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When to stop antibiotics?
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When to start antiviral drug?
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Causative Organisms

Late 1960s to early 1980s

Gram-negative bacilli (40-50% if < 0.1x109/L)

/5% of the culture-positive cases

Pseudomonas aeruginosa being the leading isolates
Mid 1980s steady increase in gram-positive infections

Coagulase-negative staphylococci and S. aureus are the
predominant organisms

Uniform use of long-dwelling right-atrial catheters



 Streptococcus viridans and Enterococcus
spp. including vancomycin-resistant are
also common



Empirical therapy

Aminoglycosides plus anti-pseudomoas
penicillins- response rates between 60%
and 70%

Tazocin ( piperaciillin-tazobactem)

Anti-pseudomonas third-generation
cephalosporins (ceftazidime or cefepime,
sulperazone 1-2g every 8-12 hours)

Carbapenems (imipenem or meropenem)
have been showed to be effective



Monotherapy vs Polytherapy

* Monotherapy with Tazocin, carbapenems,
sulperazone, cefepime- equally effective

* Documented infection with gram-negative
bacilli- Aminoglycoside-ceftazidime with
synergistic



* Aminoglycoside plus ceftazidime for the
first 72 hours of therapy, and discontinuing
the aminoglycoside if initial cultures were
negative for aerobic gram-negative bacilli



Vancomycin

* The patient is known to be at risk of
methicillin resistance- those with indwelling
catheter and persistant fever despite
empirical therapy



ESBL

» Extended-spectrum B-lactamase (ESBL)
causes resistance to most B-lactam
antibiotics and often is associated with
resistance to aminoglycosides,
trimethoprim-sulfamethoxazole, and
fluoroquinolones.

 carbapenems



Adjustment of antimicrobial
therapy

» Changes in the empirical therapy will not
be made in the first 3 days unless the
patient’s clinical status deteriorates

» Therapy will be continued until neutropenia
resolves (neutrophil count >500/ulL)



* |[f no clear infection is noted, no positive
cultures found, and the patient is stable,
parenteral therapy can be changed to oral
therapy after two or more afebrile days



 Antibiotic therapy with ciprofloxacin and
amoxicillin/ clavulanate has been
suggested as reasonable oral agents for
follow-up therapy.



» For neutropenic patients who remain
febrile after 3 days of empirical broad-
spectrum antibiotics or whose conditions
deteriorate, one may consider adding

vancomycin, or switching to carbapenems
(ESBL)



* [f vancomycin is added but there is no
clear response or no isolation of a gram-
positive organism, vancomycin should be
discontinued and one should consider
adding amphotericin B (AmB)



Fungal Infections

» Up to 20% of patients with neutropenia
may experience an invasive fungal
infection, and autopsy studies suggest that
invasive fungal infections occur in as many
as 40% of patients with hematological
malignancies.



* The most common fungal infections in this
group include superficial and invasive
infections due to Candida species and
invasive aspergillosis.



Invasive candidiasis

* The presence of the central catheters, use
of corticosteroids, broad-spectrum
antibiotic exposure, mucositis, and longer
duration of neutropenia.



« Candida albicans, followed by C. tropicalis,
C. glabrata and C. parapsilosis overall
mortality among patients with invasive
Candida infections approaches 60%

« Some patients may develop
endophthalmitis and chronic disseminated
hepatosplenic candidiasis

» These complications may present after
neutrophil recovery



Invasive Asperqillosis

 High mortality (up to 80%) in neutropenic
patients



* The lungs are the portals of entry, and risk
factors include long duration of
neutropenia, use of glucocorticosteroids
and other Immunosuppressive agents, and
chronic graft-versus-host disease.



» Parenteral itraconazole and caspofungin
are indicated for cases of refractory
aspergillosis that are unresponsive to or
intolerant of initial therapy with an AmB
formulation.



A characteristic appearance on high-
resolution computed tomography scan of
the lung, the so-called “halo sign”, is
particularly suggestive of invasive
aspergillosis, and — less commonly —
nocardiosis and mucormycosis.



» Determination of fungal antigens (eg
Aspergillus galactomannan), fungal
metabolites (eg arabinito), or polymerase
chain reaction-based assay can detect
yeast and mould infection.

» Febrile patients who are positive for fungal
antigens or have suggestive x-ray findings
should be given preemptive antifungal
therapy.



* [f no fungal organism is isolated, antifungal
treatment should continue until
neutropenia resolves



* G-CSF or GM-CSF shortens the duration
of neutropenia, but with no clear reduction
iIn morbidity and mortality.



* Transfusion of white blood cells for febrile
neutropenic patients have not yielded
conclusive results.

 Transfusion is recommended for patients
with proven bacteria infections who have
not responded to appropriate antibiotics.



Out patient Management of
Patients with Neutropenic Fever

» Low risk patients are candidates for
outpatient management — these are
patients with solid tumors receiving
conventional chemotherapy, with expected
duration of neutropenia for 7 days or less,
who are clinically stable and have simple
infections such as cellulitis or no obvious
focus of infection.



 Oral outpatient regimens generally include
a quinolone (ciprofloxacin 500-750 mg
twice daily) in combination with amoxicillin/
clavulanate (375 mg three times a day), or
a macrolide.



 High-risk patients with severe (ANC <100)
and prolonged neutropenai (>14 days),
recipients of allogeneic bone marrow/ stem
cell transplants, clinically unstable patients,
and patients with a poor performance
status or complex infection such as
pneumonia or meningitis.



Thrombocytopenia [/ M AME

» |f Bleeding, transfuse when platelet counts
<50x 109/L
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* Prophylactic transfusion for platelet
counts ,10 x10°%/L
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CMV negative blood products
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« CMV negative patients who are candidate
for bone marrow transplant.
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Filtered (Leucocytes depleted ) blood products
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 Prevent febrile non-hemolytic transfusion
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Other side effects HAFEIE

« Nausea/Vomiting- I,/ ME#H:
» Alopecia [it52

« Specific toxicity Fika 4

* Anthracyclines-cardiotoxicity
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» Bleomycin/ Bulsulphan-pulmonary fibrosis
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 Cis-platinum —renal toxicity
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