
NEUTROPENIC FEVER GUIDELINES 

Last updated: 1/5/2015 

Fever: Single temperature ≥ 38.3°C (100.9°F) orally OR ≥ 38.0°C (100.4°F) orally over a 1 hour period 
Neutropenia: ANC < 500 OR ANC < 1,000 with a predicted decline to ≤ 500 over the next 48 hours 

Setting Preferred Empiric Antimicrobial Regimen
 

Initial onset 
of 
neutropenic 
fever 

 

**Obtain cultures prior to antimicrobial administration, if possible** 
 

Cefepime 2 g IV q8h ± vancomycin
b,c 

(goal trough: 15-20) ± tobramycin
d
 7 mg/kg IV q24h 

Low-risk
e
: [ciprofloxacin 750 mg PO q12h + amoxicillin/clavulanate] OR moxifloxacin 

Severe penicillin allergy
f
: substitute cefepime with aztreonam 2 g IV q8h  

 

Consider the following additional antimicrobials in these scenarios: 
Intra-abdominal source Add metronidazole OR 

Change cefepime to piperacillin-tazobactam 4.5 
g IV q8h 

Oropharyngeal/esophageal source Add fluconazole for Candida spp. coverage 
Add acyclovir for HSV 

Community-acquired lung source Add azithromycin for atypical coverage 
Fungal infection Add voriconazole

h
 for invasive mold infections 

Add micafungin for azole-resistant Candida spp. 
MDR-gram negative in last 90 days Change cefepime to meropenem 2g IV q8h

g
 

 

**Discontinue vancomycin if all cultures are negative for MRSA at 48 hours** 
 

** If source identified, antibiotics and duration of therapy should be tailored to documented 
infection. Refer to disease-specific guidelines for recommendations. ** 

 

Further evaluation based upon persistence of fever and hemodynamic stability 

Resolution 
of fever with 
unknown 
source 

Nonneutropenic (ANC > 500): discontinue antimicrobials 
Neutropenic (ANC < 500) 

» Continue regimen until neutropenia resolves OR 
» Deescalate to ciprofloxacin and fluconazole if still afebrile after 7 days 

Continued 
fever for 72 
hours with 
unknown 
source 

If hemodynamically stable: 
» Continue initial empiric antimicrobial coverage 
» Evaluate for both infectious and non-infectious causes of fever (e.g. thrombus, 

hematoma, malignancy) 
 
If hemodynamically unstable: 

» Broaden coverage based on suspected source (e.g. add oral vancomycin for C. 
difficile, vancomycin for resistant gram-positives, etc) 

» Consider formal Infectious Diseases consultation 

Continued 
fever for >5 
days with 
unknown 
source 

Recommend formal Infectious Diseases consultation 
 
Consider starting antifungal coverage with the following: 

» Voriconazole
h
 6 mg/kg IV/PO q12h x 2 doses, then 4 mg/kg IV/PO q12h for 

invasive mold infection OR 
» Micafungin 100 mg IV q24h for azole-resistant Candida spp. coverage 

b 
Vancomycin may be added in the following clinical scenarios: Hemodynamic instability, suspected catheter related infection, gram 

positive cocci in blood culture, skin and soft tissue infection, severe mucositis, infection with MRSA in the past 90 days, 
radiographically documented pneumonia 
d 
Tobramycin may be added if the patient is hemodynamically unstable 

e 
Low risk: outpatient status at time of development of fever, no associated acute comorbid illness independently indicating inpatient 

treatment, anticipated short duration of severe neutropenia (≤100 cells/mcL for <7 d), good performance status (ECOG 0-1), no 
hepatic or renal insufficiency; patient should also lack the following high-risk factors: uncontrolled/progressive cancer, pneumonia or 
other complex infections at clinical presentation, recent alemtuzumab administration, mucositis, acute leukemia, stem cell transplant 
in past 100 days, significant GVHD 
f
 Severe penicillin allergy: IgE-mediated reaction, including anaphylaxis, angioedemia, hives, and laryngeal edema.  

g
 May adjust therapy according to previous susceptibilities 

h 
Micafungin 100mg IV Q24H can be used if unable to use voriconazole due to major drug interactions 
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INITIAL ONSET OF NEUTROPENIC FEVER ALGORITHM (SIMPLIFIED) 
Please see previous page for details. 

 
 
  

 

 

 

 

 

 

 

 

 

 

 

 

 

 

  

ANC < 500 
& 

T ≥ 38° C 

ESBL or MDR gram 
negative organism 

in last 90 days? 

NO 
Cefepime 2g IV Q8H  

YES 
Meropenem 2g IV Q8H

1
 

Is the patient 
hemodynamically stable? 

NO 
Add vancomycin and consider 

adding aminoglycoside
2,3

 

YES 
Does the patient meet the following criteria? 

 Suspected catheter related infection 

 Gram positive cocci in blood culture 

 Skin and soft tissue infection 

 Severe mucositis 

 Infection with MRSA in the past 90 days 

 Radiographically documented pneumonia 

YES 
Add vancomycin empirically

4
  

NO  
Addition of vancomycin not 

necessary initially  

Please see previous page for further guidance on the management based on source,  
hemodynamic stability, and persistence of fever. 

 

1
May adjust therapy according to previous susceptibilities  

2
Vancomcyin  target trough 15-20 mcg/mL; see vancomycin dosing recommendation  

3
Aminoglycosides include tobramycin 7 mg/kg IBW; see aminoglycoside dosing guide  

4
Discontinue vancomycin if all cultures are negative for MRSA at 48 hours  


