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Table 1. History of guidelines on empirical treatment

of febrile neutropenia

1990 Immunocompromized Host Society guidelines
Procedure of clinical study
IDSA guidelines
Antimicrobial drug in empirical treatment
1992 FDA and IDSA guidelines
Guidelines for drug evaluation
1997 IDSA revision of 1990 guidelines
2002 IDSA revision of 1997 guidelines
Low-risk oral therapy
High-risk IV therapy
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fever (temperature=38.3° C)+Neutropenia (<500 neutrophils/mm?)
[ |
low risk high risk
’_l_‘ I
[ 1
oral ‘ ’ iv ) vancomycin vancomycin
not needed needed
monotherapy two drugs vancomycin +
ciprofloxacin aminoglycoside vancomycin
+ - cefepime, + +
amoxicillin-clavulanate - ceftazidime,
(adults only) or - antipseudomonal cefepime, ceftazidime,
- carbapenem penicillin, or
- cefepime, carbapenem
- ceftazidime, or +aminoglycoside
J - carbapenem

reassess after 3-5 days

Fig. 1.

persistent fever during first 3-5
days of treatment: no etiology

’ reassess patient on days 3-5 ‘

| |

continue h antifungal drug,
intial change with or without
antibiotics antlb[mtlcs antibiotic change
if no change in —if progressive if febrile through
patient’s condition disease, days 5—7 and
(consider —if criteria for resolution of
stopping vancomycin neutropenia is
vancomycin) are met not imminent

Fig.2. Guide to treatment of patients who have
persistent fever after 3—5 days of treatment and for
whom the cause of fever is not found (IDSA).
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Algorithm for initial management of febrile neutropnic patients (IDSA).

‘ initial management ‘

fever & neutropenia

monotherapy?

combination
therapy?

cefepime or
carbapenem

ceftazidime or

+ aminoglycoside

cefepime or

carbapenem

‘ reassess after 3 days ‘

Fig. 3.

Initial management (Japan).

afebrile at day 4

. etiology
no etiology established
continue
treatment at least adjust
4 more days

Fig. 4. Patients afebrile after 3 days of
treatment (Japan).
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persistent fever at day 4-5*
reassess: serology, CRP,
X-rays, etc.
I
[ ]
’ etiology unkwown etiology established
I : 1 l
previous adjust
previous monotherapy combination if gram-positive
therapy consider vancomycin
. . consider changing
add aminoglycoside
. . betalactam
consider changing to
another monotherapy fungal serology
fungal culture
l I
[ I 1
reassess ’ culture + ‘ ’ serology + ‘ ’ serology — ‘
at 48 hours
’ afebrile ‘ ’ febrile ‘ add add azole or dd azol
‘ ‘ amphotericin B amphotericin B acc azole
no add
change antifungal
if not on G-CSG, consider administration
Fig. 5. Persistent fever at days 4-5 or fever recurrence after initial response.
Table 2. Comparison of Japanese and American guidelines
Japan USA
Temperature axillary 37.5C Oral 38.3TC or 38.0TC for 1 hour
Neutrophile count 1,000> 500>or 1,000> and decrease to 500>
Patient inpatient low risk, outpatient, high risk, inpatient
Tests CRP, serological fungal test | not recommended
Change. of first therapy | 3 days 3-5 days
Table 3. Countries approving febrile neutropenia
Country Year Country Year Country Year
1 United States 97 21 Australia 95 41 Estonia 96
2 Canada 97 22 Denmark 95 42 United Arab Emirates 97
3 Finland 97 23 Hong Kong 95 43 Uzbekistan 97
4 Sweden 97 24 Peru 95 44 Costa Rica 97
5 Greece 98 25 Indonesia 96 45 Slovakia 97
6 South Africa 98 26 Guatemala 96 46 Thailand 97
7 France 93 27 Colomboa 96 47 Taiwan 97
8 Belgium 94 28 Honduras 96 48 Lithuania 97
9 Argentina 94 29 Ecuador 96 49 Philippines 97
10 Luxembourg 94 30 Bahrain 96 50 Kazakstan 97
11 Austria 94 31 Turkey 96 51 Poland 97
12 TItaly 94 32 Panama 96 52 Russia 98
13 Netherland 94 33 Kuwait 96 53 Hungary 98
14 Switzerland 95 34 Czech Republic 96 54 Croatia 98
15 Mexico 95 35 Israel 96 55 Latvia 98
16 Spain 95 36 Chile 96 56 South Korea 98
17 U.K. 95 37 El Salvaor 96
18 Ireland 95 38 Curacao 96
19 Brazil 95 39 Malaysia 96
20 Portugal 95 40 Singapore 96
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Febrile neutropenia

Toru Masaoka

Osaka Medical Center for Cancer and Cardiovascular Diseases,

1-3-3 Nakamichi, Higashinari-ku, Osaka, Japan

Fever is frequently observed in patients with hematological disorders, especially neutropenia. Their
positive blood culture is usually low, and the condition is variousely termed. suspicious of sepsis, fever of
unknown origin, etc. Although many such patients respond well to antibacterial or antifungal agents,
suggesting infection, they are excluded from the clinical studies of antibiotics due to the lack of documented
infection evidence. Given the rapid progression of the symptoms and their high mortality the diagnosis of
febrile neutropenia (FN) is proposed. FN is now approved in 56 countries as an indicative diagnosis of
antibiotics. Because of unknown etiology, guidelines for its empirical treatment were reported by the
infectious Disease Society of America (IDSA) and frequently revised up to 2002. We started an FN study in
Japan and published Japanese guidelines in 1998. We have also conducted a confirmatory study. This
article reviews the difference in American and Japanese guidelines and their prejected revison.



