AloBereo Aoueubaid /g Atons AI/Od @sop/Bx/Bw £1-01 alL Al/Od Buw 009 uAwepul
0 Alobeied
Aoueubald ‘Q|g Al/Od Bw 009 asop/Buw 009 Pedxe 0} J0u
‘sieah z1.= uaip|iyo Jo4 v 'y 8 Aena AI/Od 8sop/Bx/Bui oL alg Al/od Bw 009 pljozaur
yczl-8
1\ y 9 Atena | asop/By/bw G| A1ona )| asop/Bx/Bw 0Z-GL upAwoouep
ejuownaud
19} 99S 9sea|d BILUSI910B] JUBISISIad
U 8 Alane A\|/Od 8sop/63/Bw g u 8 Alans Al/Od Bw 00€
y g Alena | asop/By/Bu | y 8 Alena /| asop/By/Bu |
yzl-8 uidweyll pue uidjwelush OAeA dl3ayisold
g y 9 A1ena /| asop/By/Bu G| A1one | asop/BX/Bw 0z—G L pue uPAwWOoouBA 'SI1IPIBOOPUS BAI}084U|
9A|BA BAIIRU
BILUBIS10E] 1O} SE BWeS ‘SI}IPJROOPUS SAI1084U|
‘g Alob
-91e0 Aoueubeld “(l/1d) O Al
asop/By/bw QL-8 J0o sabesop
J8ybly puswwodal suadxe
awos ‘siusned }npe Jo4 12/1V do Al esop/6%/Bw 01-9 ao Al esop/6x/6w 9 urpAwolrdeq
‘pPapUBWIWIODaI AjaulINol 10U SI
udAwooueA 03 () uidweyl Jo yczi-8
(11) utorwelusb jo uolppe ay | 1\ y 9 Alens A| esop/By/Buw G| Alone | asop/BX/Bw 0z-GL utdAuwioouep ellsialoeyg
slypJesopus
BAI108JUl puUE elWala1oeyg
Aep/B3/6w O
pe8dxd 0} Jou 'y 8-9
g Alobares AoueuBald /I Alana NJ/Od @sop/By/Bw €1-01 dlL AI/Od Bw 009 uIAwepUI)
0 Alobeied Aoueubely aN/Iv anN ao Al esop/By/Bw | UlouBAR|S |
‘g Aiob
-01e0  Aoueubeld (208l 1,00
1DN AOB'sjeuyediul)) (sieah
o-¢ sobe) By/Bw g ‘(sieah
| L—/ sobe) By/Bw £ ‘(sieah /|
—Z | sobe) By/6w G aie uaip|iyo
ur Apnis Jspun sasop ay | aN/IvV Apnis BulobuQ do Al esop/By/bw uroAwoydeq
D Alobared asop/buw 009
Aoueubald ‘g Al/Od Bw 009 pesoXxa 01 10U 'y 8
‘abe Jo sieah z|= uaip|iyo Jo4 1IV/IV Aiana \I/Od esop/6/6w oL alg Al/od Bw 009 pijozaur]
yzi-8
[Iv/Iv Y 9 Alone \| esop/B/Bul G| Asens A| 8sop/Bx/Buw 0Z-G1L utoAwooueA |1SS pe1edydwo)
VSHIN-YO pue
1000001d8.11S onAjoway-g
410q 10} 86BISN0D BPINOIH
1UBWIWO) 2SSeD 9S0p OlleIpad 9s0p NPy usuwiieal | uolle1Sajlue|p

(panunuoD) "¢ ajqey

52 (1 February) e Liu et al

e30 o CID 2011



Downloaded from https://academic.oup.com/cid/article/52/3/e18/306145 by guest on 29 November 2024

1X9] ©98S o9se’|d

Suoo8yUI

WB1sAS SNOAJBU [BIIUBD)
suo1094ul Jue|dwl

|euids ‘puiol o118Yy1soid

y z1-8 Alena
an/nig aN NI/Od 8sop/B3/Bw 0'-G°€ XINS-dINL
Aep/B3/6w O
pa9oxa 0} 10U ‘Y 8-9
v/l Alans N\I/Od 9sop/Bx/Bw g1-01 alL AI/Od Bw 009 uIpAWEpUI)
asop/6w 009
pe8oXxs 0} Jou 'y 8
1no/ng A1ana AI/Od @sop/Bx/Bw oL alg AI/Od Bw 009 pijozaury
no/g Ado Al 8sop/6x/6w oL-9 do Al Aep/Bx/6w 9 unAwordeq
(1) pewiopied aq
sAemie pjnoys aoeds juiol ayy yziL-8
JO JusWeplIgap Jo abeuleiq 1w/ng y 9 Alena p| asop/By/Buwi G| Aiona p\| asop/Bx/Bw 0Z-GL udAwioouep sijlye ondag
do Od Bw 009
y z1-8 Alons
an/ig an NI/Od 8sop/63/6w 0'v-5'¢ uiduleju pue XINS-dIAL
Aep/63/6wW 0f
pa9oxa 0} 10U ‘Y 8-9
v/l Alans N\I/Od 9sop/B/Bw g1-0L all AI/Od Bw 009 uIRAWEpUI)
asop/Buw 009
pe8oXxs 0} 10U 'y 8
1no/ng A1ana AI/Od @sop/Bx/Bw oL dlg AI/Od Bw 009 pijozaury
1o/mng ao Al Aep/Bx/6w 01-9 ao Al Aep/Bx3/6w 9 upAwoideg
By
/BW ¢ JO 8s0p € seAsIyde S19]
-qe1 S z ‘Unpe B%-08 ue o4
‘Ajaainoadsal ‘AL 40 Buw 091
pue Bw 08 suleuod XIAS-dIAL
Jo 19|08} S pue yibuens
-oBuls v ‘pasn eg p|noys
aig AI/od Bw 009 pijozeul
‘obe Jo sieeA gl= ualp|iyo
Jo4 “(]l1g) onoiquue uesoyd
ayr 01 gig bw 05¥—-00€ 10 D
Bw 009 uldwel jo uomppe
81 pusWIWOI8l Spadxe awosg
() “Adessyr jo Aeisurew
8yl Sl sosseosge  enssn
-1Jos pelerposse jo abeulelp yzi-8
pue jusweplgap |ealbing 1w/ng y 9 Alena p| asop/By/Buw G| Aiona p\| asop/Bx/Bw 0Z-GL udAwioouep siyj@Awo81sO
SUOI3984UI JUlOf pue Buog
AVEINI[IT]e%g) 2SSe|D 9S0p olieIpad asop }Npy 1uswileal | uole1SajIuB|N

(panunuoD) g ajqey

52 (1 February) e e31

MRSA Treatment Guidelines ¢ CID 2011



Downloaded from https://academic.oup.com/cid/article/52/3/e18/306145 by guest on 29 November 2024

‘uoI1eO1yISSE|O olleIpad Ul SedusIalIp Aue ai0usp ||Im spelb
90UapIAe pue Yibualls uolepuawLI0dal 8yl Ag PaMO|(0} (/) Yse|s3oeq Y "paljioads asimiaylo sssejun siuaned ouieiped pue npe o1 seijdde souspine jo Alljlenb pue uoiepuswuiodal jo yibualls eyl Jo UonedyIsse)) ,

“aj0zexoyleweyns-wudoyiawil ‘XINS-dIALL ‘Aep Jed sewi € ‘q|L ‘Aep AloAs ‘gD !|BJ0 ‘Od ‘BIep Ou ‘N ‘SNOUSARIIUI ‘Al ‘YIBUBIS B|GNOP 'S 'YSHIA PEIRIDOSSE-ANUNWIWOD "YSHIA-YD ‘Allep 801m1 ‘alg "JLON

yci-8
an/ig an Aiana AI/Od @sop/6x/6w g XINS-dINL
asop/Buw 009
pa99X8 0} 10U 'y 8
Ind Asens AI/Od @sop/B/Bw 0L aig Al/od Bw 009 pijozaur]
alg Bw 009 pijozeul| ‘obe jo
sleah zl= uaip|iyo Jo4 (|i19)
sjuailed 1npe 10} UIDAWODUEA
01 |9 Bw 0S¥—00E 40 dD SNUIS SNOUBA
Buw Qp9 uidweyl jo uonippe yzl-8 |eJnp JO SNOUJBARD
8y} pusWWO9a) SHadxe awos |19 y 9 Alens | esop/By/buw G| Aione )| asop/Bx/Bw 0Z-G1 udAwoouep 10 sisoqwioly} ondeg
y Z1-8 Alans
an/iio an AI/Od 8sop/63/6w g XINS-dINL
asop/Bw 009
pa9oXxe 0} J0ou 'y 8
g Aians AI/Od @sop/63/6w oL alg Al/od Bw 009 pijozaury
'dlg Bw 009 pijozeul| ‘abe jo
sleah zl= uaip|iyo Jo4 ‘(lig)
sjuaiied }Npe 1o} UIDAWODIUBA
01 gIg Bw 0S¥—00€ Jo QD $s92sqe |einpide
Bw Q09 uidweyl jo uonippe yziL-8 |euids ‘ewaAdwa
8y} puswwOooa spedxe swos g y 9 Alans p\| esop/By/Bw G| Alens A| 8sop/By/Bul 0Z—-G1 utdAuwioouep |eJnpgns ‘sseodsqe ulelg
yzi-8
an/io an Aiana AI/Od 8sop/6x/6w g XINS-dINL
asop/Bw 009
poadxa 03 J0uU 'y 8
1k:| Alana AI/Od @sop/6x/6w oL alg Al/od Bw 009 pljozaur]
"alg 6w 009 pijozaull ‘sbe jo
SIesA zl= ualp|iyd Jo4 “(|||9)
sjuailed }npe 104 UIDAWOOUBA
01 glg Bw 0gy-00€ 10 QD
Bw 009 uidweju jo uonippe yzi-8
8} pusWWIOdal sladxs awosg 119 y 9 Alens A| asop/By/bw G| Alona \| asop/Bx/bu 0Z-G L UIDAWODUBA siubulus|p
JUBawiwo) 2SSe|D 9S0p OleIpad asop NPy Juswileal | uoneIsajIue|N

(panunuoD) °g ajqer

52 (1 February) e Liu et al

e32 o CID 2011



approved for the treatment of adult patients with ¢SSTI, such as
deep soft-tissue infections, surgical and/or traumatic wound
infections, major abscesses, cellulitis, infected ulcers, and burns:
vancomycin, linezolid, daptomycin, tigecycline, and telavancin
[50, 136-138]. Because of a recent FDA warning indicating an
increased risk in all-cause mortality with tigecycline versus
comparator drugs in a pooled analysis of clinical trials, the drug
was not included in these guidelines, given the availability of
multiple MRSA-active alternatives. Ceftaroline, a novel cepha-
losporin antibiotic, may become available in the near future for
treatment of cSSTI, pending FDA review. When compared with
vancomycin, none of these newer agents have demonstrated
superiority in the primary outcome of clinical cure. There are
limited published data on the use of clindamycin in adults with
¢SSTI due to MRSA. Options for the treatment of cSSTI in
children include clindamycin and linezolid [13, 139]. For hos-
pitalized patients with a nonpurulent cellulitis, a B-lactam an-
tibiotic (eg, cefazolin) can be considered with modification to
a MRSA-active agent if there is no clinical response [135].

The duration of therapy for SSTI has not been well-defined,
although no differences in outcome were observed among adult
patients with uncomplicated cellulitis receiving 5 versus 10 days
of therapy in a randomized, controlled trial [140]. In the FDA
licensing trials for cSSTI, patients were typically treated for 7-14
days. Duration of therapy should be individualized on the basis
of the patient’s clinical response.

Il. What is the management of recurrent MRSA SSTis?
Recurrent SSTIs

12. Preventive educational messages on personal hygiene and
appropriate wound care are recommended for all patients with
SSTI. Instructions should be provided to:

i. Keep draining wounds covered with clean, dry bandages
(A-III).

ii. Maintain good personal hygiene with regular bathing and
cleaning of hands with soap and water or an alcohol-based
hand gel, particularly after touching infected skin or an item
that has directly contacted a draining wound (A-III).

iii. Avoid reusing or sharing personal items (eg, disposable
razors, linens, and towels) that have contacted infected skin (A-IIT).

13. Environmental hygiene measures should be considered in
patients with recurrent SSTI in the household or community
setting:

i. Focus cleaning efforts on high-touch surfaces (ie, surfaces
that come into frequent contact with people’s bare skin each
day, counters, door knobs, bath tubs, and toilet seats) that may
contact bare skin or uncovered infections (C-III).

ii. Commercially available cleaners or detergents appropriate
for the surface being cleaned should be used according to label
instructions for routine cleaning of surfaces (C-III).

14. Decolonization may be considered in selected cases if:

i. A patient develops a recurrent SSTI despite optimizing
wound care and hygiene measures (C-III).

ii. Ongoing transmission is occurring among household
members or other close contacts despite optimizing wound
care and hygiene measures (C-III).

15. Decolonization strategies should be offered in conjunction
with ongoing reinforcement of hygiene measures and may

include the following:

i. Nasal decolonization with mupirocin twice daily for 5-10
days (C-III).

ii. Nasal decolonization with mupirocin twice daily for 5—-
10 days and topical body decolonization regimens with
a skin antiseptic solution (eg, chlorhexidine) for 5-14 days
or dilute bleach baths. (For dilute bleach baths, 1 teaspoon
per gallon of water [or %4 cup per % tub or 13 gallons of
water] given for 15 min twice weekly for ~3 months can be
considered.) (C-III).

16. Oral antimicrobial therapy is recommended for the
treatment of active infection only and is not routinely
recommended for decolonization (A-III). An oral agent in
combination with rifampin, if the strain is susceptible, may be
considered for decolonization if infections recur despite above
measures (CIII).

17. In cases where household or interpersonal transmission is
suspected:

i. Personal and environmental hygiene measures in the
patient and contacts are recommended (A-III).

ii. Contacts should be evaluated for evidence of S. aureus
infection:

a. Symptomatic contacts should be evaluated and treated
(A-III); nasal and topical body decolonization strategies
may be considered following treatment of active infection
(C-111).

b. Nasal and topical body decolonization of asymptomatic
household contacts may be considered (C-III).

18. The role of cultures in the management of patients with
recurrent SSTI is limited:

i. Screening cultures prior to decolonization are not
routinely recommended if at least 1 of the prior infections
was documented as due to MRSA (B-III).

ii. Surveillance cultures following a decolonization regimen
are not routinely recommended in the absence of an active
infection (B-III).

Evidence Summary

There are few studies to guide the development of evidence-
based recommendations on the management of recurrent CA-
MRSA SSTI. Although no standardized definition exists, most
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experts define recurrent disease as 2 or more discrete SSTI ep-
isodes at different sites over a 6-month period. The pathogenesis
of recurrent infection is unclear and likely involves a complex
interplay between the pathogen, host colonization, patient be-
havior, and environmental exposures [141]. The Panel suggests
a multifaceted approach that actively engages the patient in
personal and environmental hygiene measures applicable to the
household or community setting [142] while accounting for
individual preferences. Infected skin and draining wounds
should be covered, and sharing of personal items should be
avoided. Commercially available cleaners or detergents should
be used for surfaces that come into frequent contact with peo-
ple’s bare skin each day.

Given the potential role of colonization in the pathogenesis of
recurrent SSTI, prevention strategies have also focused on de-
colonization, the use of antimicrobial or antiseptic agents to
suppress or eliminate S. aureus carriage as a means of preventing
auto-infection or transmission. Decolonization measures may
be considered for patients with multiple recurrent SSTI despite
hygiene measures or when there is ongoing transmission in
a well-defined, closely associated cohort [83]. Although de-
colonization strategies are frequently employed, there are no
published data to support its efficacy in patients with recurrent
MRSA SSTI. The optimal regimen, frequency of application, and
duration of therapy are unclear. Furthermore, it is unknown
whether it will select for or result in replacement with more-
resistant or more-virulent strains.

Although mupirocin appears to be effective in reducing
MRSA colonization, it has not conclusively been shown to pre-
vent infections among nasal carriers [143, 144], although most
studies have included patients in the health care setting, where
evidence for benefit is limited to certain high-risk populations. A
Cochrane Review found that mupirocin was associated with
a reduction in nosocomial S. aureus (mostly MSSA) infections,
primarily among patients undergoing surgical procedures or
receiving dialysis [145]. No benefit was seen in the 2 studies that
included nonsurgical patients and MRSA carriers [146, 147]. The
combination of mupirocin and chlorhexidine soap reduced the
rate of surgical site infections among MSSA nasal carriers [148].
Only 1 small clinical trial examined the role of mupirocin in the
management of recurrent MSSA SSTI; a 5-day course of mu-
pirocin, followed by repeated application on a monthly basis for
1 year, reduced the prevalence of nasal colonization and the
number of cases of recurrent SSTI [149]. A trial conducted in the
era of CA-MRSA found that, although mupirocin decreased the
prevalence of nasal colonization, it did not reduce the incidence
of first-time SSTI, compared with placebo [150]. Although it
does not appear to be widespread, a high prevalence of mupir-
ocin resistance has been reported among MRSA isolates in some
community settings [151]. Because of the lack of FDA break-
points for mupirocin, along with limited availability of

commercial tests in the United States, we are unable to provide
specific recommendations on mupirocin susceptibility testing
for individual patients at this time. Clinical laboratories that wish
to perform susceptibility testing may consider validating in-
house prepared assays, such as polymerase chain reaction or disk
diffusion assays [152]. The role of other colonization sites in the
development of infection or recurrent disease is unknown, and
eliminating nasal colonization alone may be insufficient. Colo-
nization at nonnasal sites, such as the groin, axilla, and rectum, is
more common among those with CA-MRSA than it is among
those with CA-MSSA or HA-MRSA [153], although it may be
difficult to distinguish true colonization from transient con-
tamination at these sites because of active infection.

The potential effectiveness of topical skin antiseptics, such as
chlorhexidine and hexachlorophene, is extrapolated from data
on community outbreaks whereby, when bundled together with
other interventions, it prevents ongoing transmission and in-
fection [154—158]. When used alone, chlorhexidine does not
appear to be effective; a recent randomized trial found no im-
pact of chlorhexidine-impregnated wipes on SSTI rates [159],
and at best, it appears to have a transient effect on colonization,
with recolonization occurring soon after discontinuation [161].
Hexachlorophene should not be used in infants <2 months of
age, because it has been linked to adverse neurological outcomes
in newborns. The addition of bleach to bath water has previously
been used for treatment of recurrent SSTT in children with ec-
zema [162]. In vitro sodium hypochlorite at a concentration
equivalent to 1/2 cup of bleach in 1/4 tub (13 gallons) of water
kills CA-MRSA after 5 min [163]. Some experts suggest that
bleach baths at a concentration of 1 teaspoon per gallon of bath
water (1/4 cup per 1/4 tub of water) for 15 min given twice
weekly for ~3 months is well-tolerated and may be effective.
Given the potential for skin irritation if not adequately diluted,
clear instructions should be provided.

No clinical trials have evaluated the role of oral antimicrobials
for treatment of recurrent CA-MRSA SSTI. A Cochrane review
found no benefit of oral antibiotics for eradication of MRSA
colonization among patients in the health care setting when
compared with placebo, no treatment, or topical antibiotics;
none of these studies examined their impact on infection rates
[164]. A systematic review of comparative controlled trials
found that a rifampin-based combination, compared with
monotherapy with other oral antibiotics, was more likely to
eradicate S. aureus carriage, but again, no studies examined
infection rates as an outcome [165]. Both reviews noted the
emergence of rifampin resistance and adverse events associated
with systemic agents.

While awaiting guidance from ongoing clinical trials, the
Panel suggests mupirocin alone or a combined strategy of mu-
pirocin and topical antiseptics (eg, chlorhexidine and diluted
bleach baths) if decolonization is being considered. The optimal
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dosage and duration of such regimens is unknown; suggested
dosages are based on several ongoing clinical trials [166-168].
Oral antimicrobials are not routinely recommended for de-
colonization; they should only be considered in patients who
continue to have infections in spite of the other measures. If
prescribed for decolonization, the optimal regimen and dura-
tion is unknown, although a rifampin-based combination (eg,
with TMP-SMX or doxycycline) is suggested and administered
in short courses (eg, 5-10 days) to decrease the potential for
development of resistance. Hygiene measures should be re-
inforced, and the oral regimen may be offered in conjunction
with a topical antiseptic, such as chlorhexidine [169]. Additional
studies are needed to guide the prevention of recurrent SSTI.

lll. What is the management of MRSA bacteremia and infective
endocarditis?
Bacteremia and Infective Endocarditis, Native Valve

19. For adults with uncomplicated bacteremia (defined as
patients with positive blood culture results and the following:
exclusion of endocarditis; no implanted prostheses; follow-up
blood cultures performed on specimens obtained 2—4 days after
the initial set that do not grow MRSA; defervescence within 72 h
of initiating effective therapy; and no evidence of metastatic sites
of infection), vancomycin (A-II) or daptomycin 6 mg/kg/dose
IV once daily (AI) for at least 2 weeks. For complicated
bacteremia (defined as patients with positive blood culture
results who do not meet criteria for uncomplicated bacteremia),
4-6 weeks of therapy is recommended, depending on the extent
of infection. Some experts recommend higher dosages of
daptomycin at 8-10 mg/kg/dose IV once daily (B-III).

20. For adults with infective endocarditis, IV vancomycin (A-
II) or daptomycin 6 mg/kg/dose IV once daily (A-I) for 6 weeks
is recommended. Some experts recommend higher dosages of
daptomycin at 8-10 mg/kg/dose IV once daily (B-III).

21. Addition of gentamicin to vancomycin is not recommen-
ded for bacteremia or native valve infective endocarditis (A-II).

22. Addition of rifampin to vancomycin is not recommended
for bacteremia or native valve infective endocarditis (A-I).

23. A clinical assessment to identify the source and extent of
the infection with elimination and/or debridement of other
sites of infection should be conducted (A-II).

24. Additional blood cultures 2—4 days after initial positive
cultures and as needed thereafter are recommended to
document clearance of bacteremia (A-II).

25. Echocardiography is recommended for all adult patients
with bacteremia. TEE is preferred over TTE (A-II).

26. Evaluation for valve replacement surgery is recommended
if large vegetation (>10 mm in diameter), occurrence of =1
embolic event during the first 2 weeks of therapy, severe
valvular insufficiency, valvular perforation or dehiscence,
decompensated heart failure, perivalvular or myocardial

abscess, new heart block, or persistent fevers or bacteremia
are present (A-II).

Infective Endocarditis, Prosthetic Valve

27. IV vancomycin plus rifampin 300 mg PO/IV every 8 h for
at least 6 weeks plus gentamicin 1 mg/kg/dose IV every 8 h for 2
weeks (B-III).

28. Early evaluation for valve replacement surgery is
recommended (A-II).

Pediatric considerations

29. In children, vancomycin 15 mg/kg/dose IV every 6 h is
recommended for the treatment of bacteremia and infective
endocarditis (A-II). Duration of therapy may range from 2 to 6
weeks depending on source, presence of endovascular infection,
and metastatic foci of infection. Data regarding the safety and
efficacy of alternative agents in children are limited, although
daptomycin 6-10 mg/kg/dose IV once daily may be an option
(C-III). Clindamycin or linezolid should not be used if there is
concern for infective endocarditis or endovascular source of
infection but may be considered in children whose bacteremia
rapidly clears and is not related to an endovascular focus (B-
I1I).

30. Data are insufficient to support the routine use of
combination therapy with rifampin or gentamicin in children
with bacteremia or infective endocarditis (C-III); the decision
to use combination therapy should be individualized.

31. Echocardiogram is recommended in children with
congenital heart disease, bacteremia more than 2-3 days in
duration, or other clinical findings suggestive of endocarditis
(A-III).

Evidence Summary
MRSA bacteremia and infective endocarditis are serious diseases
associated with high morbidity, and mortality rates are 30%—
37% for MRSA endocarditis {170, 171]. In addition to antimi-
crobial therapy, the source and extent of infection, including
embolic or metastatic foci, should be determined through
careful history and physical examination and imaging, with re-
moval or debridement whenever possible. Vancomycin has been
the mainstay of therapy for MRSA bacteremia and endocarditis.
However, compared with B-lactam agents, vancomycin is less
effective for the treatment of MSSA bacteremia and endocarditis
[98, 99]. Although rifampin or gentamicin is occasionally used
in combination with vancomycin to improve outcomes, clinical
data do not support this practice. In one study, the duration of
bacteremia was longer in the rifampin-combination therapy
group than in the vancomycin monotherapy group [172]. The
use of rifampin combination therapy in a study of native valve S.
aureus endocarditis did not improve outcomes but was associ-
ated with hepatic adverse effects, drug interactions, and the
[173].

emergence of resistance Short-course, low-dose
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gentamicin combined with vancomycin for MRSA bacteremia
and native valve endocarditis was associated with an increased
risk of nephrotoxicity [49, 174]; the duration of bacteremia was
comparable to that observed with vancomycin monotherapy
[172]. The recommendation to treat prosthetic valve MRSA
endocarditis with vancomycin, gentamicin, and rifampin is
based on small retrospective studies of methicillin-resistant co-
agulase-negative staphylococci [175, 176] and the 2005 Ameri-
can Heart Association (AHA) Infective Endocarditis Guidelines
[74].

Daptomycin 6 mg/kg/dose IV once daily is an alternative to
vancomycin for adults in the treatment of MRSA bacteremia or
endocarditis. In a randomized trial, it was noninferior to initial
low-dose gentamicin plus either vancomycin or an anti-
staphylococcal penicillin [49]. Emergence of reduced suscepti-
bility to daptomycin was observed in several daptomycin-treated
patients who experienced failure of therapy, most of whom had
deep-seated infections or left-sided endocarditis. Because it ex-
hibits concentration-dependent killing, some experts recom-
mend doses of up to 8-10 mg/kg, which appear to be safe,
although additional studies are needed [177, 178]. Whether this
higher dosing strategy prevents the emergence of resistance
[179-181] or improved outcomes is unknown and is under
investigation. Although daptomycin should not be used in pa-
tients with pneumonia because of inactivation by pulmonary
surfactant [182], it can be used in septic pulmonary emboli
[183]. The safety and efficacy of daptomycin in children have
not been established, but it may be effective when given in
combination with other agents in children with disseminated
MRSA infections associated with prolonged bacteremia [184].
Doses of 8-10 mg/kg appear to be safe in children, although
additional study is needed [185]. Quinopristin-dalfopristin,
linezolid, TMP-SMX, and telavancin are not recommended
as first-line therapy for MRSA bacteremia. Their role as
salvage agents for persistent MRSA bacteremia is discussed in
Section X.

The duration of therapy for MRSA bacteremia is based on
several factors. Patients receiving <14 days of therapy, including
those with catheter-associated bacteremia, had success rates that
were lower than those for patients who received a longer course
[186, 187]. For adults, the recommended minimum duration of
therapy for uncomplicated bacteremia is 2 weeks, as defined by:
(1) exclusion of endocarditis, (2) no implanted prostheses (eg,
prosthetic valves, cardiac devices, and arthroplasties), (3) follow-
up cultures of blood samples drawn 2—4 days after the initial set
that do not grow MRSA, (4) defervescence within 72 h of
therapy, and (5) no evidence of metastatic sites of infection [49,
188]. If the above criteria are not met, 4-6 weeks of therapy is
recommended for complicated bacteremia depending on the
extent of infection; longer durations of therapy may be needed
in those who are slow to clear their bacteremia. Whether the

entire course must be given parenterally is unknown; there are
limited data on the use of oral ciprofloxacin in combination
with oral rifampin primarily in patients with MSSA right-sided
endocarditis [189, 190]. In the absence of additional studies
among patients with MRSA, transition from parenteral to oral
therapy should be done cautiously and only in those with un-
complicated bacteremia.

TEE is preferred in adults with MRSA bacteremia because of
its superiority, compared with TTE, for the detection of vege-
tations [191-193] and identification of complications, such as
intracardiac abscess and valvular perforation [194]. In young
children, TTE is likely adequate, given their thin chest wall.
Echocardiogram is not routinely recommended for young
children except in those with congenital heart disease, bacter-
emia of >2-3 days duration, or other clinical findings suggestive
of endocarditis [195]. In patients with MRSA bacteremia and
infected intravascular or prosthetic devices, a higher relapse and
mortality rate has been associated with failure to remove in-
fected materials [196, 197]. The management of cardiac device-
related infections was recently reviewed in the 2010 AHA
guidelines on cardiovascular implantable electronic device in-
fections [198]. Patients with endocarditis should be evaluated
for valve replacement on the basis of clinical and echocardio-
graphic criteria as per AHA guidelines [74, 199]; data suggest
that patients with staphylococcal endocarditis may benefit from
early surgical intervention [200-204].

IV. What is the management of MRSA pneumonia?
Pneumonia

32. For hospitalized patients with severe community-acquired
pneumonia defined by any one of the following: (1) a requirement
for ICU admission, (2) necrotizing or cavitary infiltrates, or (3)
empyema, empirical therapy for MRSA is recommended pending
sputum and/or blood culture results (A-III).

33. For HA-MRSA or CA-MRSA pneumonia, IV vancomycin
(A-II) or linezolid 600 mg PO/IV twice daily (A-II) or
clindamycin 600 mg PO/IV three times daily (B-III) if the
strain is susceptible is recommended for 7-21 days, depending
on the extent of infection.

34. In patients with MRSA pneumonia complicated by
empyema, antimicrobial therapy against MRSA should be used
in conjunction with drainage procedures (A-III).

Pediatric considerations

35. In children, IV vancomycin is recommended (A-II). If the
patient is stable without ongoing bacteremia or intravascular
infection, clindamycin 10-13 mg/kg/dose IV every 6-8 h (to
administer 40 mg/kg/day) can be used as empirical therapy if
the clindamycin resistance rate is low (eg, <10%) with
transition to oral therapy if the strain is susceptible (A-II).
Linezolid 600 mg PO/IV twice daily for children =12 years of
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age and 10 mg/kg/dose every 8 h for children <12 years of age is
an alternative (A-II).

Evidence Summary

Although it remains an uncommon etiology of community-
acquired pneumonia (CAP), MRSA has emerged as a cause of
severe CAP [17-21], particularly in the context of a preceding or
concurrent influenza-like illness, although not exclusively so
[205]. Empirical therapy for MRSA should be considered in
patients with severe CAP defined by any one of the following: (1)
a requirement for ICU admission, (2) necrotizing or cavitary
infiltrates, or (3) empyema. Empirical coverage for MRSA
should be discontinued if sputum or blood cultures do not grow
the organism.

High failure rates have been observed in the treatment of
MRSA pneumonia, particularly ventilator-associated pneumo-
nia (VAP) [206-208], which has been attributed to vancomy-
cin’s poor penetration into pulmonary tissue and lung epithelial
lining fluid [209]. The addition of rifampin to vancomycin for
the treatment of HA-MRSA appears to improve clinical out-
comes, compared with treatment with vancomycin alone, in
a small, randomized open-label trial, and this deserves addi-
tional study [210]. Linezolid is an alternative to vancomycin for
the treatment of MRSA pneumonia, achieving greater levels in
lung epithelial lining fluid than in plasma [211]. Linezolid and
vancomycin were associated with comparable cure rates in 2
prospective studies involving adult patients with nosocomial
pneumonia [212, 213]; a retrospective pooled subgroup analysis
of MRSA cases in these studies found higher cure rates and
improved survival in the linezolid arm [214]. A randomized
study of linezolid versus vancomycin for MRSA VAP found no
significant difference in early microbiologic response rates [215].
Thus, it is unclear whether 1 drug is definitively superior to the
other for treatment of MRSA VAP, and additional studies are
ongoing. Linezolid has not been compared with vancomycin for
the treatment of VAP in children.

Clindamycin is an alternative to vancomycin for the treat-
ment of MRSA pneumonia in children [29], and there is limited
data regarding its use in adults [205]. Data are insufficient to
recommend for or against the use of protein synthesis (eg, toxin)
inhibitors, such as clindamycin or linezolid, as adjunctive
therapy for the treatment of MRSA pneumonia; this topic is
discussed further in section VIL Fluoroquinolones may have
activity against some CA-MRSA isolates, but they are not rou-
tinely recommended, because resistance may emerge with
monotherapy. One small randomized study found that TMP-
SMX was effective as prophylaxis for MRSA VAP in patients
with burns [216], but additional study is needed to determine
its role in MRSA pneumonia.

V. What is the management of MRSA bone and joint infections?
Osteomyelitis

36. Surgical debridement and drainage of associated soft-
tissue abscesses is the mainstay of therapy and should be
performed whenever feasible (A-II).

37. The optimal route of administration of antibiotic therapy
has not been established. Parenteral, oral, or initial parenteral
therapy followed by oral therapy may be used depending on
individual patient circumstances (A-III).

38. Antibiotics available for parenteral administration include
IV vancomycin (B-II) and daptomycin 6 mg/kg/dose IV once
daily (B-II). Some antibiotic options with parenteral and oral
routes of administration include the following: TMP-SMX 4
mg/kg/dose (TMP component) twice daily in combination
with rifampin 600 mg once daily (B-II), linezolid 600 mg twice
daily (B-II), clindamycin 600 mg every 8 h (B-III).

39. Some experts recommend the addition of rifampin
600 mg daily or 300-450 mg PO twice daily to the anti-
biotic chosen above (B-III). For patients with concurrent
bacteremia, rifampin should be added after clearance of
bacteremia.

40. The optimal duration of therapy for MRSA osteomyelitis
is unknown. A minimum 8-week course is recommended
(A-II). Some experts suggest an additional 1-3 months (and
possibly longer for chronic infection or if debridement is not
performed) of oral rifampin-based combination therapy
with TMP-SMX, doxycycline/minocycline, clindamycin, or
a fluoroquinolone, chosen on the basis of susceptibilities
(C-I11).

41. MRI with gadolinium is the imaging modality of choice,
particularly for detection of early osteomyelitis and associated
soft-tissue disease (A-II). ESR and/or CRP level may be helpful
to guide response to therapy (B-III).

Septic Arthritis

42. Drainage or debridement of the joint space should always
be performed (A-II).

43. For septic arthritis, refer to antibiotic choices for
osteomyelitis (#37 above). A 3-4-week course of therapy is
suggested (A-III).

Device-related osteoarticular infections

44. For early-onset (<2 months after surgery) or acute
hematogenous prosthetic joint infections involving a stable
implant with short duration (<3 weeks) of symptoms and
debridement (but device retention), initiate parenteral therapy
(refer to antibiotic recommendations for osteomyelitis) plus
rifampin 600 mg daily or 300-450 mg PO twice daily for 2
weeks followed by rifampin plus a fluoroquinolone, TMP-
SMX, a tetracycline or clindamycin for 3 or 6 months for hips
and knees, respectively (A-II). Prompt debridement with device
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removal whenever feasible is recommended for unstable
implants, late-onset infections, or in those with long duration
(>3 weeks) of symptoms (A-II).

45. For early-onset spinal implant infections (<30 days after
surgery), or implants in an actively infected site, initial
parenteral therapy plus rifampin followed by prolonged oral
therapy is recommended (B-II). The optimal duration of
parenteral and oral therapy is unclear; the latter should be
continued until spine fusion has occurred (B-II). For late-onset
infections (>30 days after implant placement), device removal
whenever feasible is recommended (B-II).

46. Long-term oral suppressive antibiotics (eg, TMP-SMX,
a tetracycline, a fluoroquinolone [which should be given in
conjunction with rifampin due to the potential emergence of
fluoroquinolone resistance, particularly if adequate surgical
debridement is not possible], or clindamycin) with or without
rifampin may be considered in selected cases, particularly if
device removal not possible (B-III).

Pediatric considerations

47. For children with acute hematogenous MRSA osteomy-
elitis and septic arthritis, IV vancomycin is recommended (A-
IT). If the patient is stable without ongoing bacteremia or
intravascular infection, clindamycin 10-13 mg/kg/dose IV
every 6-8 h (to administer 40 mg/kg/day) can be used as
empirical therapy if the clindamycin resistance rate is low (eg,
<10%) with transition to oral therapy if the strain is
susceptible (A-II). The exact duration of therapy should be
individualized, but typically a minimum 3—4-week course is
recommended for septic arthritis and a 4-6-week course is
recommended for osteomyelitis.

48. Alternatives to vancomycin and clindamycin include the
following: daptomycin 6 mg/kg/day IV once daily (C-III) or
linezolid 600 mg PO/IV twice daily for children =12 years of
age and 10 mg/kg/dose every 8 h for children <12 years of age
(C-m).

Evidence Summary

MRSA bone and joint infections arise from hematogenous
seeding, a contiguous focus of infection, or direct inoculation
from trauma or a medical procedure. Definitive therapy requires
surgical debridement of necrotic bone or the joint space and
drainage of adjacent abscesses, along with antimicrobial therapy
(217, 218]. Current treatment strategies are based largely on
noncomparative case series, case reports, and animal models and
are extrapolated from those for MSSA infection. The optimal
route of administration (parenteral vs oral vs initial parenteral
therapy followed by oral therapy) has not been clearly estab-
lished; this decision should be based on individual patient cir-
cumstances after weighing the pros and cons of each approach.
Compared with oral therapy, parenteral therapy may offer the
potential for better compliance, superior serum levels for certain

drugs, and greater historical experience, although at increased
expense, patient inconvenience, and potential for line-related
complications (eg, infections, line malfunction, and thrombo-
phlebitis).

Despite concerns about poor bone penetration and relative
inefficacy in animal models, vancomycin remains the primary
treatment of MRSA osteomyelitis [218-220]. Failure rates of up
to 35%—46% have been reported [221-223], and compared with
B-lactam therapy, patients with S. aureus osteomyelitis treated
with vancomycin had a 2-fold higher recurrence rate [224].
These unsatisfactory responses to vancomycin have led some
experts to recommend the addition of rifampin because of its
excellent penetration into bone and biofilm [219]. In animal
models of S. aureus osteomyelitis, therapy with rifampin com-
bined with a second agent is more effective than is therapy with
the companion agent given alone [120]. There are no controlled
trials of MRSA osteomyelitis, but 2 small trials of MSSA oste-
omyelitis suggested higher cure rates were associated with re-
ceipt of rifampin combination therapy [73, 225]. Retrospective
studies of rifampin-based regimens for MRSA osteomyelitis
have yielded mixed results, with 1 study indicating cure rates of
up to 80% [226]; however, 1 study showed no added benefit of
rifampin if debridement occurred [227]. For patients with
concurrent bacteremia, rifampin should be added to the treat-
ment regimen after clearance of bacteremia. Daptomycin is
a parenteral alternative to vancomycin. In a noncomparative
study involving adults with osteomyelitis treated with dapto-
mycin, clinical improvement was noted in ~90%, with better
outcomes at 6 mg/kg/day than at lower dosages [228]. Dapto-
mycin may have benefit when added to standard therapy in
children with refractory invasive MRSA disease if osteomyelitis
is present [184]. Susceptibility testing must be performed, be-
cause daptomycin-nonsusceptible isolates have been described
in cases of treatment failure [42, 43, 229-231].

Oral therapies, administered as either primary or step-down
therapy, appear to be suitable alternatives to prolonged paren-
teral therapy. In a randomized trial involving adult patients with
chronic nonvertebral MSSA osteomyelitis, equivalent cure rates
of ~90% were achieved for 8 weeks of oral TMP-SMX (7-8 mg/
kg/day of TMP component) plus rifampin 600 mg once daily
and a 6-week regimen of IV cloxacillin followed by 2 weeks of
oral therapy [86]; there are no data regarding TMP-SMX plus
rifampin involving children with osteomyelitis. In another study
of MSSA and MRSA osteomyelitis, similar outcomes were ob-
served in those patients who received prolonged parenteral
therapy and those who received oral step-down therapy (>50%
of regimens included rifampin in combination with another
agent) following initial parenteral therapy for 2 weeks [221].
Oral antibiotics that have been used following initial parenteral
therapy for the treatment of osteomyelitis include the following:
clindamycin, linezolid, fluoroquinolones, and doxycycline or
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minocycline with or without rifampin [221, 222, 226]. Clinda-
mycin achieves good bone concentrations and is highly effective
for treatment of non—critically ill children with MRSA osteo-
myelitis [34, 232]; there are limited data regarding its use in
adults. Linezolid achieves good concentrations in infected bone;
small case series involving adults and children with MRSA os-
teomyelitis, septic arthritis, or prosthetic joint infections suggest
that it is effective [233-237]. Weekly monitoring of complete
blood counts is recommended if therapy exceeds 2 weeks; an
ophthalmologic examination should be performed at 1 month
after therapy initiations, because optic neuritis may occur
with prolonged treatment [119, 236, 237]. There are limited
data regarding the use of tetracyclines for the treatment of S.
aureus osteomyelitis [76, 226], and although fluoroquinolones
may be effective, they should only be used in combination
with rifampin because of the potential for the development of
resistance.

The optimal duration of therapy for osteomyelitis is un-
known. Antibiotic therapy for 8 weeks, compared with shorter
durations, have been associated with improved outcomes in
those with S. aureus osteomyelitis [226, 238], whereas undrained
abscesses and inadequate debridement are associated with re-
lapse rates of 30%—60%, which emphasizes the importance of
surgical therapy [227, 239]. Some experts suggest oral con-
solidative treatment after a course of parenteral therapy for an
additional 1-3 months and possibly longer for treatment of
chronic infection, if debridement is not performed or if in-
flammatory markers, such as ESR and CRP level, remain ele-
vated [222]. In a study of vertebral osteomyelitis, this approach
yielded an 83% cure rate [226].

In a randomized study of staphylococcal prosthetic hip and
knee joint infections (which included no infections due to
MRSA) in patients with early-onset (<2 months after surgery)
infections, stable implants, and < 3 weeks of symptoms, 3—6
months of rifampin-based combination therapy plus surgical
debridement without device removal was found to be effective
[72]. Rifampin dosing in studies of staphylococcal prosthetic
joint infections is variable, ranging from 600 mg daily to 300—
450 mg twice daily [72, 240, 241]. Debridement and device re-
moval using a 2-stage exchange arthroplasty is recommended
for late-onset infections, unstable implants, or a prolonged
duration (>3 weeks) of symptoms [242]. For early-onset spinal
implant infections (<30 days of implant placement), 6 weeks of
parenteral therapy followed by prolonged oral suppressive
therapy until spine fusion resulted in improved outcomes [243].
For late-onset infections (>30 days after implant placement),
implant removal was critical to success. For ankle fractures, 6
weeks of therapy after hardware removal appears to be effective
[244].

Drainage and debridement of the intra-articular cavity is es-
sential for effective treatment of septic arthritis [217]. In

children, surgical debridement of the hips is recommended,
whereas arthrocentesis may be adequate for other infected joints
[245]. Although a randomized trial in children with septic ar-
thritis demonstrated that 10 days of antibiotics was noninferior
to 30 days of comparable therapy, only 35 episodes of S. aureus
arthritis, none of which involved MRSA, were treated for
10 days; in 3 of these cases, therapy was extended to 20 days
because of inadequate response [246]. Most experts suggest
treating for 3-4 weeks and longer if contiguous osteomyelitis,
noted in up to 30% of children, is present [245]. Clinical re-
sponse should guide the decision to convert from parenteral to
oral therapy; in one study, switching to oral therapy at 7 days,
compared with switching at 18 days, resulted in similar out-
comes [247].

VI. What is the management of MRSA infections of the CNS?
Meningitis

49. IV vancomycin for 2 weeks is recommended (B-II). Some
experts recommend the addition of rifampin 600 mg daily or
300-450 mg twice daily (B-III).

50. Alternatives include the following: linezolid 600 mg PO/IV
twice daily (B-II) or TMP-SMX 5 mg/kg/dose IV every 8—12 h
(C-III).

51. For CNS shunt infection, shunt removal is recommended
and it should not be replaced until CSF cultures are repeatedly
negative (A-II).

Brain abscess, subdural empyema, spinal epidural abscess

52. Neurosurgical evaluation for incision and drainage is
recommended (A-II).

53. IV vancomycin for 4-6 weeks is recommended (B-II).
Some experts recommend the addition of rifampin 600 mg
daily or 300—450 mg twice daily (B-III).

54. Alternatives include the following: linezolid 600 mg PO/IV
twice daily (B-IT) and TMP-SMX 5 mg/kg/dose IV every 8-12 h
(C-110).

Septic Thrombosis of Cavernous or Dural Venous Sinus

55. Surgical evaluation for incision and drainage of
contiguous sites of infection or abscess is recommended
whenever possible (A-II). The role of anticoagulation is
controversial.

56. IV vancomycin for 4-6 weeks is recommended (B-II).
Some experts recommend the addition of rifampin 600 mg
daily or 300-450 mg twice daily (B-III).

57. Alternatives include the following: linezolid 600 mg PO/IV
twice daily (B-II) and TMP-SMX 5 mg/kg/dose IV every 8-12 h

(C-III).
Pediatric considerations

58. IV vancomycin is recommended (A-II).
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Evidence Summary

CNS infections caused by MRSA occur as a complication of
a neurosurgical procedure, in association with a contiguous
focus of infection, or hematogenously as a complication of
bacteremia or infective endocarditis. Treatment is difficult be-
cause of the critical location of these infections and the blood
brain barrier, which limits penetration of systemically admin-
istered antibiotics to the site of infection. Thus, surgical drainage
of focal abscesses and removal of any foreign body, such as an
infected shunt, should be performed whenever possible.

Resistance to multiple antibiotics and the inability of many
antibiotics to achieve therapeutic concentrations in CSF severely
limit the choices for antimicrobial therapy of MRSA CNS in-
fections. CSF penetration of vancomycin is poor, approximately
1% and 5% for uninflamed and inflamed meninges, respectively,
with maximum CSF concentrations of 2—-6 pug/mL [248-250].
Linezolid has good CSF penetration, as high as 66%, with CSF
peak and trough concentrations of 7-10 pg/mL and 2.5-6.0 pg/
mlL, respectively [251-253]. CSF penetration of TMP-SMX is
similar for uninflamed and inflamed meninges, 13%-53% for
TMP and 17%-63% for SMX; CSF concentrations are 1.9-5.7
pg/mL for TMP and 20-63 png/mL for SMX after a 10 mg/kg/day
dosage and a 50 mg/kg/day dosage, respectively [254, 255]. CSF
penetration of rifampin is 22% and is similar for inflamed and
noninflamed meninges, and bactericidal concentrations are
achievable in CSF. A 600-mg dose in adults without inflamed
meninges produced CSF concentrations of 0.57-1.24 pg/mL
[70]. In a rabbit meningitis model, CSF penetration of dapto-
mycin was 5%—6% with concentrations of 3.2—4.0 pg/mL; values
were halved for uninflamed meninges [256, 257].

There are no prospective randomized trials on the treatment
of MRSA infections of the CNS. Vancomycin has been the drug
of choice, but outcomes have been very poor when it has been
used as monotherapy [258, 259]. Because of the limited pene-
tration of vancomycin across even inflamed meninges, con-
centrations in CSF (and presumably other CNS sites as well)
may be marginal when the drug is administered intravenously at
standard dosages. Because it achieves bactericidal concentrations
in CSF, some experts recommend rifampin in combination with
vancomycin for meningitis and other CNS infections, despite
a paucity of clinical data demonstrating benefit of the combi-
nation [120, 260-262]. High-dose, continuous infusion of
vancomycin may be considered in patients not responding to
standard dosing methods. CSF penetration was increased and
concentrations were almost doubled, compared with standard
dosing, when vancomycin was administered as a 15 mg/kg
loading dose, followed by continuous infusion of 50-60 mg/kg/
day for patients with normal renal function [105]. The regimen
was well tolerated, although nephrotoxicity has been associated
with high doses [263]. Several case reports describe the suc-
cessful use of linezolid [264-267], TMP-SMX [255, 268], and

daptomycin [269] for the treatment of MRSA CNS infections,
but additional research is needed to define their role in the
management of such infections.

For meningitis in association with a CNS shunt, shunt re-
moval with placement of an external ventricular drain is critical
to therapy [270-273]. CSF cultures should be repeatedly
negative prior to placement of a new shunt [273]. Retention of
infected shunts is associated with a high failure rate despite
administration of both intraventricular and systemic antibiotics
[274]. Once the shunt has been removed, systemic antimicrobial
therapy is usually effective. Although there are very limited
data to guide use, intraventricular vancomycin [248, 275] or
daptomycin [276] may be considered in patients who have
ventricular access or who do not respond to systemic antimi-
crobial therapy.

Considerable controversy surrounds the use of systemic an-
ticoagulation for septic cavernous or dural sinus thromboses
because of the risk of intracranial hemorrhage (277, 278]. If
anticoagulation is used, heparin should be used, because it is
reversible, and imaging should be performed to exclude lesions
predisposing to hemorrhage.

VII. What is the role of adjunctive therapies for the treatment of
MRSA infections?

59. Protein synthesis inhibitors (eg, clindamycin and line-
zolid) and IVIG are not routinely recommended as adjunctive
therapy for the management of invasive MRSA disease (A-III).
Some experts may consider these agents in selected scenarios
(eg, necrotizing pneumonia or severe sepsis) (C-III).

Evidence Summary
Specific recommendations regarding combination antibiotic
therapy for individual disease entities are discussed in the re-
spective sections of the text. This section will focus on the use of
protein synthesis inhibitors and IVIG as adjunctive therapy.
Data are insufficient to recommend for or against the use of
protein synthesis inhibitors as adjunctive therapy of invasive
disease caused by MRSA. Limited in vitro data suggest that
clindamycin and linezolid inhibit production of staphylococcal
toxic shock syndrome toxin type 1 and PVL [279-281] and
that linezolid suppresses alpha- and beta-hemolysins, staphylo-
coccal enterotoxin A and B, and protein A [282]. However,
clindamycin or linezolid in combination with vancomycin can
be antagonistic in vitro [283-286], and vancomycin alone was
more effective than vancomycin plus linezolid in a rabbit en-
docarditis model [287]. Existing clinical data are limited to case
reports for patients with staphylococcal toxic shock syndrome
[281] and necrotizing/cavitary pneumonia [205, 288], and ad-
ditional studies are needed.

The role of IVIG in the management of invasive MRSA dis-
ease is even less clear. IVIG neutralizes staphylococcal exotoxins,
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including PVL [289], although staphylococcal superantigens
and exotoxins are less efficiently inhibited by IVIG than by
streptococcal superantigens [290]. Children with invasive dis-
ease have higher concentrations of antibody to PVL than do
those with SSTIs [291]; it is unclear whether antibody to PVL in
IVIG offers additional benefit. In fact, one study suggests that
antibody to PVL may be detrimental [292]. Meta-analyses on
the use of IVIG in sepsis and septic shock have indicated
a mortality benefit, but no benefit was observed when only high-
quality trials were included in the analyses [293-296]. Given the
available data, IVIG is not recommended in the management of
MRSA disease, although its use may be considered in children
with severe MRSA sepsis [297].

VIII. What are the recommendations for vancomycin dosing and
monitoring?
These recommendations are based on a consensus statement of
the American Society of Health-System Pharmacists, the IDSA,
and the Society of Infectious Diseases Pharmacists on guidelines
for vancomycin dosing [3,4].

Adults

60. IV vancomycin 15-20 mg/kg/dose (actual body weight)
every 8-12 h, not to exceed 2 g per dose, is recommended in
patients with normal renal function (B-III).

61. In seriously ill patients (eg, those with sepsis, meningitis,
pneumonia, or infective endocarditis) with suspected MRSA
infection, a loading dose of 25-30 mg/kg (actual body weight)
may be considered. (Given the risk of red man syndrome and
possible anaphylaxis associated with large doses of vancomycin,
one should consider prolonging the infusion time to 2 h and
use of an antihistamine prior to administration of the loading
dose.) (C-III).

62. Trough vancomycin concentrations are the most accurate
and practical method to guide vancomycin dosing (B-II).
Serum trough concentrations should be obtained at steady
state conditions, prior to the fourth or fifth dose. Monitoring
of peak vancomycin concentrations is not recommended
(B-1I).

63. For serious infections, such as bacteremia, infective
endocarditis, osteomyelitis, meningitis, pneumonia, and severe
SSTI (eg, necrotizing fasciitis) due to MRSA, vancomycin trough
concentrations of 15-20 pg/mL are recommended (B-II).

64. For most patients with SSTI who have normal renal
function and are not obese, traditional doses of 1 g every 12 h
are adequate and trough monitoring is not required (B-II).

65. Trough vancomycin monitoring is recommended for
serious infections and patients who are morbidly obese, have
renal dysfunction (including those receiving dialysis), or have
fluctuating volumes of distribution (A-II).

66. Continuous infusion vancomycin regimens are not
recommended (A-II).

Pediatric considerations

67. Data are limited to guide vancomycin dosing in children.
IV vancomycin 15 mg/kg/dose every 6 h is recommended in
children with serious or invasive disease (B-III).

68. The efficacy and safety of targeting trough concentrations
of 15-20 pg/mL in children requires additional study
but should be considered in those with serious infections,
such as bacteremia, infective endocarditis, osteomyelitis,
meningitis, pneumonia, and severe SSTI (ie, necrotizing
fasciitis) (B-III).

Evidence Summary

Vancomycin doses of 15-20 mg/kg/day every 8-12 h are rec-
ommended for adult patients on the basis of actual body weight
and are adjusted for the patient’s estimated creatinine clearance,
not to exceed 2 g per dose. Weight-based dosing is particularly
important in obese patients, who are likely to be underdosed
when conventional dosing strategies of 1 g every 12 h are used.
Some experts suggest vancomycin loading doses for serious
suspected or documented MRSA infections (sepsis, meningitis,
pneumonia, or endocarditis) to enable early achievement of
target trough concentrations, although clinical data are lacking
[298, 299]. A vancomycin loading dose of 25 mg/kg was found
to be safe in a small study [300]. Because of the lack of a clear
benefit over intermittent dosing, and because time >MIC is not
the primary predictor of efficacy [301-303], continuous in-
fusion vancomycin is not recommended.

The pharmacodynamic parameter that best predicts efficacy
of vancomycin is the ratio of the area under the curve (AUC) to
the MIC (AUC/MIC) [304-306]. A single study involving pa-
tients with S. aureus lower respiratory tract infections reported
that an AUC/MIC =400, compared with an AUC/MIC <400,
was associated with improved clinical response and microbio-
logic eradication [307]. In a study involving patients with MRSA
health care-associated pneumonia, mean trough vancomycin
levels of 9.4 ng/mL and 20.4 pg/mL correlated with a mean AUC
(£ standard deviation) of 318 * 111 ug-h/mL and 418 * 152
pg-h/mL, respectively, although no association between trough
concentrations and clinical response was observed [308]. Ad-
ditional studies are needed to verify the target AUC/MIC =400
but, on the basis of currently available data, vancomycin trough
concentrations of 15-20 pg/mL are needed to achieve this target
if the MIC of the organism is <1 pg/mL. The probability of
achieving target AUC/MIC of >400 is 100% for vancomycin
MIC of 0.5 pg/mL and 0% for MIC value of 2 pg/mL even if
aggressive dosing strategies are used [298]. In patients with
normal renal function, up to 3—4 g/day of vancomycin may be
required to attain target AUC/MIC.

Measuring trough serum concentrations, which are predictive
of AUC/MIGC, is the most practical means of monitoring van-
comycin. Vancomycin trough concentrations <10 pug/mL have
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been associated with treatment failures, perhaps attributable to
variable penetration into tissue compartments and selection of
vancomycin-heteroresistant S. aureus (hVISA) [309]. Clinical
data to support higher target troughs are limited. A trough =15
pg/mL has not clearly been associated with improved outcomes
[310] [311], duration of bacteremia, or mortality [308, 312].
However, to optimize vancomycin pharmacodynamics, improve
tissue penetration, and minimize selection of resistant strains,
the Panel suggests targeting higher trough concentrations
for serious infections due to MRSA. For less serious infections,
including most SSTIs, traditional dosing in the adult
patient with normal renal function and weight is likely to be
adequate on the basis of excellent clinical response rates
without a more aggressive dosing strategy [50, 136, 138,
313, 314]. Higher vancomycin doses and trough concentrations
may be associated with increased nephrotoxicity [263, 311,
315, 316] and high-frequency hearing loss in older patients
[317]. Such investigations are limited by small sample
sizes, retrospective design, and co-administration of other
nephrotoxic agents. Clearly, additional prospective studies are
needed, particularly because higher dosing strategies are
implemented.

There are limited data to guide vancomycin dosing in chil-
dren with MRSA. Pharmacodynamic data suggest that higher
dosages (60 mg/kg/day) are required to achieve AUC/MIC >400
for isolates with a vancomycin MIC <1 pg/mL [318], but
additional research is needed. A loading dose of 20-25 mg/kg
may be considered in seriously ill children. The efficacy
and safety of targeting trough concentrations of 15-20 pg/mL
for invasive infections in children have not been studied
but should be considered in serious infections, such as bacter-
emia, endocarditis, osteomyelitis, meningitis, pneumonia, and
severe SSTI (ie, necrotizing fasciitis). Vancomycin nephrotoxi-
city is more common with concomitant aminoglycoside use
[319].

IX. How should results of vancomycin susceptibility testing be
used to guide therapy?

69. For isolates with a vancomycin MIC <2 (eg, susceptible
according to CLSI breakpoints), the patient’s clinical response
should determine the continued use of vancomycin, indepen-
dent of the MIC (A-III).

i. If the patient has had a clinical and microbiologic response
to vancomycin, then it may be continued with close follow-up

ii. If the patient has not had a clinical or microbiologic
response to vancomycin despite adequate debridement and
removal of other foci of infection, an alternative to vancomycin
is recommended regardless of MIC.

70. For isolates with a vancomycin MIC >2 pg/mL (eg, VISA
or VRSA), an alternative to vancomycin should be used (A-III).

Evidence Summary

The emergence of hVISA, VISA and VRSA poses an additional
challenge to use of this drug. Although these strains are relatively
uncommon, they are associated with vancomycin treatment
failures and poor outcomes [235, 309, 320, 321]. As a result,
MIC breakpoints were lowered by the CLSI in 2006 from <4 pg/
mL to <2 pg/mL for susceptible strains, with MICs of 4-8 g/
mL and =16 pg/mL now indicating intermediate and resistant
strains, respectively. Detection of these strains—in particular,
hVISA, in which a small, resistant subpopulation of cells is
present—remains a limitation of susceptibility testing methods
[322-324]. The current “gold standard” for hVISA detection is
population analysis profile (PAP) divided by the AUC; however,
this method is labor-intensive and impractical for the clinical
laboratory [325, 326]. Several less laborious tests, including the
macrodilution Etest, Etest glycopeptide resistance detection, and
Mueller-Hinton agar with 5 mg/L teicoplanin, are more sensitive
and specific for hVISA detection than are other methods [322,
327-329], although the optimal assay most predictive of out-
comes is unclear. Given current limitations, testing for hVISA is
not routinely recommended. For patients with an isolate with
a vancomycin MIC of 2 pg/mL, particularly those patients with
limited or no clinical response to vancomycin therapy, an al-
ternate method, such as Etest, should be performed to improve
detection of VISA [330].

In recent years, several centers have observed an “MIC creep”
among MRSA isolates characterized as susceptible by CLSI cri-
teria [331, 332], with the principle concern being the gradual loss
of vancomycin activity, because clinical failures appear to be
more common among those with MIC values of 2 ug/mL than
among those with MIC values <2 pg/mL [95, 310, 311, 333, 334].
To date, no alternate regimens have been clearly shown to result
in better clinical outcomes in those patients with isolates with
vancomycin MICs of 2 pg/mL. In addition, data regarding
the presence or absence of “MIC creep” is conflicting and has
not been confirmed by other groups [335-338]. In a large
multicenter study, the frequency of MRSA isolates with an MIC
>1 pg/mL as determined by reference broth microdilution
ranged from 1.6%-3.7% and was primarily attributable to clonal
dissemination of a USA100 strain with reduced susceptibility to
vancomycin [338].

Interpretation of these data is further complicated by limi-
tations in currently available susceptibility testing methods and
the considerable variability in MIC results, depending on the
method used. One challenge is that acceptable variability for
MIC methods is = 1 doubling dilution [339], which makes it
difficult to distinguish between an MIC of 1 versus 2 pg/mL.
Etest, MicroScan, and BD-Phoenix report MIC values that are
higher than those reported by reference broth microdilution,
overcalling susceptible strains as intermediate in some cases,

whereas the Sensititre and Vitek 2 systems tend to undercall
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resistance [330]. In one study, up to 98% of MICs were reported
as 1.5 or 2 pg/mL by Etest, but when CLSI broth dilution
method was used, only 3% of isolates were found to have
a vancomycin MIC of 2 pg/mL [340]. Because Etest and other
methods have a tendency to report MIC results that are higher
than those reported by reference broth microdilution, it is un-
known whether the “MIC creep” represents a true phenome-
non, whether it is a technical artifact that depends on the test
method used, or whether it applies to a few institutions as a re-
sult of clonal spread. The existence or extent of “MIC creep” for
pediatric MRSA isolates is not well characterized. In one
children’s hospital, an increase in the vancomycin MIC for S.
aureus isolates was observed with Etest but not with broth mi-
crodilution testing [341]. Because current susceptibility testing
methods are unable to reliably distinguish MICs of 1 pg/mL
from MICs of 2 pg/mL, the Panel recommends evaluation of the
patient’s clinical and microbiologic response along with MIC
results when making decisions regarding therapy.

X. What is the management of persistent MRSA bacteremia and
vancomycin treatment failures in adult patients?

71. A search for and removal of other foci of infection,
drainage or surgical debridement is recommended (A-III).

72. High-dose daptomycin (10 mg/kg/ day), if the isolate is
susceptible, in combination with another agent (e.g. gentami-
cin 1 mg/kg IV every 8 h, rifampin 600 mg PO/IV daily or
300-450 mg PO/IV twice daily, linezolid 600 mg PO/IV BID,
TMP-SMX 5 mg/kg IV twice daily, or a beta-lactam antibiotic)
should be considered (B-III).

73. If reduced susceptibility to vancomycin and daptomycin are
present, options may include the following: quinupristin-
dalfopristin 7.5 mg/kg/dose IV every 8 h, TMP-SMX 5 mg/kg/
dose IV twice daily, linezolid 600 mg PO/IV twice daily, or
telavancin 10 mg/kg/dose IV once daily (C-III). These options
may be given as a single agent or in combination with other
antibiotics.

Evidence Summary

Clinical or microbiological failures occur in a substantial pro-
portion of invasive MRSA infections treated with vancomycin.
Persistent bacteremia and relapse are common among patients
with infective endocarditis [171] and account for 17% of the
vancomycin failures in a randomized trial [49]. Persistent bac-
teremia is associated with worse clinical outcomes [171, 342].
Vancomycin treatment failures have been attributed to the
drug’s slow bactericidal activity, emergence of strains with re-
duced susceptibility to vancomycin, possible enhanced virulence
of CA-MRSA, and inadequate debridement or retained pros-
thetic device. Yet, at this time, no alternative agent or regimen

has proven to be superior to vancomycin in achieving clinical

cure or sterilizing blood cultures, which poses a challenge to the
management of such infections.

The point at which the patient should be considered to have
experienced treatment failure and alternative therapy sought is
a complex issue. Because the median time to clearance of MRSA
bacteremia is 7-9 days [49, 172], most experts agree that per-
sistent bacteremia at or around day 7 of therapy should prompt
an assessment to determine whether a change in therapy is in-
dicated. Several factors should be considered, including the
following: (1) the patient’s overall clinical response; (2) vanco-
mycin trough serum concentrations; (3) results of susceptibility
testing; and (4) the presence of and ability to remove other foci
of infection. The decision to modify therapy and the time frame
at which this occurs may vary depending on the clinical scenario.
Although modification of therapy should generally be consid-
ered if the patient is persistently bacteremic after 1 week of
vancomycin therapy, the threshold to change therapy may be
earlier if the patient’s clinical condition is worsening despite
adequate debridement and removal of other foci of infection or
if the vancomycin MIC is 2 pg/mL, particularly in septic or
critically ill patients. On the other hand, no immediate change in
therapy may be indicated if the patient is clinically responding
and the vancomycin MIC is <2 pg/mL; in many cases, the
bloodstream will clear with continued vancomycin therapy.

In general, when constructing an alternate regimen in the
setting of vancomycin treatment failure in adult patients, the
Panel recommends a change in therapy rather than the addition
of other agents (eg, rifampin and gentamicin) to vancomycin.
Among the possible choices, daptomycin has the most rapidly
bactericidal activity [343, 344], although the use of daptomycin
to treat patients who have not responded to vancomycin re-
quires special consideration. Isolates with vancomycin MICs =2
pg/mL may have daptomycin MICs in the nonsusceptible range
(>1 pg/mL) and in vitro exposure to vancomycin may select for
higher daptomycin MICs [47, 48, 179, 345-347]. Persistent
bacteremia and clinical failures with daptomycin have been as-
sociated with daptomycin MICs >1 pg/mL [49, 348]. The 10-
mg/kg dose, which appears to be safe [178], is reccommended on
the basis of limited in vitro evidence that suggests that higher
doses may suppress the emergence of resistance [179-181] and
some clinical data that indicates the potential efficacy of dap-
tomycin at 10 mg/kg/day in clearing complicated MRSA bac-
teremia due to strains with a daptomycin MIC of 2 ng/mL [349].
Although there are no clinical data, and although additional
study is needed, some experts suggest the use of daptomycin in
combination with another agent, such as gentamicin adminis-
tered at a dosage of 1 mg/kg every 8 h, rifampin, or both drugs if
the strain is susceptible to both [96, 181, 350, 351]. Synergy has
been described in vitro and in animal models between dapto-
mycin and gentamicin [96, 181, 350-352], daptomycin and ri-
fampin [351, 353], and among all 3 drugs [351], although one
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study suggests that the combination of daptomycin and rifam-
pin may be antagonistic [354]. Once-daily gentamicin at 5 mg/
kg may be an alternative to traditional dosing and has a lower
risk of nephrotoxicity [355].

There are even less data to guide the management of patients
with isolates that are nonsusceptible to both vancomycin and
daptomycin and who are experiencing failure of therapy [324].
Quinupristin-dalfopristin has been used successfully as salvage
therapy in patients with vancomycin treatment failure [65], al-
though response rates were lower for patients with endocarditis
and bacteremia of unknown source [64]. TMP-SMX is bacte-
ricidal in vitro, it but was inferior to vancomycin for the treat-
ment of S. aureus infections, although all treatment failures
occurred among those with MSSA infection, whereas all patients
with MRSA infection were cured [90]. Thymidine release from
damaged host cells and bacteria may limit the efficacy of folate
antagonists, so caution should be exercised when using TMP-
SMX for the treatment of serious S. aureus infections [356].
Some experts suggest the addition of gentamicin or rifampin if
TMP-SMX is used in salvage therapy. The combination of
daptomycin and trimethoprim-sulfamethoxazole had rapid
bactericidal activity compared to daptomycin alone for a dap-
tomycin non-susceptible strain in an in vitro study [371].
Linezolid has been used with some success in several series either
alone or in combination with other agents (eg, rifampin, fusidic
acid, gentamicin, amikacin, and carbapenem), but outcomes for
patients with left-sided endocarditis have been poor [235, 357—
360]. Of note, rifampin may decrease linezolid levels when given
in combination via an unclear mechanism [361-363]. There is
one case report of persistent MRSA bacteremia in a patient with
tricuspid valve endocarditis that was successfully treated with
telavancin [364]. The combination of vancomycin plus a B-
lactam has been shown to be synergistic in vitro and in vivo for
VISA and VRSA [365, 366], although additional clinical studies
are needed. More recently, similar observations have been seen
with daptomycin in combination with a B-lactam for treatment
of infection due to daptomycin nonsusceptible strains [367].
Hopefully, newer compounds that are under development for
the treatment of MRSA infections will provide more effective
alternatives in the future.

Data are insufficient to guide the management of persistent
MRSA bacteremia in children, and the decision regarding use of
alternate or combination therapy should be individualized.

XI. What is the management of MRSA infections in neonates?
Neonatal pustulosis

74. For mild cases with localized disease, topical treatment
with mupirocin may be adequate in full-term neonates and
young infants (A-III).

75. For localized disease in a premature or very low-
birthweight infant or more-extensive disease involving multiple

sites in full-term infants, IV vancomycin or clindamycin is
recommended, at least initially, until bacteremia is excluded
(A-II).

Neonatal MRSA sepsis

76. IV vancomycin is recommended, dosing as outlined in
the Red Book (A-II).

77. Clindamycin and linezolid are alternatives for non-
endovascular infections (B-II).

Evidence Summary

For neonates with localized pustulosis, clinical experience sug-
gests that topical mupirocin alone may be effective, although
parenteral antibiotic therapy is recommended for more-exten-
sive disease. Lumbar puncture is not necessary in a full-term
infant <30 days of age with localized pustulosis with no signs or
symptoms of sepsis [368]. Vancomycin is the primary treatment
for serious MRSA infections in the neonatal period. There are
limited data on the potential benefit of combination therapy
with rifampin, gentamicin, or daptomycin in neonatal staphy-
lococcal sepsis [184, 369]; the decision to use combination
therapy should be individualized. Experience with clindamycin
and linezolid for serious neonatal MRSA infections is limited,
but these drugs may be considered for treatment of patients with
susceptible isolates who have nonendovascular infections [29,
370]. TMP-SMX is not recommended during the immediate
neonatal period because of increased risk of kernicterus.

RESEARCH GAPS

The initial step in developing a rational clinical research agenda
is the identification of gaps in information. The process of
guideline development, as practiced by the IDSA, serves as
a natural means by which such gaps are identified. Thus, the
guidelines identify important clinical questions and identify the
quality of evidence supporting those recommendations. Clinical
questions identified by guideline authors and members of the
IDSA Research Committee that could inform a MRSA research
agenda are included below.

Bacteremia and Endocarditis

What is the role of echocardiography, and does it improve
outcome? Should it be performed routinely in all patients with
S. aureus bacteremia or only in certain subsets? Should the
preferred modality be TEE or is a transthoracic examination
sufficient in certain cases?

How extensive should the work-up be to identify occult foci
of metastatic infection? Is a symptoms-and-signs based ap-
proach sufficient, or is there a minimal panel of studies that
should be performed?

What is the optimal initial therapy? Should vancomycin
be the first drug of choice for empirical therapy? Should the
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patient also receive a B-lactam antibiotic to cover for methicil-
lin-susceptible strains pending susceptibility test data?

What is the optimal therapy once susceptibility test results
are available? 'What is the optimal therapy for patients with
metastatic foci of infection? Is there any role for combination
therapy?

What regimens should be used in treating persistent or
relapsing infection? What duration of persisting bacteremia
signals a need for a change in antibiotic therapy? What alter-
native antibiotic regimens should be used? What is the role of
combination therapy? What susceptibility test methods and
breakpoint best predict treatment failure, particularly for van-
comycin? Should strains with a vancomycin MIC of 2 pg/mL
be considered to be nonsusceptible, and if so, what test should
be used to determine MIC? Does infection by so-called hVISA
strains predict treatment failure, and if so, what are the optimal
tests for detecting these strains?

What is the optimal duration of therapy? Is rapid clear-
ance of bacteremia an indicator that an abbreviated course of
antibiotic therapy is sufficient? Are there subsets of patients for
whom shorter courses of therapy (ie, less than the generally
accepted minimum of 14 days) would be effective? What is
the role of biological markers (eg, C-reactive protein or pro-
calcitonin) in determining duration of therapy? What is the
optimal duration of therapy for patients with metastatic foci of
infection?

Osteomyelitis

What is the optimal therapy? What is the importance of
bactericidal therapy and antimicrobial bone penetration in the
management of osteomeylitis? What is the efficacy of oral versus
parenteral therapy? Is oral step-down therapy an alternative to
prolonged parenteral therapy? Is there any benefit of targeting
higher vancomycin troughs in osteomyelitis? What are alter-
natives to vancomycin for the management of osteomyelitis
caused by MRSA strains with elevated vancomycin MICs? What
is the role of rifampin combination therapy? Does early surgical

intervention improve outcome?

What is the optimal management of hardware-associated
infections?

What is the optimal duration of therapy? How best should
laboratory markers of inflammation (ESR and CRP level) be
used to guide therapy?

SSTI

What is the optimal management of nonpurulent cellulitis?
What is the microbiology of nonpurulent cellulitis (eg, cellulitis
with no purulent drainage or exudate and no associated abscess)
in the era of CA-MRSA? Is initial empirical coverage for MRSA
necessary?

What is the optimal management of abscesses? Is there any
additional benefit of antibiotics, particularly with regard to
impact on recurrent infections and household transmission?

What is optimal management for recurrent SSTIs? What
is the pathogenesis of recurrent SSTIs? What is the nature of the
interplay between the pathogen, host colonization, and the en-
vironment? Is decolonization effective in preventing recurrent
SSTI? If so, what are the appropriate regimens? What specific
environmental hygiene measures should be taken to prevent
recurrent SSTT and household transmission?

PERFORMANCE MEASURES

1. The management of all MRSA infections should include
identification, elimination and/or debridement of the primary
source and other sites of infection when possible (eg, drainage
of abscesses, removal of central venous catheters, and de-
bridement of osteomyelitis).

2. In patients with MRSA bacteremia, follow-up blood
cultures 2—4 days after initial positive cultures and as needed
thereafter are recommended to document clearance of
bacteremia.

3. To optimize serum trough concentrations in adult
patients, vancomycin should be dosed according to actual
body weight (15-20 mg/kg/dose every 8—12 h), not to exceed 2
g per dose. Trough monitoring is recommended to achieve
target concentrations of 15-20 pg/mL in patients with serious
MRSA infections and to ensure target concentrations in those
who are morbidly obese, have renal dysfunction, or have
fluctuating volumes of distribution. The efficacy and safety of
targeting higher trough concentrations in children requires
additional study but should be considered in those with severe
sepsis or persistent bacteremia.

4. When an alternative to vancomycin is being considered for
use, in vitro susceptibility should be confirmed and docu-
mented in the medical record.

5. For MSSA infections, a -lactam antibiotic is the drug of
choice in the absence of allergy.

Acknowledgments

The Expert Panel wishes to express its gratitude to Drs. Gordon Archer,
Frank Lowy, and Brad Spellberg for their thoughtful reviews of earlier drafts
of the guideline. The Expert Panel also recognizes the following for their
important contributions in identifying critical gaps where funding of re-
search is needed to advance clinical treatment and care: William Burman,
David M. Margolis, and Louis B. Rice (IDSA Research Committee), Stanley
C. Deresinski (IDSA SPGC), and Padma Natarajan (IDSA staff). The
findings and conclusions of this report are those of the authors and do not
necessarily represent the official position of the Centers for Disease Control
and Prevention.

It is important to realize that guidelines cannot always account for
individual variation among patients. They are not intended to supplant
physician judgment with respect to particular patients or special clinical
situations. The IDSA considers adherence to these guidelines to be vol-
untary, with the ultimate determination regarding their application to be

MRSA Treatment Guidelines ® CID 2011:52 (1 February) e e45

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



made by the physician in the light of each patient’s individual circum-
stances.

Financial support. IDSA.

Potential conflicts of interest. H.F.C. has received honoraria and re-
search grants and has served as a consultant to Cubist, Ortho-McNeil,
Pfizer, Theravance, and Targanta. S.E. C. has received honoraria from
Forest and RibX, has served as a consultant for Merck and has received
research support from Astellas, Cubist and AdvanDx. R.D. has received
research funding from Pfizer, Clorox, Sanofi Pasteur, Sage, and GeneOhm.
S.L.K. has received grant funding from Pfizer, has served as MRSA Lead-
ership Advisor to Pfizer, and is participating in a pediatric daptomycin
study. A\W.K. has received honoraria and grants from Cubist Pharma-
ceuticals, Merck, Wyeth, and Pfizer and has served as a consultant for
Cubist Pharmaceuticals, Theravance, Astellas, Pfizer, Merck, and Ortho-
McNeil and has owned stock from Cubist Pharmaceutical, Pfizer, and
Johnson and Johnson. D.P.L. has received research support from Cubist,
Johnson & Johnson, and Theravance and has served as a speaker for Cubist.
B.E.M. has served as a consultant and received research support from
Johnson & Johnson, Astellas, Pfizer, Cubist, Theravance, Targanta, Sanofi-
Aventis, Vicuron Pharmaceuticals, and Wyeth-Ayerst. M.R. has received
grants and or has served as a consultant speaker for the Pfizer, Cubist,
Theravance/Astellas, Targanta, and Johnson & Johnson. D.A.T. has served
on the advisory board to Pfizer, Ortho-McNeil, Astellas, Schering-Plough,
and Replidyne. All other authors: no conflicts.

References

1. Calfee DP, Salgado CD, Classen D, et al Strategies to prevent trans-
mission of methicillin-resistant Staphylococcus aureus in acute care
hospitals. Infect Control Hosp Epidemiol 2008; 29(Suppl 1):562-S80.

2. Anderson DJ, Kaye KS, Classen D, et al Strategies to prevent surgical
site infections in acute care hospitals. Infect Control Hosp Epidemiol
2008; 29(Suppl 1):851-S61.

3. Rybak M, Lomaestro B, Rotschafer JC, et al Therapeutic monitoring
of vancomycin in adult patients: a consensus review of the American
Society of Health-System Pharmacists, the Infectious Diseases Society
of America, and the Society of Infectious Diseases Pharmacists. Am J
Health Syst Pharm 2009; 66:82-98.

4. Rybak M]J, Lomaestro BM, Rotschafer JC, et al Vancomycin thera-
peutic guidelines: a summary of consensus recommendations from
the Infectious Diseases Society of America, the American Society of
Health-System Pharmacists, and the Society of Infectious Diseases
Pharmacists. Clin Infect Dis 2009; 49:325-7.

5. Klevens RM, Morrison MA, Nadle J, et al Invasive methicillin-re-
sistant Staphylococcus aureus infections in the United States. JAMA
2007; 298:1763-71.

6. Herold BC, Immergluck LC, Maranan MC, et al Community-ac-
quired methicillin-resistant Staphylococcus aureus in children with no
identified predisposing risk. JAMA 1998; 279:593-8.

7. Liu C, Graber CJ, Karr M, et al A population-based study of the
incidence and molecular epidemiology of methicillin-resistant
Staphylococcus aureus disease in San Francisco, 2004—2005. Clin Infect
Dis 2008; 46:1637—46.

8. D’Agata EM, Webb GF, Horn MA, et al Modeling the invasion of
community-acquired methicillin-resistant Staphylococcus aureus into
hospitals. Clin Infect Dis 2009; 48:274—84.

9. Purcell K, Fergie J, Peterson MD. Economic impact of the commu-
nity-acquired methicillin-resistant Staphylococcus aureus epidemic on
the Driscoll Children’s Health Plan. Pediatr Infect Dis ] 2006;
25:178-80.

10. Noskin GA, Rubin R]J, Schentag J], et al The burden of Staphylococcus
aureus infections on hospitals in the United States: an analysis of the
2000 and 2001 Nationwide Inpatient Sample Database. Arch Intern
Med 2005; 165:1756-61.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

Moran GJ, Krishnadasan A, Gorwitz R]J, et al Methicillin-resistant S.
aureus infections among patients in the emergency department. N
Engl ] Med 2006; 355:666—74.

Lee TC, Carrick MM, Scott BG, et al Incidence and clinical charac-
teristics of methicillin-resistant Staphylococcus aureus necrotizing
fasciitis in a large urban hospital. Am J Surg 2007; 194:809-12;
discussion, 12—13.

Pannaraj PS, Hulten KG, Gonzalez BE, et al Infective pyomyositis and
myositis in children in the era of community-acquired, methicillin-
resistant Staphylococcus aureus infection. Clin Infect Dis 2006; 43:953—60.
Miller LG, Perdreau-Remington F, Rieg G, et al Necrotizing fasciitis
caused by community-associated methicillin-resistant Staphylococcus
aureus in Los Angeles. N Engl ] Med 2005; 352:1445-53.

Wright CT, Stocks RM, Armstrong DL, et al Pediatric mediastinitis as
a complication of methicillin-resistant Staphylococcus aureus retro-
pharyngeal abscess. Arch Otolaryngol Head Neck Surg 2008;
134:408-13.

Gonzalez BE, Teruya J, Mahoney DH Jr., et al Venous thrombosis
associated with staphylococcal osteomyelitis in children. Pediatrics
2006; 117:1673-9.

Francis JS, Doherty MC, Lopatin U, et al Severe community-onset
pneumonia in healthy adults caused by methicillin-resistant Staphy-
lococcus aureus carrying the Panton-Valentine leukocidin genes. Clin
Infect Dis 2005; 40:100—7.

Hageman JC, Uyeki TM, Francis JS, et al Severe community-acquired
pneumonia due to Staphylococcus aureus, 2003-04 influenza season.
Emerg Infect Dis 2006; 12:894-9.

Centers for Disease Control and Prevention. Severe methicillin-re-
sistant Staphylococcus aureus community-acquired pneumonia asso-
ciated with influenza-Louisiana Georgia, December 2006-January
2007. MMWR Morb Mortal Wkly Rep 2007; 56:325-9.

Gonzalez BE, Hulten KG, Dishop MK, et al Pulmonary manifestations
in children with invasive community-acquired Staphylococcus aureus
infection. Clin Infect Dis 2005; 41:583-90.

Finelli L, Fiore A, Dhara R, et al Influenza-associated pediatric mor-
tality in the United States: increase of Staphylococcus aureus co-
infection. Pediatrics 2008; 122:805-11.

Arnold SR, Elias D, Buckingham SC, et al Changing patterns of acute
hematogenous osteomyelitis and septic arthritis: emergence of com-
munity-associated methicillin-resistant Staphylococcus aureus. ] Pe-
diatr Orthop 2006; 26:703-8.

Crary SE, Buchanan GR, Drake CE, et al Venous thrombosis and
thromboembolism in children with osteomyelitis. ] Pediatr 2006;
149:537-41.

Rutar T, Chambers HF, Crawford JB, et al Ophthalmic manifestations
of infections caused by the USA300 clone of community-associated
methicillin-resistant  Staphylococcus aureus. Ophthalmology 2006;
113:1455-62.

Kravitz GR, Dries DJ, Peterson ML, et al Purpura fulminans due to
Staphylococcus aureus. Clin Infect Dis 2005; 40:941-7.

Adem PV, Montgomery CP, Husain AN, et al Staphylococcus aureus
sepsis and the Waterhouse-Friderichsen syndrome in children. N Engl
] Med 2005; 353:1245-51.

Field MJ, Lohr KN. Institute of Medicine Committee to Advise the
Public Health Service on clinical practice guidelines, clinical practice
guidelines: directions for a new program. Washington, DC: National
Academy Press, 1990; 52-77.

Canadian Task Force on the Periodic Health Examination. The
periodic health examination. Can Med Assoc J 1979; 121:1193-254.
Martinez-Aguilar G, Hammerman WA, Mason EO Jr., et al Clindamycin
treatment of invasive infections caused by community-acquired, meth-
icillin-resistant and methicillin-susceptible Staphylococcus aureus in
children. Pediatr Infect Dis ] 2003; 22:593-8.

Frank AL, Marcinak JF, Mangat PD, et al Clindamycin treatment of
methicillin-resistant Staphylococcus aureus infections in children. Pe-
diatr Infect Dis ] 2002; 21:530—4.

e46 o CID 2011:52 (1 February) e Liu et al

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

41.

42.

43.

44,

45.

46.

47.

48.

49.

50.

51.

Marcinak JF, Frank AL. Treatment of community-acquired methi-
cillin-resistant Staphylococcus aureus in children. Curr Opin Infect Dis
2003; 16:265-9.

Nicholas P, Meyers BR, Levy RN, et al Concentration of clindamycin
in human bone. Antimicrob Agents Chemother 1975; 8:220-1.
Joiner KA, Lowe BR, Dzink JL, et al Antibiotic levels in infected
and sterile subcutaneous abscesses in mice. ] Infect Dis 1981; 143:487—-94.
Panzer JD, Brown DC, Epstein WL, et al Clindamycin levels in various
body tissues and fluids. J Clin Pharmacol New Drugs 1972; 12:259-62.
Tsuji BT, Rybak M]J, Cheung CM, et al Community- and health care-
associated methicillin-resistant Staphylococcus aureus: a comparison
of molecular epidemiology and antimicrobial activities of various
agents. Diagn Microbiol Infect Dis 2007; 58:41-7.

Hulten KG, Kaplan SL, Gonzalez BE, et al Three-year surveillance of
community onset health care-associated Staphylococcus aureus in-
fections in children. Pediatr Infect Dis ] 2006; 25:349—53.
Chavez-Bueno S, Bozdogan B, Katz K, et al Inducible clindamycin
resistance and molecular epidemiologic trends of pediatric commu-
nity-acquired methicillin-resistant Staphylococcus aureus in Dallas,
Texas. Antimicrob Agents Chemother 2005; 49:2283-8.

Lewis JS 2nd, Jorgensen JH. Inducible clindamycin resistance in
Staphylococci: should clinicians microbiologists be concerned? Clin
Infect Dis 2005; 40:280-5.

Raveh D, Rabinowitz B, Breuer GS, et al Risk factors for Clostridium
difficile toxin-positive nosocomial diarrhoea. Int ] Antimicrob Agents
2006; 28:231-7.

Steele RW, Russo TM, Thomas MP. Adherence issues related to the
selection of antistaphylococcal or antifungal antibiotic suspensions
for children. Clin Pediatr (Phila) 2006; 45:245-50.

Nahum GG, Uhl K, Kennedy DL. Antibiotic use in pregnancy and
lactation: what is and is not known about teratogenic and toxic risks.
Obstet Gynecol 2006; 107:1120-38.

Marty FM, Yeh WW, Wennersten CB, et al Emergence of a clinical
daptomycin-resistant Staphylococcus aureus isolate during treatment
of methicillin-resistant Staphylococcus aureus bacteremia and osteo-
myelitis. J Clin Microbiol 2006; 44:595-7.

Vikram HR, Havill NL, Koeth LM, et al Clinical progression of
methicillin-resistant Staphylococcus aureus vertebral osteomyelitis as-
sociated with reduced susceptibility to daptomycin. J Clin Microbiol
2005; 43:5384-7.

Hayden MK, Rezai K, Hayes RA, et al Development of daptomycin
resistance in vivo in methicillin-resistant Staphylococcus aureus. J Clin
Microbiol 2005; 43:5285-7.

Boucher HW, Sakoulas G. Perspectives on daptomycin resistance,
with emphasis on resistance in Staphylococcus aureus. Clin Infect Dis
2007; 45:601-8.

Friedman L, Alder JD, Silverman JA. Genetic changes that correlate
with reduced susceptibility to daptomycin in Staphylococcus aureus.
Antimicrob Agents Chemother 2006; 50:2137-45.

Sakoulas G, Alder J, Thauvin-Eliopoulos C, et al Induction of dapto-
mycin heterogeneous susceptibility in Staphylococcus aureus by expo-
sure to vancomycin. Antimicrob Agents Chemother 2006; 50:1581-5.
Patel JB, Jevitt LA, Hageman J, et al An association between
reduced susceptibility to daptomycin and reduced susceptibility
to vancomycin in Staphylococcus aureus. Clin Infect Dis 2006;
42:1652-3.

Fowler VG Jr., Boucher HW, Corey GR, et al Daptomycin versus
standard therapy for bacteremia and endocarditis caused by Staphy-
lococcus aureus. N Engl ] Med 2006; 355:653—65.

Arbeit RD, Maki D, Tally FP, et al The safety and efficacy of dapto-
mycin for the treatment of complicated skin and skin-structure in-
fections. Clin Infect Dis 2004; 38:1673-81.

Miller BA, Gray A, Leblanc TW, et al Acute eosinophilic pneumonia
secondary to daptomycin: a report of three cases. Clin Infect Dis 2010;
50:e63-8.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

72.

Abdel-Rahman SM, Benziger DP, Jacobs RF, et al Single-dose phar-
macokinetics of daptomycin in children with suspected or proved
gram-positive infections. Pediatr Infect Dis ] 2008; 27:330—4.

Howe RA, Wootton M, Noel AR, et al Activity of AZD2563, a novel
oxazolidinone, against Staphylococcus aureus strains with reduced
susceptibility to vancomycin or linezolid. Antimicrob Agents Che-
mother 2003; 47:3651-2.

Wootton M, Howe RA, Walsh TR, et al In vitro activity of 21 anti-
microbials against vancomycin-resistant Staphylococcus  aureus
(VRSA) and heteroVRSA (hVRSA). J Antimicrob Chemother 2002;
50:760-1.

Bozdogan B, Esel D, Whitener C, et al Antibacterial susceptibility
of a vancomycin-resistant Staphylococcus aureus strain isolated at
the Hershey Medical Center. J Antimicrob Chemother 2003;
52:864-8.

Sanchez Garcia M, De la Torre MA, Morales G, et al Clinical outbreak
of linezolid-resistant Staphylococcus aureus in an intensive care unit.
JAMA 2010; 303:2260—4.

Pillai SK, Sakoulas G, Wennersten C, et al Linezolid resistance in
Staphylococcus aureus: characterization and stability of resistant phe-
notype. J Infect Dis 2002; 186:1603-7.

Arias CA, Vallejo M, Reyes ], et al Clinical and microbiological aspects
of linezolid resistance mediated by the cfr gene encoding a 23S rRNA
methyltransferase. J Clin Microbiol 2008; 46:892—6.

Toh SM, Xiong L, Arias CA, et al Acquisition of a natural resistance
gene renders a clinical strain of methicillin-resistant Staphylococcus
aureus resistant to the synthetic antibiotic linezolid. Mol Microbiol
2007; 64:1506—-14.

Bressler AM, Zimmer SM, Gilmore JL, et al Peripheral neuropathy
associated with prolonged use of linezolid. Lancet Infect Dis 2004;
4:528-31.

Wigen CL, Goetz MB. Serotonin syndrome and linezolid. Clin Infect
Dis 2002; 34:1651-2.

Meissner HC, Townsend T, Wenman W, et al Hematologic effects of
linezolid in young children. Pediatr Infect Dis ] 2003; 22:5186-92.
Saiman L, Goldfarb J, Kaplan SA, et al Safety and tolerability of
linezolid in children. Pediatr Infect Dis J 2003; 22:5193-200.

Drew RH, Perfect JR, Srinath L, et al for the Synercid Emergency-Use
Study Group; Treatment of methicillin-resistant Staphylococcus aureus
infections with quinupristin-dalfopristin in patients intolerant of or
failing prior therapy. ] Antimicrob Chemother 2000; 46:775-84.
Sander A, Beiderlinden M, Schmid EN, et al Clinical experience with
quinupristin-dalfopristin as rescue treatment of critically ill patients
infected with methicillin-resistant staphylococci. Intensive Care Med
2002; 28:1157-60.

Loeffler AM, Drew RH, Perfect JR, et al Safety and efficacy of
quinupristin/dalfopristin for treatment of invasive gram-positive in-
fections in pediatric patients. Pediatr Infect Dis ] 2002; 21:950-6.
Blaser J, Vergeres P, Widmer AF, et al In vivo verification of in vitro
model of antibiotic treatment of device-related infection. Antimicrob
Agents Chemother 1995; 39:1134-9.

Widmer AF, Frei R, Rajacic Z, et al Correlation between in vivo and in
vitro efficacy of antimicrobial agents against foreign body infections. J
Infect Dis 1990; 162:96—102.

Zimmerli W, Frei R, Widmer AF, et al Microbiological tests to
predict treatment outcome in experimental device-related infections
due to Staphylococcus aureus. ] Antimicrob Chemother 1994;
33:959-67.

Nau R, Prange HW, Menck S, et al Penetration of rifampicin into the
cerebrospinal fluid of adults with uninflamed meninges. J] Antimicrob
Chemother 1992; 29:719-24.

Euba G, Lora-Tamayo J, Murillo O, et al Pilot study of ampicillin-
ceftriaxone combination for treatment of orthopedic infections due to
Enterococcus faecalis. Antimicrob Agents Chemother 2009; 53:4305-10.
Zimmerli W, Widmer AF, Blatter M, et al Role of rifampin for
treatment of orthopedic implant-related staphylococcal infections:

MRSA Treatment Guidelines ® CID 2011:52 (1 February) e e47

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

89.

a randomized controlled trial. Foreign-Body Infection (FBI) Study
Group. JAMA 1998; 279:1537—41.

Norden CW, Bryant R, Palmer D, et al Chronic osteomyelitis caused
by Staphylococcus aureus: controlled clinical trial of nafcillin therapy
and nafcillin-rifampin therapy. South Med J 1986; 79:947-51.
Baddour LM, Wilson WR, Bayer AS, et al Infective endocarditis: di-
agnosis, antimicrobial therapy, management of complications:
a statement for healthcare professionals from the Committee on
Rheumatic Fever, Endocarditis, and Kawasaki Disease, Council on
Cardiovascular Disease in the Young, and the Councils on Clinical
Cardiology, Stroke, and Cardiovascular Surgery and Anesthesia,
American Heart Association: endorsed by the Infectious Diseases
Society of America. Circulation 2005; 111:394—434.

Saravolatz LD, Stein GE, Johnson LB. Telavancin: a novel lip-
oglycopeptide. Clin Infect Dis 2009; 49:1908-14.

Ruhe JJ, Monson T, Bradsher RW, et al Use of long-acting
tetracyclines for methicillin-resistant Staphylococcus aureus infections:
case series and review of the literature. Clin Infect Dis 2005;
40:1429-34.

Tenover FC, McDougal LK, Goering RV, et al Characterization of
a strain of community-associated methicillin-resistant Staphylococcus
aureus widely disseminated in the United States. ] Clin Microbiol
2006; 44:108—-18.

Bismuth R, Zilhao R, Sakamoto H, et al Gene heterogeneity for tet-
racycline resistance in Staphylococcus spp. Antimicrob Agents Che-
mother 1990; 34:1611-4.

Schwartz BS, Graber CJ, Diep BA, et al Doxycycline, not minocycline,
induces its own resistance in multidrug-resistant, community-asso-
ciated methicillin-resistant Staphylococcus aureus clone USA300. Clin
Infect Dis 2009; 48:1483—4.

Rodvold KA, Gotfried MH, Cwik M, et al Serum, tissue and body fluid
concentrations of tigecycline after a single 100 mg dose. ] Antimicrob
Chemother 2006; 58:1221-9.

Fridkin SK, Hageman JC, Morrison M, et al Methicillin-resistant
Staphylococcus aureus disease in three communities. N Engl ] Med
2005; 352:1436—44.

Naimi TS, LeDell KH, Como-Sabetti K, et al Comparison of com-
munity- and health care-associated methicillin-resistant Staphylococ-
cus aureus infection. JAMA 2003; 290:2976—84.

Gorwitz RJ, Jernigan DB, Powers JH, et al Strategies for clinical
management of MRSA in the community: summary of an experts’
meeting covened by the Centers for Disease Control and Prevention,
2006. http://www.cdc.gov/ncidod/dhgp/ar_mrsa_ca.html. Accessed
27 April 2009.

Cenizal MJ, Skiest D, Luber S, et al Prospective randomized trial of
empiric therapy with trimethoprim-sulfamethoxazole or doxycycline
for outpatient skin and soft tissue infections in an area of high
prevalence of methicillin-resistant Staphylococcus aureus. Antimicrob
Agents Chemother 2007; 51:2628-30.

Szumowski JD, Cohen DE, Kanaya F, et al Treatment and outcomes of
infections by methicillin-resistant Staphylococcus aureus at an ambu-
latory clinic. Antimicrob Agents Chemother 2007; 51:423-8.

Euba G, Murillo O, Fernandez-Sabe N, et al Long-term follow-up trial
of oral rifampin-cotrimoxazole combination versus intravenous
cloxacillin in treatment of chronic staphylococcal osteomyelitis. An-
timicrob Agents Chemother 2009; 53:2672—6.

Sanchez C, Matamala A, Salavert M, et al Cotrimoxazole plus ri-
fampicin in the treatment of staphylococcal osteoarticular infection.
Enferm Infecc Microbiol Clin 1997; 15:10-3.

Stein A, Bataille JF, Drancourt M, et al Ambulatory treatment of
multidrug-resistant Staphylococcus-infected orthopedic implants
with high-dose oral co-trimoxazole (trimethoprim-sulfamethox-
azole). Antimicrob Agents Chemother 1998; 42:3086-91.

Adra M, Lawrence KR. Trimethoprim/sulfamethoxazole for treat-
ment of severe Staphylococcus aureus infections. Ann Pharmacother
2004; 38:338—41.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

108.

Markowitz N, Quinn EL, Saravolatz LD. Trimethoprim-sulfame-
thoxazole compared with vancomycin for the treatment of Staphy-
lococcus aureus infection. Ann Intern Med 1992; 117:390-8.

Hyun DY, Mason EO, Forbes A, et al Trimethoprim-sulfamethox-
azole or clindamycin for treatment of community-acquired methi-
cillin-resistant Staphylococcus aureus skin and soft tissue infections.
Pediatr Infect Dis J 2009; 28:57-9.

Antoniou T, Gomes T, Juurlink DN, et al Trimethoprim-sulfame-
thoxazole-induced hyperkalemia in patients receiving inhibitors of
the renin-angiotensin system: a population-based study. Arch Intern
Med 2010; 170:1045-9.

Deresinski S. Counterpoint: vancomycin Staphylococcus aureus—an
antibiotic enters obsolescence. Clin Infect Dis 2007; 44:1543-8.
Kollef MH. Limitations of vancomycin in the management of re-
sistant staphylococcal infections. Clin Infect Dis 2007; 45(Suppl
3):5191-5.

Sakoulas G, Moise-Broder PA, Schentag J, et al Relationship of MIC
and bactericidal activity to efficacy of vancomycin for treatment of
methicillin-resistant Staphylococcus aureus bacteremia. J Clin Micro-
biol 2004; 42:2398-402.

LaPlante KL, Rybak MJ. Impact of high-inoculum Staphylococcus aureus
on the activities of nafcillin, vancomycin, linezolid, and daptomycin,
alone and in combination with gentamicin, in an in vitro pharmaco-
dynamic model. Antimicrob Agents Chemother 2004; 48:4665-72.
Small PM, Chambers HF. Vancomycin for Staphylococcus aureus en-
docarditis in intravenous drug users. Antimicrob Agents Chemother
1990; 34:1227-31.

Stryjewski ME, Szczech LA, Benjamin DK Jr., et al Use of vancomycin
or first-generation cephalosporins for the treatment of hemodialysis-
dependent patients with methicillin-susceptible Staphylococcus aureus
bacteremia. Clin Infect Dis 2007; 44:190—6.

Chang FY, Peacock JE Jr., Musher DM, et al Staphylococcus aureus
bacteremia: recurrence and the impact of antibiotic treatment in
a prospective multicenter study. Medicine (Baltimore) 2003;
82:333-9.

Kim SH, Kim KH, Kim HB, et al Outcome of vancomycin treatment
in patients with methicillin-susceptible Staphylococcus aureus bacter-
emia. Antimicrob Agents Chemother 2008; 52:192-7.

Lodise TP Jr., McKinnon PS, Levine DP, et al Impact of empirical-
therapy selection on outcomes of intravenous drug users with in-
fective endocarditis caused by methicillin-susceptible Staphylococcus
aureus. Antimicrob Agents Chemother 2007; 51:3731-3.

Graziani AL, Lawson LA, Gibson GA, et al Vancomycin concen-
trations in infected and noninfected human bone. Antimicrob Agents
Chemother 1988; 32:1320-2.

Lamer C, de Beco V, Soler P, et al Analysis of vancomycin entry into
pulmonary lining fluid by bronchoalveolar lavage in critically ill pa-
tients. Antimicrob Agents Chemother 1993; 37:281-6.

Cooper GL. Pharmacokinetics of vancomycin. Vancomycin: a com-
prehensive review of 30 years clinical experience. San Diego, CA: Park
Row Publishers, 1986; 23-8.

Albanese J, Leone M, Bruguerolle B, et al Cerebrospinal fluid pene-
tration and pharmacokinetics of vancomycin administered by con-
tinuous infusion to mechanically ventilated patients in an intensive
care unit. Antimicrob Agents Chemother 2000; 44:1356-8.

Pallin DJ, Egan D], Pelletier AJ, et al Increased US emergency de-
partment visits for skin and soft tissue infections, and changes in
antibiotic choices, during the emergence of community-associated
methicillin-resistant Staphylococcus aureus. Ann Emerg Med 2008;
51:291-8.

Edelsberg J, Taneja C, Zervos M, et al Trends in US hospital admis-
sions for skin and soft tissue infections. Emerg Infect Dis 2009;
15:1516-8.

Fitch MT, Manthey DE, McGinnis HD,
clinical medicine. Abscess incision and drainage. N Engl ] Med 2007;
357:€20.

et al Videos in

e48 o CID 2011:52 (1 February) e Liu et al

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq


http://www.cdc.gov/ncidod/dhqp/ar_mrsa_ca.html

109.

110.

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

123.

124.

125.

126.

127.

128.

Stevens DL, Bisno AL, Chambers HF, et al Practice guidelines for the
diagnosis and management of skin and soft-tissue infections. Clin
Infect Dis 2005; 41:1373—406.

Lee MC, Rios AM, Aten MF, et al Management and outcome of
children with skin and soft tissue abscesses caused by community-
acquired methicillin-resistant Staphylococcus aureus. Pediatr Infect
Dis ] 2004; 23:123-7.

Young DM, Harris HW, Charlebois ED, et al An epidemic of meth-
icillin-resistant Staphylococcus aureus soft tissue infections among
medically underserved patients. Arch Surg 2004; 139:947-51; dis-
cussion, 51-53.

Rajendran PM, Young D, Maurer T, et al Randomized, double-blind,
placebo-controlled trial of cephalexin for treatment of uncomplicated
skin abscesses in a population at risk for community-acquired
methicillin-resistant  Staphylococcus aureus infection. Antimicrob
Agents Chemother 2007; 51:4044-8.

Schmitz GR, Bruner D, Pitotti R, et al Randomized controlled trial of
trimethoprim-sulfamethoxazole for uncomplicated skin abscesses in
patients at risk for community-associated methicillin-resistant
Staphylococcus aureus infection. Ann Emerg Med 2010; 56:283-7.
Duong M, Markwell S, Peter ], et al Randomized, controlled trial of
antibiotics in the management of community-acquired skin abscesses
in the pediatric patient. Ann Emerg Med 2010; 55:401-7.

Ruhe JJ, Smith N, Bradsher RW, et al Community-onset methicillin-
resistant Staphylococcus aureus skin and soft-tissue infections: impact
of antimicrobial therapy on outcome. Clin Infect Dis 2007; 44:777-84.
Deleo FR, Otto M, Kreiswirth BN, et al Community-associated me-
ticillin-resistant Staphylococcus aureus. Lancet 2010; 375:1557—68.
Ruhe JJ, Menon A. Tetracyclines as an oral treatment option for pa-
tients with community onset skin and soft tissue infections caused by
methicillin-resistant Staphylococcus aureus. Antimicrob Agents Che-
mother 2007; 51:3298-303.

Purcell K, Fergie J. Epidemic of community-acquired methicillin-re-
sistant Staphylococcus aureus infections: a 14-year study at Driscoll
Children’s Hospital. Arch Pediatr Adolesc Med 2005; 159:980-5.
Moellering RC. Linezolid: the first oxazolidinone antimicrobial. Ann
Intern Med 2003; 138:135-42.

Perlroth J, Kuo M, Tan J, et al Adjunctive use of rifampin for the
treatment of Staphylococcus aureus infections: a systematic review of
the literature. Arch Intern Med 2008; 168:805-19.

d’Oliveira RE, Barros RR, Mendonca CR, et al Antimicrobial sus-
ceptibility and survey of macrolide resistance mechanisms among
Streptococcus pyogenes isolated in Rio de Janeiro, Brazil. Microb Drug
Resist 2003; 9:87-91.

Libertin CR, Wold AD, Washington JA 2nd. Effects of trimethoprim-
sulfamethoxazole and incubation atmosphere on isolation of group A
streptococci. J Clin Microbiol 1983; 18:680-2.

Trickett PC, Dineen P, Mogabgab W. Clinical experience: respiratory
tract. Trimethoprim-sulfamethoxazole versus penicillin G in the
treatment of group A beta-hemolytic streptococcal pharyngitis ton-
sillitis. J Infect Dis 1973; 128:693-5.

Han LL, McDougal LK, Gorwitz RJ, et al High frequencies of
clindamycin and tetracycline resistance in methicillin-resistant
Staphylococcus aureus pulsed-field type USA300 isolates collected
at a Boston ambulatory health center. J Clin Microbiol 2007; 45:1350-2.
Kaplan SL, Hulten KG, Gonzalez BE, et al Three-year surveillance of
community-acquired Staphylococcus aureus infections in children.
Clin Infect Dis 2005; 40:1785-91.

Tayal VS, Hasan N, Norton HJ, et al The effect of soft-tissue ultra-
sound on the management of cellulitis in the emergency department.
Acad Emerg Med 2006; 13:384-8.

Squire BT, Fox JC, Anderson C. ABSCESS: applied bedside sonog-
raphy for convenient evaluation of superficial soft tissue infections.
Acad Emerg Med 2005; 12:601-6.

Epperly TD. The value of needle aspiration in the management of
cellulitis. ] Fam Pract 1986; 23:337-40.

129.

130.

131.

132.

133.

134.

135.

136.

137.

138.

139.

140.

141.

142.

143.

144.

145.

146.

147.

148.

149.

150.

Fleisher G, Ludwig S. Cellulitis: a prospective study. Ann Emerg Med
1980; 9:246-9.

Fleisher G, Ludwig S, Campos J. Cellulitis: bacterial etiology, clinical
features, and laboratory findings. J Pediatr 1980; 97:591-3.

Lee PC, Turnidge J, McDonald PJ. Fine-needle aspiration biopsy in
diagnosis of soft tissue infections. J Clin Microbiol 1985; 22:80-3.
Newell PM, Norden CW. Value of needle aspiration in bacteriologic
diagnosis of cellulitis in adults. ] Clin Microbiol 1988; 26:401—4.
Swartz MN. Clinical practice. Cellulitis N Engl ] Med 2004; 350:904—-12.
Elliott DJ, Zaoutis TE, Troxel AB, et al Empiric antimicrobial therapy
for pediatric skin and soft-tissue infections in the era of methicillin-
resistant Staphylococcus aureus. Pediatrics 2009; 123:€959—66.

Jeng A, Beheshti M, Li ], et al The role of beta-hemolytic streptococci
in causing diffuse, nonculturable cellulitis: a prospective investigation.
Medicine (Baltimore) 2010; 89:217-26.

Weigelt J, Itani K, Stevens D, et al Linezolid versus vancomycin in
treatment of complicated skin soft tissue infections. Antimicrob
Agents Chemother 2005; 49:2260—6.

Ellis-Grosse EJ, Babinchak T, Dartois N, et al The efficacy and safety of
tigecycline in the treatment of skin and skin-structure infections: re-
sults of 2 double-blind phase 3 comparison studies with vancomycin-
aztreonam. Clin Infect Dis 2005; 41(Suppl 5):5341-53.

Stryjewski ME, Graham DR, Wilson SE, et al Telavancin versus vanco-
mycin for the treatment of complicated skin and skin-structure infections
caused by gram-positive organisms. Clin Infect Dis 2008; 46:1683-93.
Yogev R, Patterson LE, Kaplan SL, et al Linezolid for the treatment of
complicated skin and skin structure infections in children. Pediatr
Infect Dis J 2003; 22:5S172-7.

Hepburn M]J, Dooley DP, Skidmore PJ, et al Comparison of short-
course (5 days) and standard (10 days) treatment for uncomplicated
cellulitis. Arch Intern Med 2004; 164:1669-74.

Miller LG, Diep BA. Clinical practice: colonization, fomites, and
virulence: rethinking the pathogenesis of community-associated
methicillin-resistant Staphylococcus aureus infection. Clin Infect Dis
2008; 46:752—-60.

Centers for Disease Control Prevention. Environmental cleaning &
disinfecting for MRSA: what’s the difference between cleaners, sani-
tizers, and disinfectants? 2010. http://www.cdc.gov/mrsa/environ-
ment/index.html. Accessed 13 October 2010.

Robicsek A, Beaumont JL, Thomson RB Jr., et al Topical therapy for
methicillin-resistant Staphylococcus aureus colonization: impact on
infection risk. Infect Control Hosp Epidemiol 2009; 30:623-32.
Laupland KB, Conly JM. Treatment of Staphylococcus aureus coloni-
zation and prophylaxis for infection with topical intranasal mupir-
ocin: an evidence-based review. Clin Infect Dis 2003; 37:933-8.

van Rijen M, Bonten M, Wenzel R, et al Mupirocin ointment for
preventing Staphylococcus aureus infections in nasal carriers. Co-
chrane Database Syst Rev 2008 Oct 8; 4:CD006216.

Wertheim HF, Vos MC, Ott A, et al Mupirocin prophylaxis against
nosocomial Staphylococcus aureus infections in nonsurgical patients:
a randomized study. Ann Intern Med 2004; 140:419-25.

Harbarth S, Dharan S, Liassine N, et al Randomized, placebo-con-
trolled, double-blind trial to evaluate the efficacy of mupirocin for
eradicating carriage of methicillin-resistant Staphylococcus aureus.
Antimicrob Agents Chemother 1999; 43:1412-6.

Bode LG, Kluytmans JA, Wertheim HF, et al Preventing surgical-site
infections in nasal carriers of Staphylococcus aureus. N Engl ] Med
2010; 362:9-17.

Raz R, Miron D, Colodner R, et al A 1-year trial of nasal mupirocin in
the prevention of recurrent staphylococcal nasal colonization and skin
infection. Arch Intern Med 1996; 156:1109—12.

Ellis MW, Griffith ME, Dooley DP, et al Targeted intranasal mupir-
ocin to prevent colonization and infection by community-associated
methicillin-resistant Staphylococcus aureus strains in soldiers: a cluster
randomized controlled trial. Antimicrob Agents Chemother 2007;
51:3591-8.

MRSA Treatment Guidelines ® CID 2011:52 (1 February) e e49

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq


http://www.cdc.gov/mrsa/environment/index.html
http://www.cdc.gov/mrsa/environment/index.html

151.

152.

153.

154.

155.

156.

157.

158.

159.

160.

161.

162.

163.

164.

165.

166.

167.

168.

Diep BA, Chambers HF, Graber CJ, et al Emergence of multidrug-
resistant, community-associated, methicillin-resistant Staphylococcus
aureus clone USA300 in men who have sex with men. Ann Intern Med
2008; 148:249-57.

Patel JB, Gorwitz RJ, Jernigan JA. Mupirocin resistance. Clin Infect
Dis 2009; 49:935-41.

Yang ES, Tan J, Eells S, et al Body site colonization in patients with
community-associated methicillin-resistant Staphylococcus aureus and
other types of S. aureus skin infections. Clin Microbiol Infect 2010;
16:425-31.

Kazakova SV, Hageman JC, Matava M, et al A clone of methicillin-
resistant Staphylococcus aureus among professional football players. N
Engl ] Med 2005; 352:468-75.

Nguyen DM, Mascola L, Brancoft E. Recurring methicillin-resistant
Staphylococcus aureus infections in a football team. Emerg Infect Dis
2005; 11:526-32.

Romano R, Lu D, Holtom P. Outbreak of community-acquired
methicillin-resistant Staphylococcus aureus skin infections among
a collegiate football team. J Athl Train 2006; 41:141-5.
Wiese-Posselt M, Heuck D, Draeger A, et al Successful termination of
a furunculosis outbreak due to lukS-lukF-positive, methicillin-sus-
ceptible Staphylococcus aureus in a German village by stringent de-
colonization, 2002-2005. Clin Infect Dis 2007; 44:¢88-95.

Boubaker K, Diebold P, Blanc DS, et al Panton-valentine leukocidin
and staphyloccoccal skin infections in schoolchildren. Emerg Infect
Dis 2004; 10:121-4.

Whitman TJ, Herlihy RK, Schlett CD, et al Chlorhexidine-
impregnated cloths to prevent skin and soft-tissue infection in marine
recruits: a cluster-randomized, double-blind, controlled effectiveness
trial. Infect Control Hosp Epidemiol 2010; 12:1207-15.

American Academy of Pediatrics. Antibacterial Drugs for Newborn
Infantsl. Pickering LK, Baker CJ, Kimberlin DW, Long SS eds: Red
Book: 2009 Report of the Committee on Infectious Diseases, 28th ed.
Elk Grove Village, IL: American Academy of Pediatrics; 2009, p746.
Wendt C, Schinke S, Wurttemberger M, et al Value of whole-body
washing with chlorhexidine for the eradication of methicillin-
resistant Staphylococcus aureus: a randomized, placebo-controlled,
double-blind clinical trial. Infect Control Hosp Epidemiol 2007;
28:1036—-43.

Hurwitz R. Atopic dermatitis. In: Hurwitz R, ed. Clinical pediatric
dermatology. 2nd ed. Philadelphia, PA: W.B. Saunders, 1993;
55-56.

Fisher RG, Chain RL, Hair PS, et al Hypochlorite killing of commu-
nity-associated methicillin-resistant Staphylococcus aureus. Pediatr
Infect Dis J 2008; 27:934-5.

Loeb M, Main C, Walker-Dilks C, et al Antimicrobial drugs for
treating methicillin-resistant Staphylococcus aureus colonization. Co-
chrane Database Syst Rev 2003; 4:CD003340.

Falagas ME, Bliziotis IA, Fragoulis KN. Oral rifampin for eradication
of Staphylococcus aureus carriage from healthy and sick populations:
a systematic review of the evidence from comparative trials. Am J
Infect Control 2007; 35:106—14.

Washington University School of Medicine. Staphylococcus aureus
decolonization study (SuDS) (NCT00731783). http://clinical-
trials.gov/ct2/show/NCT007317832id=NCT00731783&rank=1. Ac-
cessed 13 October 2010.

Natividad Medical Center. A prospective trial of nasal mupirocin,
hexachlorophene body Wash, systemic antibiotics for prevention of
recurrent methicillin resistant staphylococcus aureus infections
(NCT01049438). http://clinicaltrials.gov/ct2/show/NCT01049438%id=
NCT01049438&rank=1. Accessed 13 October 2010.

Los Angeles Biomedical Research Institute. A randomized clinical
trial to prevent recurrent CA-MRSA infection (PRIMO)
(NCT00560599).  http://clinicaltrials.gov/ct2/show/NCT00560599?id
=NCT00560599&rank=1. Accessed 13 October 2010.

169.

170.

171.

172.

173.

174.

175.

176.

177.

178.

179.

180.

181.

182.

183.

184.

185.

Simor AE, Phillips E, McGeer A, et al Randomized controlled trial of
chlorhexidine gluconate for washing, intranasal mupirocin, and ri-
fampin and doxycycline versus no treatment for the eradication of
methicillin-resistant Staphylococcus aureus colonization. Clin Infect
Dis 2007; 44:178-85.

Miro JM, Anguera I, Cabell CH, et al Staphylococcus aureus native
valve infective endocarditis: report of 566 episodes from the In-
ternational Collaboration on Endocarditis Merged Database. Clin
Infect Dis 2005; 41:507—14.

Fowler VG Jr., Miro JM, Hoen B, et al Staphylococcus aureus endo-
carditis: a consequence of medical progress. JAMA 2005; 293:3012-21.
Levine DP, Fromm BS, Reddy BR. Slow response to vancomycin or
vancomycin plus rifampin in methicillin-resistant Staphylococcus au-
reus endocarditis. Ann Intern Med 1991; 115:674-80.

Riedel DJ, Weekes E, Forrest GN. Addition of rifampin to standard
therapy for treatment of native valve infective endocarditis caused by
Staphylococcus Antimicrob Agents Chemother 2008;
52:2463-7.

Cosgrove SE, Vigliani GA, Fowler VG Jr., et al Initial low-dose gen-

aureus.

tamicin for Staphylococcus aureus bacteremia and endocarditis is
nephrotoxic. Clin Infect Dis 2009; 48:713-21.

Karchmer AW, Archer GL, Dismukes WE. Rifampin treatment of
prosthetic valve endocarditis due to Staphylococcus epidermidis. Rev
Infect Dis 1983; 5(Suppl 3):S543-8.

Karchmer AW, Archer GL, Dismukes WE. Staphylococcus epi-
dermidis causing prosthetic valve endocarditis: microbiologic and
clinical observations as guides to therapy. Ann Intern Med 1983;
98:447-55.

Figueroa DA, Mangini E, Amodio-Groton M, et al Safety of high-dose
intravenous daptomycin treatment: three-year cumulative experience
in a clinical program. Clin Infect Dis 2009; 49:177-80.

Benvenuto M, Benziger DP, Yankelev S, et al Pharmacokinetics and
tolerability of daptomycin at doses up to 12 milligrams per kilogram
of body weight once daily in healthy volunteers. Antimicrob Agents
Chemother 2006; 50:3245-9.

Rose WE, Leonard SN, Sakoulas G, et al Daptomycin activity against
Staphylococcus aureus following vancomycin exposure in an in vitro
pharmacodynamic model with simulated endocardial vegetations.
Antimicrob Agents Chemother 2008; 52:831-6.

Rose WE, Rybak MJ, Kaatz GW. Evaluation of daptomycin treatment
of Staphylococcus aureus bacterial endocarditis: an in vitro and in vivo
simulation using historical and current dosing strategies. ] Anti-
microb Chemother 2007; 60:334—40.

Rose WE, Leonard SN, Rybak MJ. Evaluation of daptomycin phar-
macodynamics and resistance at various dosage regimens against
Staphylococcus aureus isolates with reduced susceptibilities to dapto-
mycin in an in vitro pharmacodynamic model with simulated en-
docardial vegetations. Antimicrob Agents Chemother 2008;
52:3061-7.

Silverman JA, Mortin LI, Vanpraagh AD, et al Inhibition of dapto-
mycin by pulmonary surfactant: in vitro modeling and clinical im-
pact. J Infect Dis 2005; 191:2149-52.

Rehm SJ, Boucher H, Levine D, et al Daptomycin versus vancomycin
plus gentamicin for treatment of bacteraemia and endocarditis due to
Staphylococcus aureus: subset analysis of patients infected with
methicillin-resistant ] Antimicrob Chemother 2008;
62:1413-21.

Ardura MI, Mejias A, Katz KS, et al Daptomycin therapy for invasive
gram-positive bacterial infections in children. Pediatr Infect Dis ]
2007; 26:1128-32.

Chandorkar G, Abdle-Rahman S, Jacobs R, et al Pharmacokinetics
(PK) and safety of 8 and 10 mg/kg of daptomycin in pediatric patients
aged 2 to 6 years. [abstract number 1243]. In: Program and abstracts
of the 47th annual meeting of the Infectious Diseases Society of
America. Philadelphia, PA: Infectious Diseases Society of America,
2009.

isolates.

e50 o CID 2011:52 (1 February) e Liu et al

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq


http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1
http://clinicaltrials.gov/ct2/show/NCT00560599?id&equals;NCT00560599&rank&equals;1

186.

187.

188.

189.

190.

191.

192.

193.

194.

195.

196.

197.

198.

199.

200.

201.

202.

203.

204.

205.

Boucher H, Corey G, Filler S, et al Appropriateness of two-week
therapy for catheter-related S. aureus bacteremia [abstract number L-
1204]. In: Program and abstracts of the 46th annual meeting of the
Interscience Conference on Antimicrobial Agents and Chemotherapy
(ICAAC). San Francisco, CA, 2006.

Jernigan JA, Farr BM. Short-course therapy of catheter-related
Staphylococcus aureus bacteremia: a meta-analysis. Ann Intern Med
1993; 119:304-11.

Cosgrove SE, Fowler VG Jr.. Management of methicillin-resistant
Staphylococcus aureus bacteremia. Clin Infect Dis 2008; 46(Suppl
5):5386-93.

Dworkin RJ, Lee BL, Sande MA, et al Treatment of right-sided
Staphylococcus aureus endocarditis in intravenous drug users with
ciprofloxacin and rifampicin. Lancet 1989; 2:1071-3.

Heldman AW, Hartert TV, Ray SC, et al Oral antibiotic treatment of
right-sided staphylococcal endocarditis in injection drug users: pro-
spective randomized comparison with parenteral therapy. Am ] Med
1996; 101:68-76.

Fowler VG Jr., Li J, Corey GR, et al Role of echocardiography in
evaluation of patients with Staphylococcus aureus bacteremia: experi-
ence in 103 patients. ] Am Coll Cardiol 1997; 30:1072-8.
Sullenberger AL, Avedissian LS, Kent SM. Importance of trans-
esophageal echocardiography in the evaluation of Staphylococcus au-
reus bacteremia. ] Heart Valve Dis 2005; 14:23-8.

Abraham J, Mansour C, Veledar E, et al Staphylococcus aureus bac-
teremia and endocarditis: the Grady Memorial Hospital experience
with methicillin-sensitive S. aureus and methicillin-resistant S. aureus
bacteremia. Am Heart J 2004; 147:536-9.

Reynolds HR, Jagen MA, Tunick PA, et al Sensitivity of transthoracic
versus transesophageal echocardiography for the detection of native valve
vegetations in the modern era. ] Am Soc Echocardiogr 2003; 16:67-70.
Valente AM, Jain R, Scheurer M, et al Frequency of infective endo-
carditis among infants and children with Staphylococcus aureus bac-
teremia. Pediatrics 2005; 115:e15-9.

Fowler VG Jr., Sanders LL, Sexton D], et al Outcome of Staphylococcus
aureus bacteremia according to compliance with recommendations of
infectious diseases specialists: experience with 244 patients. Clin Infect
Dis 1998; 27:478-86.

Chamis AL, Peterson GE, Cabell CH, et al Staphylococcus aureus
bacteremia in patients with permanent pacemakers or implantable
cardioverter-defibrillators. Circulation 2001; 104:1029-33.

Baddour LM, Epstein AE, Erickson CC, et al Update on cardiovascular
implantable electronic device infections and their management:
a scientific statement from the American Heart Association. Circu-
lation 2010; 121:458-77.

Vikram HR, Buenconsejo J, Hasbun R, et al Impact of valve surgery on
6-month mortality in adults with complicated, left-sided native valve
endocarditis: a propensity analysis. JAMA 2003; 290:3207-14.
D’Agostino RS, Miller DC, Stinson EB, et al Valve replacement in
patients with native valve endocarditis: what really determines oper-
ative outcome? Ann Thorac Surg 1985; 40:429-38.

Mullany CJ, Mclsaacs AI, Rowe MH, et al The surgical treatment of
infective endocarditis. World J Surg 1989; 13:132-6; discussion, 36.
John MD, Hibberd PL, Karchmer AW, et al Staphylococcus aureus
prosthetic valve endocarditis: optimal management and risk factors
for death. Clin Infect Dis 1998; 26:1302-9.

Bishara J, Leibovici L, Gartman-Israel D, et al Long-term outcome of
infective endocarditis: the impact of early surgical intervention. Clin
Infect Dis 2001; 33:1636—43.

Remadi JP, Habib G, Nadji G, et al Predictors of death and impact of
surgery in Staphylococcus aureus infective endocarditis. Ann Thorac
Surg 2007; 83:1295-302.

Lobo LJ, Reed KD, Wunderink RG. Expanded clinical presentation of
community-acquired methicillin-resistant ~ Staphylococcus
pneumonia. Chest 2010; 138:130—6.

aureus

206.

207.

208.

209.

210.

212.

213.

214.

215.

216.

217.

218.

219.

220.

221.

222.

223.

224,

225.

. Conte JE Jr.,

Combes A, Luyt CE, Fagon JY, et al Impact of methicillin resistance on
outcome of Staphylococcus aureus ventilator-associated pneumonia.
Am J Respir Crit Care Med 2004; 170:786-92.

Shorr AF, Combes A, Kollef MH, et al Methicillin-resistant Staphy-
lococcus aureus prolongs intensive care unit stay in ventilator-associ-
ated pneumonia, despite initially appropriate antibiotic therapy. Crit
Care Med 2006; 34:700-6.

Zahar JR, Clec’h C, Tafflet M, et al Is methicillin resistance associated
with a worse prognosis in Staphylococcus aureus ventilator-associated
pneumonia? Clin Infect Dis 2005; 41:1224-31.

Cruciani M, Gatti G, Lazzarini L, et al Penetration of vancomycin
into human lung tissue. ] Antimicrob Chemother 1996; 38:
865-9.

Jung YJ, Koh Y, Hong SB, et al Effect of vancomycin plus rifampicin in
the treatment of nosocomial methicillin-resistant Staphylococcus au-
reus pneumonia. Crit Care Med 2010; 38:175-80.

Golden JA, Kipps J, et al Intrapulmonary
pharmacokinetics of linezolid. Antimicrob Agents Chemother 2002;
46:1475-80.

Rubinstein E, Cammarata S, Oliphant T, et al Linezolid (PNU-
100766) versus vancomycin in the treatment of hospitalized patients
with nosocomial pneumonia: a randomized, double-blind, multi-
center study. Clin Infect Dis 2001; 32:402-12.

Wunderink RG, Cammarata SK, Oliphant TH, et al Continuation of
a randomized, double-blind, multicenter study of linezolid versus
vancomycin in the treatment of patients with nosocomial pneumonia.
Clin Ther 2003; 25:980-92.

Wunderink RG, Rello J, Cammarata SK, et al Linezolid vs vanco-
mycin: analysis of two double-blind studies of patients with methi-
cillin-resistant Staphylococcus aureus nosocomial pneumonia. Chest
2003; 124:1789-97.

Wunderink RG, Mendelson MH, Somero MS, et al Early microbio-
logical response to linezolid vs vancomycin in ventilator-associated
pneumonia due to methicillin-resistant Staphylococcus aureus. Chest
2008; 134:1200-7.

Kimura A, Mochizuki T, Nishizawa K, et al Trimethoprim-sulfame-
thoxazole for the prevention of methicillin-resistant Staphylococcus
aureus pneumonia in severely burned patients. ] Trauma 1998;
45:383-7.

Mathews CJ, Coakley G. Septic arthritis: current diagnostic and
therapeutic algorithm. Curr Opin Rheumatol 2008; 20:457-62.

Sia IG, Berbari EF. Infection and musculoskeletal conditions: osteo-
myelitis. Best Pract Res Clin Rheumatol 2006; 20:1065-81.

Darley ES, MacGowan AP. Antibiotic treatment of gram-
positive bone and joint infections. ] Antimicrob Chemother 2004;
53:928-35.

Stengel D, Bauwens K, Sehouli J, et al Systematic review and meta-
analysis of antibiotic therapy for bone and joint infections. Lancet
Infect Dis 2001; 1:175-88.

Daver NG, Shelburne SA, Atmar RL, et al Oral step-down therapy is
comparable to intravenous therapy for Staphylococcus aureus osteo-
myelitis. J Infect 2007; 54:539—44.

Dombrowski JC, Winston LG. Clinical failures of appropriately-
treated methicillin-resistant Staphylococcus aureus infections. J Infect
2008; 57:110-5.

Al-Nammari SS, Lucas JD, Lam KS. Hematogenous methicillin-re-
sistant Staphylococcus aureus spondylodiscitis. Spine (Phila Pa 1976)
2007; 32:2480-6.

Tice AD, Hoaglund PA, Shoultz DA. Outcomes of osteomyelitis
among patients treated with outpatient parenteral antimicrobial
therapy. Am ] Med 2003; 114:723-8.

Van der Auwera P, Klastersky J, Thys JP, et al Double-blind, placebo-
controlled study of oxacillin combined with rifampin in the treatment
of staphylococcal infections. Antimicrob Agents Chemother 1985;
28:467-72.

MRSA Treatment Guidelines e CID 2011:52 (1 February) e e51

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



226.

227.

228.

229.

230.

231.

232.

233.

234,

235.

236.

237.

238.

239.

240.

241.

242.

243.

244.

245.

246.

Priest DH, Peacock JE Jr. Hematogenous vertebral osteomyelitis due
to Staphylococcus aureus in the adult: clinical features and therapeutic
outcomes. South Med J 2005; 98:854—62.

Livorsi DJ, Daver NG, Atmar RL, et al Outcomes of treatment for
hematogenous Staphylococcus aureus vertebral osteomyelitis in the
MRSA ERA. ] Infect 2008; 57:128-31.

Crompton JA, North DS, McConnell SA, et al Safety and efficacy of
daptomycin in the treatment of osteomyelitis: results from the CORE
Registry. ] Chemother 2009; 21:414-20.

Lamp KC, Friedrich LV, Mendez-Vigo L, et al Clinical experience with
daptomycin for the treatment of patients with osteomyelitis. Am J
Med 2007; 120:S13-20.

Shipton LK, Pillai S, Gold H, et al Experience with daptomycin in
Staphylococcus bone and joint infections: case series and emergence of
nonsusceptibility. Infect Dis Clin Pract 2007; 15:324-29.

Skiest DJ. Treatment failure resulting from resistance of Staphylo-
coccus aureus to daptomycin. ] Clin Microbiol 2006; 44:655—6.
Martinez-Aguilar G, Avalos-Mishaan A, Hulten K, et al Community-
acquired, methicillin-resistant and methicillin-susceptible Staphylo-
coccus aureus musculoskeletal infections in children. Pediatr Infect Dis
] 2004; 23:701-6.

Broder KW, Moise PA, Schultz RO, et al Clinical experience with
linezolid in conjunction with wound coverage techniques for skin and
soft-tissue infections and postoperative osteomyelitis. Ann Plast Surg
2004; 52:385-90.

Chen CJ, Chiu CH, Lin TY, et al Experience with linezolid therapy in
children with osteoarticular infections. Pediatr Infect Dis ] 2007;
26:985-8.

Howden BP, Ward PB, Charles PG, et al Treatment outcomes
for serious infections caused by methicillin-resistant Staphylococcus
aureus with reduced vancomycin susceptibility. Clin Infect Dis 2004;
38:521-8.

Rao N, Hamilton CW. Efficacy and safety of linezolid for gram-pos-
itive orthopedic infections: a prospective case series. Diagn Microbiol
Infect Dis 2007; 59:173-9.

Rayner CR, Baddour LM, Birmingham MC, et al Linezolid in the
treatment of osteomyelitis: results of compassionate use experience.
Infection 2004; 32:8—14.

Jensen AG, Espersen F, Skinhoj P, et al Bacteremic Staphylococcus
aureus spondylitis. Arch Intern Med 1998; 158:509-17.

Simpson AH, Deakin M, Latham JM. Chronic osteomyelitis. The ef-
fect of the extent of surgical resection on infection-free survival. ]
Bone Joint Surg Br 2001; 83:403-7.

Barberan J, Aguilar L, Carroquino G, et al Conservative treatment of
staphylococcal prosthetic joint infections in elderly patients. Am J
Med 2006; 119:e7-10.

Aboltins CA, Page MA, Buising KL, et al Treatment of staphylococcal
prosthetic joint infections with debridement, prosthesis retention and
oral rifampicin and fusidic acid. Clin Microbiol Infect 2007;
13:586-91.

Zimmerli W, Trampuz A, Ochsner PE. Prosthetic-joint infections. N
Engl ] Med 2004; 351:1645-54.

Kowalski TJ, Berbari EF, Huddleston PM, et al The management and
outcome of spinal implant infections: contemporary retrospective
cohort study. Clin Infect Dis 2007; 44:913-20.

Zalavras CG, Christensen T, Rigopoulos N, et al Infection following
operative treatment of ankle fractures. Clin Orthop Relat Res 2009;
467:1715-20.

Carrillo-Marquez MA, Hulten KG, Hammerman W, et al USA-300 is
the predominant genotype causing Staphylococcus aureus septic ar-
thritis in children. Pediatr Infect Dis ] 2009; 28:1076-80.

Peltola H, Paakkonen M, Kallio P, et al Prospective, randomized trial
of 10 days versus 30 days of antimicrobial treatment, including
a short-term course of parenteral therapy, for childhood septic ar-
thritis. Clin Infect Dis 2009; 48:1201-10.

247.

248.

249.

250.

251.

252.

253.

254.

255.

256.

257.

258.

259.

260.

261.

262.

263.

264.

265.

Ballock RT, Newton PO, Evans SJ, et al A comparison of early versus
late conversion from intravenous to oral therapy in the treatment of
septic arthritis. J Pediatr Orthop 2009; 29:636-42.

Pfausler B, Spiss H, Beer R, et al Treatment of staphylococcal
ventriculitis associated with external cerebrospinal fluid drains:
a prospective randomized trial of intravenous compared with
intraventricular vancomycin therapy. ] Neurosurg 2003; 98:1040—4.
Jorgenson L, Reiter PD, Freeman JE, et al Vancomycin disposition and
penetration into ventricular fluid of the central nervous system fol-
lowing intravenous therapy in patients with cerebrospinal devices.
Pediatr Neurosurg 2007; 43:449-55.

Wang Q, Shi Z, Wang J, et al Postoperatively administered
vancomycin reaches therapeutic concentration in the cerebral
spinal fluid of neurosurgical patients. Surg Neurol 2008; 69:126-9;
discussion, 29.

Myrianthefs P, Markantonis SL, Vlachos K, et al Serum and cere-
brospinal fluid concentrations of linezolid in neurosurgical patients.
Antimicrob Agents Chemother 2006; 50:3971-6.

Beer R, Engelhardt KW, Pfausler B, et al Pharmacokinetics of in-
travenous linezolid in cerebrospinal fluid and plasma in neuro-
intensive care patients with staphylococcal ventriculitis associated
with external ventricular drains. Antimicrob Agents Chemother 2007;
51:379-82.

Nagashima G, Okamoto N, Okuda M, et al Effect of linezolid
against postneurosurgical meningitis caused by methicillin-resistant
Staphylococcus epidermidis: case report. ] Infect Chemother 2008;
14:147-50.

Dudley MN, Levitz RE, Quintiliani R, et al Pharmacokinetics of tri-
methoprim and sulfamethoxazole in serum and cerebrospinal fluid of
adult patients with normal meninges. Antimicrob Agents Chemother
1984; 26:811-4.

Levitz RE, Quintiliani R. Trimethoprim-sulfamethoxazole for bacte-
rial meningitis. Ann Intern Med 1984; 100:881-90.

Gerber P, Stucki A, Acosta F, et al Daptomycin is more efficacious
than vancomycin against a methicillin-susceptible Staphylococcus
aureus in experimental meningitis. ] Antimicrob Chemother 2006;
57:720-3.

Cottagnoud P, Pfister M, Acosta F, et al Daptomycin is highly effi-
cacious against penicillin-resistant and penicillin- and quinolone-re-
sistant pneumococci in experimental meningitis. Antimicrob Agents
Chemother 2004; 48:3928-33.

Lu CH, Chang WN. Adults with meningitis caused by oxacillin-re-
sistant Staphylococcus aureus. Clin Infect Dis 2000; 31:723-7.

Chang WN, Lu CH, Wu JJ, et al Staphylococcus aureus meningitis in
adults: a clinical comparison of infections caused by methicillin-
resistant and methicillin-sensitive strains. Infection 2001; 29:245-50.
von Specht M, Gardella N, Tagliaferri P, et al Methicillin-resistant
Staphylococcus aureus in community-acquired meningitis. Eur J Clin
Microbiol Infect Dis 2006; 25:267-9.

Dylewski J, Martel G. A case of spontaneous methicillin-resistant
Staphylococcus aureus meningitis in a health care worker. Can J Infect
Dis Med Microbiol 2004; 15:336-8.

Pintado V, Meseguer MA, Fortun J, et al Clinical study of 44 cases of
Staphylococcus aureus meningitis. Eur J Clin Microbiol Infect Dis
2002; 21:864-8.

Lodise TP, Lomaestro B, Graves J, et al Larger vancomycin doses (at
least four grams per day) are associated with an increased incidence of
nephrotoxicity. Antimicrob Agents Chemother 2008; 52:1330—6.
Gallagher RM, Pizer B, Ellison JA, et al Glycopeptide insensitive
Staphylococcus aureus subdural empyema treated with linezolid and
rifampicin. J Infect 2008; 57:410-3.

Kessler AT, Kourtis AP. Treatment of meningitis caused by methi-
cillin-resistant Staphylococcus aureus with linezolid. Infection 2007;
35:271-4.

e52 o CID 2011:52 (1 February) e Liu et al

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



266.

267.

268.

269.

270.

273.

274.

275.

276.

277.

278.

279.

280.

281.

282.

283.

284.

285.

Naesens R, Ronsyn M, Druwe P, et al Central nervous system invasion
by community-acquired meticillin-resistant Staphylococcus aureus. ]
Med Microbiol 2009; 58:1247-51.

Ntziora F, Falagas ME. Linezolid for the treatment of patients with
central nervous system infection. Ann Pharmacother 2007; 41:
296-308.

Vartzelis G, Theodoridou M, Daikos GL, et al Brain abscesses com-
plicating Staphylococcus aureus sepsis in a premature infant. Infection
2005; 33:36-8.

Lee DH, Palermo B, Chowdhury M. Successful treatment of methi-
cillin-resistant Staphylococcus aureus meningitis with daptomycin.
Clin Infect Dis 2008; 47:588-90.

Schreffler RT, Schreffler AJ, Wittler RR. Treatment of cerebrospinal
fluid shunt infections: a decision analysis. Pediatr Infect Dis J 2002;
21:632-6.

. Whitehead WE, Kestle JR. The treatment of cerebrospinal fluid shunt

infections. Results from a practice survey of the American Society of
Pediatric Neurosurgeons. Pediatr Neurosurg 2001; 35:205-10.

. Sacar S, Turgut H, Toprak S, et al A retrospective study of central

nervous system shunt infections diagnosed in a university hospital
during a 4-year period. BMC Infect Dis 2006; 6:43.

van de Beek D, Drake JM, Tunkel AR. Nosocomial bacterial menin-
gitis. N Engl ] Med 2010; 362:146-54.

Brown EM, Edwards RJ, Pople IK. Conservative management of pa-
tients with cerebrospinal fluid shunt infections. Neurosurgery 2006;
58:657—65; discussion, 57—65.

Amod F, Moodley I, Peer AK, et al Ventriculitis due to a hetero strain
of vancomycin intermediate Staphylococcus aureus (hVISA): success-
ful treatment with linezolid in combination with intraventricular
vancomycin. J Infect 2005; 50:252-7.

Elvy J, Porter D, Brown E. Treatment of external ventricular drain-
associated ventriculitis caused by Enterococcus faecalis with in-
traventricular daptomycin. ] Antimicrob Chemother 2008; 61:461-2.
Southwick FS, Richardson EP Jr., Swartz MN. Septic thrombosis of
the dural venous sinuses. Medicine (Baltimore) 1986; 65:82—106.
Bhatia K, Jones NS. Septic cavernous sinus thrombosis secondary to
sinusitis: are anticoagulants indicated? A review of the literature.
J Laryngol Otol 2002; 116:667-76.

Stevens DL, Ma Y, Salmi DB, et al Impact of antibiotics on expression
of virulence-associated exotoxin genes in methicillin-sensitive and
methicillin-resistant  Staphylococcus aureus. ] Infect Dis 2007;
195:202-11.

Schlievert PM, Kelly JA. Clindamycin-induced suppression of toxic-
shock syndrome-associated exotoxin production. J Infect Dis 1984;
149:471.

Stevens DL, Wallace RJ, Hamilton SM, et al Successful treatment of
staphylococcal toxic shock syndrome with linezolid: a case report
and in vitro evaluation of the production of toxic shock syndrome
toxin type 1 in the presence of antibiotics. Clin Infect Dis 2006;
42:729-30.

Bernardo K, Pakulat N, Fleer S, et al Subinhibitory concentrations of
linezolid reduce Staphylococcus aureus virulence factor expression.
Antimicrob Agents Chemother 2004; 48:546-55.

Ho JL, Klempner MS. In vitro evaluation of clindamycin in combi-
nation with oxacillin, rifampin, or vancomycin against Staphylococcus
aureus. Diagn Microbiol Infect Dis 1986; 4:133-8.

Jacqueline C, Caillon J, Le Mabecque V, et al In vitro activity of
linezolid alone and in combination with gentamicin, vancomycin or
rifampicin against methicillin-resistant Staphylococcus aureus by time-
kill curve methods. ] Antimicrob Chemother 2003; 51:857-64.
Grohs P, Kitzis MD, Gutmann L. In vitro bactericidal activities of
linezolid in combination with vancomycin, gentamicin, ciprofloxacin,
fusidic acid, and rifampin against Staphylococcus aureus. Antimicrob
Agents Chemother 2003; 47:418-20.

286.

287.

288.

289.

290.

291.

292.

293.

294.

295.

296.

297.

298.

299.

300.

301.

302.

303.

304.

305.

Booker BM, Stahl L, Smith PF. In vitro antagonism with the combi-
nation of vancomycin and clindamycin against Staphylococcus aureus.
J Appl Res 2004; 4:385-95.

Chiang FY, Climo M. Efficacy of linezolid alone or in combination
with vancomycin for treatment of experimental endocarditis due to
methicillin-resistant Staphylococcus aureus. Antimicrob Agents Che-
mother 2003; 47:3002—4.

Micek ST, Dunne M, Kollef MH. Pleuropulmonary complications of
Panton-Valentine leukocidin-positive community-acquired methicil-
lin-resistant Staphylococcus aureus: importance of treatment with an-
timicrobials inhibiting exotoxin production. Chest 2005; 128:2732-8.
Yanagisawa C, Hanaki H, Natae T, et al Neutralization of staphylo-
coccal exotoxins in vitro by human-origin intravenous immuno-
globulin. J Infect Chemother 2007; 13:368-72.

Darenberg J, Soderquist B, Normark BH, et al Differences in potency
of intravenous polyspecific immunoglobulin G against streptococcal
and staphylococcal superantigens: implications for therapy of toxic
shock syndrome. Clin Infect Dis 2004; 38:836—42.

Brown EL, Bowden MG, Bryson RS, et al Pediatric antibody response
to community-acquired Staphylococcus aureus infection is directed to
Panton-Valentine leukocidin. Clin Vaccine Immunol 2009;
16:139-41.

Yoong P, Pier GB. Antibody-mediated enhancement of community-
acquired methicillin-resistant Staphylococcus aureus infection. Proc
Natl Acad Sci U S A 2010; 107:2241-6.

Pildal J, Gotzsche PC. Polyclonal immunoglobulin for treatment of
bacterial sepsis: a systematic review. Clin Infect Dis 2004; 39:38—46.
Kreymann KG, de Heer G, Nierhaus A, et al Use of polyclonal im-
munoglobulins as adjunctive therapy for sepsis or septic shock. Crit
Care Med 2007; 35:2677-85.

Laupland KB, Kirkpatrick AW, Delaney A. Polyclonal intravenous
immunoglobulin for the treatment of severe sepsis and septic shock in
critically ill adults: a systematic review and meta-analysis. Crit Care
Med 2007; 35:2686-92.

Turgeon AF, Hutton B, Fergusson DA, et al Meta-analysis: in-
travenous immunoglobulin in critically ill adult patients with sepsis.
Ann Intern Med 2007; 146:193-203.

Dellinger RP, Levy MM, Carlet JM, et al Surviving Sepsis Campaign:
international guidelines for management of severe sepsis and septic
shock: 2008. Crit Care Med 2008; 36:296-327.

Mohr JF, Murray BE. Point: vancomycin is not obsolete for the
treatment of infection caused by methicillin-resistant Staphylococcus
aureus. Clin Infect Dis 2007; 44:1536—42.

Mohammedi I, Descloux E, Argaud L, et al Loading dose of vanco-
mycin in critically ill patients: 15 mg/kg is a better choice than 500 mg.
Int J Antimicrob Agents 2006; 27:259—62.

Wang JT, Fang CT, Chen YC, et al Necessity of a loading dose when
using vancomycin in critically ill patients. ] Antimicrob Chemother
2001; 47:246.

James JK, Palmer SM, Levine DP, et al Comparison of conventional
dosing versus continuous-infusion vancomycin therapy for patients
with suspected or documented gram-positive infections. Antimicrob
Agents Chemother 1996; 40:696—700.

Lacy MK, Tessier PR, Nicolau DP, et al Comparison of vancomycin
pharmacodynamics (1 g every 12 or 24 h) against methicillin-resistant
staphylococci. Int ] Antimicrob Agents 2000; 15:25-30.

Wysocki M, Thomas F, Wolff MA, et al Comparison of continuous
with discontinuous intravenous infusion of vancomycin in severe
MRSA infections. ] Antimicrob Chemother 1995; 35:352—4.

Ebert SL, Craig W. In vivo cidal activity and pharmacokinetic param-
eters for vancomycin against methicillin-susceptible and resistant
S. aureus [abstract 439]. In: Program and abstracts of the 27th
Interscience Conference on Antimicrobial Agents and Chemother. New
York, 1987.

Dudley MD, Griffith E, Corcoran C, et al Pharmacokinetic-
pharmacodynamic indices for vancomycin treatment of susceptible

MRSA Treatment Guidelines © CID 2011:52 (1 February) e e53

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



306.

307.

308.

309.

310.

312.

313.

314.

315.

316.

317.

318.

319.

320.

321.

intermediate S. aureus in the neutropenic murine thigh model [ab-
stract 2031]. In: Program and Abstracts of the 39th Interscience
Conference of Antimicrobial Agents and Chemotherapy. San Fran-
cisco, CA, 1999.

Moise PA, Forrest A, Bhavnani SM, et al Area under the inhibitory
curve and a pneumonia scoring system for predicting outcomes of
vancomycin therapy for respiratory infections by Staphylococcus au-
reus. Am ] Health Syst Pharm 2000; 57(Suppl 2):54-9.
Moise-Broder PA, Forrest A, Birmingham MC, et al Pharmacody-
namics of vancomycin and other antimicrobials in patients with
Staphylococcus aureus lower respiratory tract infections. Clin Phar-
macokinet 2004; 43:925—42.

Jeffres MN, Isakow W, Doherty JA, et al Predictors of mortality for
methicillin-resistant ~ Staphylococcus aureus health-care-associated
pneumonia: specific evaluation of vancomycin pharmacokinetic in-
dices. Chest 2006; 130:947-55.

Charles PG, Ward PB, Johnson PD, et al Clinical features associated
with bacteremia due to heterogeneous vancomycin-intermediate
Staphylococcus aureus. Clin Infect Dis 2004; 38:448-51.

Lodise TP, Graves ], Evans A, et al Relationship between vancomycin
MIC and failure among patients with methicillin-resistant Staphy-
lococcus aureus bacteremia treated with vancomycin. Antimicrob
Agents Chemother 2008; 52:3315-20.

. Hidayat LK, Hsu DI, Quist R, et al High-dose vancomycin therapy for

methicillin-resistant Staphylococcus aureus infections: efficacy and
toxicity. Arch Intern Med 2006; 166:2138—44.

Maor Y, Hagin M, Belausov N, et al Clinical features of heteroresistant
vancomycin-intermediate Staphylococcus aureus bacteremia versus
those of methicillin-resistant S. aureus bacteremia. J Infect Dis 2009;
199:619-24.

Lipsky BA, Stoutenburgh U. Daptomycin for treating infected diabetic
foot ulcers: evidence from a randomized, controlled trial comparing
daptomycin with vancomycin or semi-synthetic penicillins for com-
plicated skin and skin-structure infections. ] Antimicrob Chemother
2005; 55:240-5.

Breedt ], Teras J, Gardovskis J, et al Safety and efficacy of tigecycline in
treatment of skin and skin structure infections: results of a double-
blind phase 3 comparison study with vancomycin-aztreonam. Anti-
microb Agents Chemother 2005; 49:4658—66.

Lee-Such SC, Overholser BR, Munoz-Price LS. Nephrotoxicity associated
with aggressive vancomycin therapy [abstract #1298]. In: Program and
abstracts of the 46th annual meeting of the Interscience Conference on
antimicrobial agents Chemotherapy. San Francisco, CA: 2006.

Jeffres MN, Isakow W, Doherty JA, et al A retrospective analysis of
possible renal toxicity associated with vancomycin in patients with
health care-associated methicillin-resistant Staphylococcus aureus
pneumonia. Clin Ther 2007; 29:1107-15.

Forouzesh A, Moise PA, Sakoulas G. Vancomycin ototoxicity:
a reevaluation in an era of increasing doses. Antimicrob Agents
Chemother 2009; 53:483-6.

Frymoyer A, Hersh AL, Benet LZ, et al Current recommended dosing
of vancomycin for children with invasive methicillin-resistant staph-
ylococcus aureus infections is inadequate. Pediatr Infect Dis J 2009;
28:398—-402.

Odio C, McCracken GH Jr., Nelson JD. Nephrotoxicity associated
with vancomycin-aminoglycoside therapy in four children. J Pediatr
1984; 105:491-3.

Fridkin SK, Hageman J, McDougal LK, et al Epidemiological
and microbiological characterization of infections caused by Staphy-
lococcus aureus with reduced susceptibility to vancomycin, United
States, 1997-2001. Clin Infect Dis 2003; 36:429-39.

Moore MR, Perdreau-Remington F, Chambers HF. Vancomycin
treatment failure associated with heterogeneous vancomycin-in-
termediate Staphylococcus aureus in a patient with endocarditis and in
the rabbit model of endocarditis. Antimicrob Agents Chemother
2003; 47:1262-6.

322.

323.

324.

325.

326.

327.

328.

329.

330.

331.

332.

333.

334.

335.

336.

337.

338.

Walsh TR, Bolmstrom A, Qwarnstrom A, et al Evaluation of current
methods for detection of staphylococci with reduced susceptibility to
glycopeptides. ] Clin Microbiol 2001; 39:2439—44.

Liu C, Chambers HF. Staphylococcus aureus with heterogeneous re-
sistance to vancomycin: epidemiology, clinical significance, and crit-
ical assessment of diagnostic methods. Antimicrob Agents Chemother
2003; 47:3040-5.

Tenover FC, Sinner SW, Segal RE, et al Characterisation of a Staphy-
lococcus aureus strain with progressive loss of susceptibility to van-
comycin and daptomycin during therapy. Int J Antimicrob Agents
2009; 33:564-8.

Wootton M, Howe RA, Hillman R, et al A modified population
analysis profile (PAP) method to detect hetero-resistance to vanco-
mycin in Staphylococcus aureus in a UK hospital. ] Antimicrob Che-
mother 2001; 47:399—403.

Tenover FC, Moellering RC Jr. The rationale for revising the Clinical
and Laboratory Standards Institute vancomycin minimal inhibitory
concentration interpretive criteria for Staphylococcus aureus. Clin
Infect Dis 2007; 44:1208-15.

Wootton M, MacGowan AP, Walsh TR, et al A multicenter study
evaluating the current strategies for isolating Staphylococcus aureus
strains with reduced susceptibility to glycopeptides. J Clin Microbiol
2007; 45:329-32.

Yusof A, Engelhardt A, Karlsson A, et al Evaluation of a new Etest
vancomycin-teicoplanin strip for detection of glycopeptide-in-
termediate Staphylococcus aureus (GISA), in particular, heterogeneous
GISA. J Clin Microbiol 2008; 46:3042—7.

Leonard SN, Rossi KL, Newton KL, et al Evaluation of the Etest GRD
for the detection of Staphylococcus aureus with reduced susceptibility
to glycopeptides. ] Antimicrob Chemother 2009; 63:489-92.
Swenson JM, Anderson KF, Lonsway DR, et al Accuracy of com-
mercial and reference susceptibility testing methods for detecting
vancomycin-intermediate Staphylococcus aureus. ] Clin Microbiol
2009; 47:2013-7.

Wang G, Hindler JF, Ward KW, et al Increased vancomycin MICs for
Staphylococcus aureus clinical isolates from a university hospital
during a 5-year period. J Clin Microbiol 2006; 44:3883—6.
Steinkraus G, White R, Friedrich L. Vancomycin MIC creep in non-
vancomycin-intermediate Staphylococcus aureus (VISA), vancomycin-
susceptible clinical methicillin-resistant S. aureus (MRSA) blood
isolates from 2001-05. J Antimicrob Chemother 2007; 60:788—94.
Moise-Broder PA, Sakoulas G, Eliopoulos GM, et al Accessory gene
regulator group II polymorphism in methicillin-resistant Staphylo-
coccus aureus is predictive of failure of vancomycin therapy. Clin In-
fect Dis 2004; 38:1700-5.

Soriano A, Marco F, Martinez JA, et al Influence of vancomycin
minimum inhibitory concentration on the treatment of methicillin-
resistant Staphylococcus aureus bacteremia. Clin Infect Dis 2008;
46:193-200.

Alos JI, Garcia-Canas A, Garcia-Hierro P, et al Vancomycin MICs did
not creep in Staphylococcus aureus isolates from 2002 to 2006 in a setting
with low vancomycin usage. ] Antimicrob Chemother 2008; 62:773-5.
Holmes RL, Jorgensen JH. Inhibitory activities of 11 antimicrobial
agents and bactericidal activities of vancomycin and daptomycin
against invasive methicillin-resistant Staphylococcus aureus isolates
obtained from 1999 through 2006. Antimicrob Agents Chemother
2008; 52:757-60.

Jones RN. Microbiological features of vancomycin in the 21st century:
minimum inhibitory concentration creep, bactericidal/static activity,
and applied breakpoints to predict clinical outcomes or detect re-
sistant strains. Clin Infect Dis 2006; 42(Suppl 1):S13-24.

Sader HS, Fey PD, Fish DN, et al Evaluation of vancomycin
and daptomycin potency trends (MIC creep) against methicillin-
resistant Staphylococcus aureus isolates collected in nine U.S. medical
centers from 2002 to 2006. Antimicrob Agents Chemother 2009;
53:4127-32.

e54 o CID 2011:52 (1 February) e Liu et al

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq



339.

340.

341.

342.

343.

344,

345.

346.

347.

348.

349.

350.

351.

352.

353.

354.

Wikler MA, Low DE, Cockerill FR, et al Methods for dilution antimi-
crobial susceptibility tests for bacteria that grow aerobically: approved
standard-seventh edition. CLSI (formerly NCCLS), 2006; M7—-A7.
Prakash V, Lewis JS 2nd, Jorgensen JH. Vancomycin MICs for
methicillin-resistant Staphylococcus aureus isolates differ based upon
the susceptibility test method used. Antimicrob Agents Chemother
2008; 52:4528.

Mason EO, Lamberth LB, Hammerman WA, et al Vancomycin MICs
for Staphylococcus aureus vary by detection method and have subtly
increased in a pediatric population since 2005. Journal of Clinical
Microbiology 2009; 47:1682-30.

Hawkins C, Huang J, Jin N, et al Persistent Staphylococcus aureus
bacteremia: an analysis of risk factors and outcomes. Arch Intern Med
2007; 167:1861-7.

Smith PF, Booker BM, Ogundele AB, et al Comparative in vitro ac-
tivities of daptomycin, linezolid, and quinupristin/dalfopristin against
gram-positive bacterial isolates from a large cancer center. Diagn
Microbiol Infect Dis 2005; 52:255-9.

Cha R, Brown WJ, Rybak MJ. Bactericidal activities of daptomycin,
quinupristin-dalfopristin, and linezolid against vancomycin-resistant
Staphylococcus aureus in an in vitro pharmacodynamic model with
simulated endocardial vegetations. Antimicrob Agents Chemother
2003; 47:3960-3.

Moise PA, Smyth DS, El-Fawal N, et al Microbiological effects of prior
vancomycin use in patients with methicillin-resistant Staphylococcus
aureus bacteraemia. ] Antimicrob Chemother 2008; 61:85-90.

Pillai SK, Gold HS, Sakoulas G, et al Daptomycin nonsusceptibility in
Staphylococcus aureus with reduced vancomycin susceptibility is in-
dependent of alterations in MprF. Antimicrob Agents Chemother
2007; 51:2223-5.

Cui L, Tominaga E, Neoh HM, et al Correlation between reduced
daptomycin susceptibility and vancomycin resistance in vancomycin-
intermediate staphylococcus aureus. Antimicrob Agents Chemother
2006; 50:1079-82.

Hirschwerk D, Ginocchio CC, Bythrow M, et al Diminished suscep-
tibility to daptomycin accompanied by clinical failure in a patient
with methicillin-resistant Staphylococcus aureus bacteremia. Infect
Control Hosp Epidemiol 2006; 27:315-7.

Kullar R, Davis S, Levine D, et al High-dose daptomycin for com-
plicated gram-positive infections [poster # 1984]. Helsinki, Finland:
European Congress of Clinical Microbiology and Infectious Diseases,
2009.

Credito K, Lin G, Appelbaum PC. Activity of daptomycin alone and in
combination with rifampin and gentamicin against Staphylococcus
aureus assessed by time-kill methodology. Antimicrob Agents Che-
mother 2007; 51:1504—7.

Baltch AL, Ritz W], Bopp LH, et al Activities of daptomycin and
comparative antimicrobials, singly and in combination, against ex-
tracellular and intracellular Staphylococcus aureus and its stable small-
colony variant in human monocyte-derived macrophages and in
broth. Antimicrob Agents Chemother 2008; 52:1829-33.

Tsuji BT, Rybak MJ. Short-course gentamicin in combination with
daptomycin or vancomycin against Staphylococcus aureus in an in
vitro pharmacodynamic model with simulated endocardial vegeta-
tions. Antimicrob Agents Chemother 2005; 49:2735-45.

Sakoulas G, Eliopoulos GM, Alder J, et al Efficacy of daptomycin in
experimental endocarditis due to methicillin-resistant Staphylococcus
aureus. Antimicrob Agents Chemother 2003; 47:1714-8.

Miro JM, Garcia-de-la-Maria C, Armero Y, et al Addition of genta-
micin or rifampin does not enhance the effectiveness of daptomycin in
treatment of experimental endocarditis due to methicillin-resistant
Staphylococcus aureus. Antimicrob Agents Chemother 2009; 53:4172-7.

355.

356.

357.

358.

359.

360.

361.

362.

363.

364.

365.

366.

367.

368.

369.

370.

Rybak MJ, Abate BJ, Kang SL, et al Prospective evaluation of the
effect of an aminoglycoside dosing regimen on rates of observed neph-
rotoxicity and ototoxicity. Antimicrob Agents Chemother 1999;
43:1549-55.

Proctor RA. Role of folate antagonists in the treatment of methicillin-
resistant Staphylococcus aureus infection. Clin Infect Dis 2008; 46:584-93.
Schwalm JD, El-Helou P, Lee CH. Clinical outcome with oral linezolid
and rifampin following recurrent methicillin-resistant Staphylococcus
aureus bacteremia despite prolonged vancomycin treatment. Can J
Infect Dis 2004; 15:97-100.

Munoz P, Rodriguez-Creixems M, Moreno M, et al Linezolid therapy
for infective endocarditis. Clin Microbiol Infect 2007; 13:211-5.
Falagas ME, Manta KG, Ntziora F, et al Linezolid for the treatment of
patients with endocarditis: a systematic review of the published evi-
dence. ] Antimicrob Chemother 2006; 58:273—-80.

Jang HC, Kim SH, Kim KH, et al Salvage treatment for persistent
methicillin-resistant Staphylococcus aureus bacteremia: efficacy of
linezolid with or without carbapenem. Clin Infect Dis 2009;
49:395-401.

Gebhart BC, Barker BC, Markewitz BA. Decreased serum linezolid
levels in a critically ill patient receiving concomitant linezolid rifam-
pin. Pharmacotherapy 2007; 27:476-9.

Egle H, Trittler R, Kummerer K, et al Linezolid and rifampin: drug
interaction contrary to expectations? Clin Pharmacol Ther 2005;
77:451-3.

Gandelman K, Zhu T, Fahmi OA, et al Unexpected effect of rifampin
on the pharmacokinetics of linezolid: in silico and in vitro approaches
to explain its mechanism. J Clin Pharmacol 2010 Apr 6. [Epub ahead
of print].

Nace H, Lorber B. Successful treatment of methicillin-resistant
Staphylococcus aureus endocarditis with telavancin. J Antimicrob
Chemother 2010; 65:1315-6.

Climo MW, Patron RL, Archer GL. Combinations of vancomycin and
beta-lactams are synergistic against staphylococci with reduced sus-
ceptibilities to vancomycin. Antimicrob Agents Chemother 1999;
43:1747-53.

Fox PM, Lampen RJ, Stumpf KS, et al Successful therapy of
experimental endocarditis caused by vancomycin-resistant Staph-
ylococcus aureus with a combination of vancomycin and beta-
lactam antibiotics. Antimicrob Agents Chemother 2006; 50:
2951-6.

Yang SJ, Xiong YQ, Boyle-Vavra S, et al Daptomycin-oxacillin com-
binations in treatment of experimental endocarditis caused by dap-
tomycin-nonsusceptible strains of methicillin-resistant Staphylococcus
aureus with evolving oxacillin susceptibility (the “seesaw effect”).
Antimicrob Agents Chemother 2010; 54:3161-9.

Fortunov RM, Hulten KG, Hammerman WA, et al Evaluation and
treatment of community-acquired Staphylococcus aureus infections in
term and late-preterm previously healthy neonates. Pediatrics 2007;
120:937-45.

Tan TQ, Mason EO Jr., Ou CN, et al Use of intravenous rifampin in
neonates with persistent staphylococcal bacteremia. Antimicrob
Agents Chemother 1993; 37:2401-6.

Deville JG, Adler S, Azimi PH, et al Linezolid versus vancomycin in
the treatment of known or suspected resistant gram-positive
infections in neonates. Pediatr Infect Dis ] 2003; 22:5158—63.

. Steed ME, Vidaillac C, Rybak M]J. Novel daptomycin combinations

against daptomycin-nonsusceptible methicillin-resistant Staphylococcus
aureus in an in vitro model of simulated endocardial vegetations.
Antimicrob Agents and Chemother 2010; 54:5187-92.

MRSA Treatment Guidelines ® CID 2011:52 (1 February) e e55

20 JequisAoN 6z Uo 1s8Nb Aq G17L,90€/818/€/2S/BI0IE/PIo/W0d"dno-oIWapesE//:sdpy Woly papeojumoq




<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles false
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Off
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket true
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Remove
  /UCRandBGInfo /Remove
  /UsePrologue false
  /ColorSettingsFile (None)
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /Warning
  /DownsampleColorImages false
  /ColorImageDownsampleType /Average
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /Warning
  /DownsampleGrayImages false
  /GrayImageDownsampleType /Average
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /Warning
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Average
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck true
  /PDFX3Check false
  /PDFXCompliantPDFOnly true
  /PDFXNoTrimBoxError false
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /Description <<

    /BGR <>
    /CHS <>
    /CHT <>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA (Utilizzare queste impostazioni per creare documenti Adobe PDF che devono essere conformi o verificati in base a PDF/X-1a:2001, uno standard ISO per lo scambio di contenuto grafico. Per ulteriori informazioni sulla creazione di documenti PDF compatibili con PDF/X-1a, consultare la Guida dell'utente di Acrobat. I documenti PDF creati possono essere aperti con Acrobat e Adobe Reader 4.0 e versioni successive.)
    /JPN <>
    /KOR <>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die moeten worden gecontroleerd of moeten voldoen aan PDF/X-1a:2001, een ISO-standaard voor het uitwisselen van grafische gegevens. Raadpleeg de gebruikershandleiding van Acrobat voor meer informatie over het maken van PDF-documenten die compatibel zijn met PDF/X-1a. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 4.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU ( )
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /HighResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


