Empiric oral antibiotic selection for patients with diabetic foot infection, including osteomyelitis

Inset 1
Infection sewerity
Uninfacted

Clinical manifestations of infection

Wound lacking purulence or any
manifestations of inflammation.
Mild Presence of =2 manifestations of
inflammation (purulence, or erythema,
pain, tenderness, warmth, or induration),
but any cellulitis/erythema extends =2 cm
arcund the ulcer, and infection is limited
to the skin or superficial subcutanecus
tissues; no other local complications or

systemic illness.

Infection (as above) in a patient who is
systemically well and metabolically stable
but which has 21 of the following
characteristics: cellulitis extending >2 cm,
lymphangitic streaking, spread beneath
the superficial fascia, deep-tissue abscess,
gangrene, and involvement of muscle,
tendon, joint or bone.

Moderate

Infection in a patient with systemic
toxicity or metabolic instability (eg, fever,
chills, tachycardia, hypotension, confusion,
vomiting, leukocytosis, acidosis, severe
hyperglycemia, or azotemia).

Severe

= Able to absorb oral medications*

or drug-drug interactions

Does the patient meet all criteria for outpatient oral therapy:
= Infection is not severe (refer to Inset 1) or limb-threatening
= Minimal remaining necrotic tissue, abscess, or other nidus of infection
= Minimal lower extremity ischemia {including microvascular disease) or edema
= Oral option is available to treat the suspected pathogen(s)

= Oral option has no prohibitive side effects, allergies, contraindications,
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1V therapy is indicated

Refer to UpToDate content, including algorithm
for IV treatment of diabetic foot infection

Is the infection mild or moderate
(refer to Inset 171
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Has the patient had antibiotic
exposure within the past & waaks?
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Is there an indication for coverage of Pseudomaonas?
= Syperficial skin necrosis with moist appearance
and overlying pus
= Significant exposure of wound to water
= Exposure to warm tropical and subtropical climates
= Appropriately collected deep specimen from
infected wound or tissue that grew Pssudomonas
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Inset 2

Oral antibiotic doses in patients with
normal kidney function for patients with
diabetic foot infection:

= Amoxicillin 875 to 1000 mg twice daily
» pAmexicillin-clavulanate 875 mg twice daily

= Cefadroxil 500 mg every 12 hours
or 1 g once daily
= Cephalexin 500 mg every & hours
= Ciprofloxacin 500 mg every 12 hours
(for Pseudomonas coverage, increase dose
to 750 mg ewvery 12 hours)
= Clindamycin 450 mg every 8 hours
= Dicloxacillin 500 mg every & hours
® Doxycycline 100 mg every 12 hours
= Flucloxacillin 500 to 1000 mg every & hours
= Levofloxacin 500 mg once daily
(for Pseudomonas coverage, increase dose
to 750 mg once daily)
= Linezolid 800 mg every 12 hours
= Metronidazole 500 mg every 8 to 12 hours
= Moxifloxacin 400 mg once daily
= Trimethoprim-sulfamethoxazole
1 to 2 double-strength tablets twice daily
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Is there an indication for MRSA coverage?d

Yes

¥

Is there an indication for MRSA coverage?

Does the patient have known
MRSA colonization or infection?d

= Known MRSA colenization or infection
= High local rates of MRSA infection

= Known MRSA colonization or infection
= High local rates of MRSA infection
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Mild infection {no osteomyelitis)
Targeted pathogens: Beta-hemolytic
streptococd and MSSA

Choose:
= Dicloxacillin, or
= Fluclaxacillin, or
» Cephalexin, or
= Cefadroxil

For severe beta-lactam allergy:
= Trimethoprim-sulfamethoxazole,
or
= Linezolid, or
» Clindamycin {alternative) ¢

Mild infection (no osteomyelitis)
Targeted pathogens: Beta-hemolytic
streptotocci and MRSA

Choose:

= Trimethoprim-sulfamethoxazole,
or

= pAmaoxicillin plus doxycycline, or
» Linezolid (alternative), or
» Clindamycin (alternative) ¢

Box A: Moderate infection,

with or without osteomyelitis
Targeted pathogens: Beta-hemclytic
streptococci, MSSA, Entercbacterales
(eq, E. coli), and anaerobic bacteria

Choose: &

= Amoxicillin-clavulanate, or

= Levofloxacin with or without
metronidazole

= Moxifloxacin

= Trimethoprim-sulfamethoxazole
with or without metronidazole

® Clindamycin plus ciprofloxacin
(alternativa) &

Moderate infection,

with or without osteomyelitis
Targeted pathogens:

same as in Box A plus MRSA

Choose:

® One of the regimens in Box A
plus

= One of the following anti-MRSA
agents:
s Doxycycline
s Trimethoprim-sufamethoxazola
* Linezolid

Box B: Moderate infection,

with or without osteomyelitis
Targeted pathogens: Beta-hemelytic
streptococcd, MSSA, Pssudomaonas,
other asrabic gram-negative bacilli,
and anaercbic bacteria

Choose: &
» aAmoxicillin-clavulanate plus
ciprofloxacin, or
» | avofloxacin plus metronidazele,
or
» Clindamycin plus ciprofloxacin
(alternative) ¢

Moderate infection,
with or without osteomyelitis

Targeted pathogens:
same as in Box B plus MRSA

Chaoose:

® One of the regimens in Box B
plus

= One of the following anti-MRSA
agents:
 Linezolid
s Trimethoprim-sulfamethoxazole
* Doxycycline

Clindamycin plus ciprofloxacin is an
alternative regimen

This algorithm is intended for patients with mild to moderate diabetic foot infections; antibiotic selection for severe infections is outlined in a separate
algorithm. Many patients with diabetic foot infection also require surgical intervention, as discussed in UpToDate content. Antibiotic regimens should be
changed to target specific pathogens once culture and susceptibility results are available.




IV: intravenous; MRSA: methicillin-resistant Staphylococcus aureus, MSSA: methicillin-sensitive Staphylococcus aureus.
* For patients who are unable to absorb oral antibiotics, an IV regimen with a spectrum similar to the appropriate oral option should be chosen.
9 By definition, patients with osteomyelitis have either moderate or severe infection (refer to inset 1).

A Other risk factors may not be as strongly associated with MRSA infection, so we individualize the decision to cover MRSA in such cases. A complete list of
MRSA risk factors can be found in UpToDate content.

0 We generally avoid clindamycin, if possible, due to risk of Clostridioides difficile infection and the possibility of streptococcal and staphylococcal resistance
(refer to UpToDate content for details).

8§ For patients with osteomyelitis who have received recent antibiotics and have no available deep culture results, some experts add double coverage for
Enterobacterales (eg, E. coli, Klebsiella) with regimens such as amoxicillin-clavulanate plus either doxycycline or trimethoprim-sulfamethoxazole.
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