
Does patient have any of the following:
1. Vascular line site infection suspected
2. History of MRSA infection/colonization
3. Severe pneumonia, skin or soft tissue infection 
4. Positive blood cultures for gram-positive bacteria 
before final identification and susceptibility testing
5. Clinical and/or hemodynamic instability

Fever (temp ? 38.0°C)
+

Neutropenia (Absolute Neutrophil 
Count, ANC < 500/mm3)

Suspected intra-abdominal source YES
Add metronidazole IV/PO

OR
switch cefepime to 

piperacillin/tazobactam

Empiric Antimicrobial Therapy Algorithm for Febrile Neutropenia

Severe Penicillin or Beta-Lactam Allergy:
immediate hives, anaphylaxis or severe cutaneous 

allergic reaction (refer to customID beta-lactam 
cross-reactivity chart for further information)

YES

Aztreonam IV
+

Vancomycin IV

Hold fluoroquinolone (FQ) prophylaxis

NO

YESAdd vancomycin IV*

Cefepime IV

Persistant fever and 
clinically stable

Consider stepwise 
de-escalation. Discontinue IV 

vancomycin (if empirically 
started) followed by 

consideration for discontinuing 
IV antipseudomonal agent & 

resumption of FQ prophylaxis if 
ANC < 500/mm3

Persistent fever and 
clinically unstable

Culture positive & 
causative pathogen 

identified

YES

Continue to evaluate for sites of 
infection. 

No need for antibiotic changes 
unless new clinical, 

radiographic, lab or micro data 
supports

Consider discontinuing IV 
vancomycin unless concern for 

pneumonia, then consider 
MRSA PCR nares (caution: 

aztreonam lacks gram-positive 
coverage & vancomycin may be 

continued if the patient is on 
aztreonam with clinical concern 
for gram-positive pneumonia)

Initial diagnostic workup may include 
chest x-ray, blood cultures, CBC with 

differential, BMP and LFTs. Other 
diagnostics may be considered 

based on history and exam.

NO

Continue to consider other sources or possible causes 
of syndrome, and perform diagnostics as appropriate

Consider broadening IV antipseudomonal agent to 
meropenem (recommend ID consult)

If persistently febrile > 4 days, refer to Empiric 
Antifungal Therapy Algorithm for Febrile Neutropenia

**Viridans group streptococci (VGS) susceptibility testing (i.e penicillin, ceftriaxone, and 
cefepime) is routinely performed for patients with multiple positive blood cultures. Susceptibility 

testing may be requested on a single positive blood culture with VGS, if appropriate. Levofloxacin 
susceptibilites may be performed for VGS isolates as well if specifically requested.

NO

Reassess at 48-72 hours

NO

Defervesced & clinically stable 
at 48-72 hrs without any 

identified source of infection
YES

Febrile Neutropenia (FN): Reassess at 48-72 hours

Tailor antimicrobials to culture where appropriate. 
Consider continuation of antipseudomonal beta-lactam 

or addition of FQ prophylaxis to targeted therapy against 
select gram-positive pathogens** (e.g. vancomycin + FQ 
prophylaxis for isolated MRSA infection in a patient with 

ongoing neutropenia) 

Continue for duration indicated for the infection followed 
by resuming FQ prophylaxis until ANC > 500/mm3

NO

YES
YES

*History of vancomycin-resistant 
enterococci (VRE) colonization or 

infection, consider substituting 
daptomycin (see customID) for 

vancomycin IV unless clinical concern for 
pneumonia

FN: Restricted Antimicrobial Use (DUH only*)d

Daptomycin & meropenem: ID approval required if 
continued > 72 hrs

Micafungin, voriconazole, posaconazole, isavuconazole, 
and amphotericin B: ID consult required

*refer to DRH/DRaH customID for institution-specific restriction criteria

Persistent fever > 4 days on appropriate 
broad-spectrum antimicrobials

Empiric Antifungal Therapy Algorithm for Febrile Neutropenia

Clinically stable?

BOX 1. Consider empiric initiation or modification 
(where relevant) of antifungal therapy*

and consult ID.

*Antifungal therapy choice (e.g. micafungin, 
voriconazole, posaconazole, isavuconazole, 
liposomal amphotericin B) varies based on 

patient-specific risk factors, prior/current antifungal 
therapies, drug-drug interactions, renal/hepatic 
function, etc. Consult ID for assistance with 

further diagnostic work-up, antifungal 
selection, and duration of therapy

Does the patient have 
persistent fevers without an 
identified etiology or source 

of infection?

YES

Consider holding empiric 
antifungal therapy

Reassess patient's clinical 
response, ANC, and 

signs/symptoms of infection. 

Azole antifungals have a 
wide range of drug-drug 

interactions. Use caution as 
failure to identify drug-drug 
interactions may result in 
adverse events. Consult 
pharmacy with questions. 

Concern for fungal 
infection based on 

diagnostic work-up?

NO

1) Perform additional infectious work-up as indicated. Consider non-infectious causes of 
fever (e.g. drug induced fever, cancer, transfusion, etc.).

2) If patient is maintained on anti-mold prophylaxis (e.g. voriconazole, posaconazole, or 
isavuconazole), check antifungal serum concentration

NOYES

Assess PEN-FAST score.

PEN-FAST = 0-1: consider PO amoxicillin 
challenge in BCC clinic, if appropriate

PEN-FAST > 2: ambulatory referral to 
allergy clinic for PCN skin testing

DUHS ADULT GUIDELINES FOR EMPIRIC INPATIENT TREATMENT OF CANCER-RELATED NEUTROPENIC FEVER

MRSA = methicillin-resistant Staphylcoccus aureus; CBC = complete 
blood count; BMP = basic metabolic panel; LFT = liver function tests

Clinical judgment should be used in conjunction 
with these guidelines. Individual cases may 

warrant deviation from these guidelines and/or 
early involvement of ID consultants

NO

YES

https://www.customid.org/antimicrobial/piperacillin-tazobactam-zosyn-iv
https://www.customid.org/diagnosis-procedure/cephalosporin-allergy-assessment
https://www.customid.org/antimicrobial/aztreonam-iv
https://www.customid.org/antimicrobial/vancomycin-iv-0
https://www.customid.org/antimicrobial/cefepime-iv
https://www.customid.org/antimicrobial/daptomycin-iv
https://customid-assets.s3.amazonaws.com/Antifungal%20Therapeutic%20Drug%20Monitoring_Final_PMMCApproved_01.2022.pdf
https://www.customid.org/diagnosis-procedure/penicillin-allergy-assessment-po-challenge-penicillin-skin-testing
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