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AFAfi L 72 S 12 HE D Wb O TH Y, 2 KIGHICE
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Table 1. Classification of patient’s disease

Myeloid neoplasms (n = 38)

Acute myeloid leukemia 23
Myelodysplastic syndromes 15

Lymphoid neoplasms (n = 31)

Diffuse large B-cell lymphoma 16
Acute lymphoblastic leukemia
Follicular lymphoma

Adult T-cell leukemia/lymphoma
Multiple myeloma

Hodgkin lymphoma

Burkitt lymphoma

— o = = O A A

Anaplastic large cell ymphoma
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Table 2. Demographic and clinical characteristics of the patients

Characteristic pt group (n = 30) st group (n = 39)
Age (years) 72.0 (66.3-80.5) 72.0 (65.0-81.0)
Sex (Male/Female) 16/14 25/14
Body weight (kg) 50.9 (43.7-58.3) 52.7 (47.6-58.0)
Oral mucosal disorder® 11(36.7) 20 (51.3)
Diarrhea? 2(6.7) 4(10.3)
Daily stool frequency 1.0 (0.0-1.0) 1.0 (0.0-2.0)
Myeloid neoplasms/Lymphoid neoplasms 10/20 28/11
Number of chemotherapy courses 3.5 (1.8-5.0) 6.0 (3.0-11.0)
MASCC score 18.0 (14.8-18.0) 14.0 (14.0-18.0)
Serum CRP at treatment initiation (mg/dL) 2.3(0.6-3.3) 7.6 (1.2-11.9)
Serum CRP at the initiation of second-line treatment (mg/dL) — 9.0 (5.1-16.5)

ANC at treatment initiation (/L)

89.8 (9.9-262.8)

60.5 (21.3-159.0)

Serum f-D-glucan (pg/mL) 7.2 (5.0-9.8) 10.1 (6.4-12.8)
Number of days with ANC <500/ uL prior to FN treatment (Day) 3.0 (1.0-6.8) 12.0 (1.0-74.0)
Central venous catheter® 19 (63.3) 33 (84.6)
History of FN in the previous 3 months® 11(36.7) 30 (76.9)
History of antimicrobial use in the previous 3 months® 14 (46.7) 31(79.5)
Positive blood culture® 2(6.7) 7(17.9)
Colonization with ESBL-producting E. coli® 0(0.0) 3(7.7)
Colonization with MRSA or MRCNS® 2(6.7) 7(17.9)
Colonization with Candida spp.”) 2(6.7) 4(10.3)
MEPM — 12(30.8)
MEPM + VCM — 9(23.1)
MEPM + VCM + MCFG — 14 (35.9)
MEPM + MCFG — 4(10.3)

Data are represent the median values (IQR)

MASCC score: Multinational Association of Supportive Care in Cancer score, CRP: C-reactive protein; ANC:

absolute neutrophil count; FN: febrile neutropenia, ESBL: extended-spectrum f-lactamase; MRSA: methicil-
lin-resistant Staphylococcus aureus, MRCNS: methicillin-resistant coagulase negative staphylococci; MEPM:

meropenem, VCM: vancomycin; MCFG: micafungin
: yes (%)

Table 3. Site of infection

pt group (n = 30) st group (n = 39) Total
Unknown 25 21 46
Stomatitis 3 9 12
Catheter-related bloodstream infection 2 2
Pneumonia 2 2 4
Gastrointestinal tract 2 2
Psoas abscess 1 1
Urinary tract infection 1 1
Acute cholangitis 1 1

THE S 721 1d Enterococcus faecium,  S. mitis/
oralis, Streptococcus sanguinis, Escherichia coli
(non-ESBL), Proteus penneri, Klebsiella pneumo-
niae (non-ESBL), Candida glabrata T& - 72,
3. 2 XBEZET 5 ) AVREFDEE
EIMAFES O FNGRICBWT, 1LkiaHRE
L CTo CFPM HAFR AR & HI i S 4, 2KiE
WeZ L2 EBEOFRET 2T L7z (Table 4)o
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Table 4. Univariate and multivariate analysis to identify patient characteristics associated with the need for second-line treatment

for FN in patients with hematologic malignancies

Univariate analysis

Multivariate analysis

Variable
OR 95%Cl pvalue OR 95%Cl pvalue

Age (years) 0.99 0.96-1.03 0.69 — — —
Sex (Male/Female) 1.56 0.59-4.13 0.37 — — —
Body weight (kg) 101 096-1.06 073 — — —
Oral mucosal disorder 1.82 0.69-4.81 0.23 — - —
Diarrhea 1.6 0.27-9.38 0.6 — — —
Daily stool frequency 12 0.92-1.58 0.19 — - —
Myeloid neoplasms/Lymphoid neoplasms 5.09 1.82-14.30 0.0020 — — -
Number of chemotherapy courses 1.24 1.07-1.44 0.0050 — — —
MASCC score 0.82 0.69-0.98 0.024 0.83 0.66-1.05 0.13
Serum CRP at treatment initiation (mg/dL) 1.28 1.09-1.51 0.0026 1.38 1.10-1.73 0.0059
ANC at treatment initiation (/L) 0.99 0.99-1.00 0.21 0.99 0.99-1.00 0.56
Serum f-D-glucan (pg/mL) 1.08 0.92-1.27 0.35 — — —
Central venous catheter 3.18 1.01-9.99 0.047 — — —
Number of days with ANC <500/ uL prior to FN treatment (Day) 1.02 1.00-1.03 0.043 — — —
History of FN in the previous 3 months 5.76 2.01-16.50 0.0011 7.49 1.86-30.2 0.0047
Positive blood culture 0.33 0.06-1.70 0.18 — — —
Colonization with ESBL-producing E. coli 0.00 — 0.99 - — -
Colonization with MRSA or MRCNS 0.33 0.06-1.70 0.18 — — —
Colonization with Candida spp. 0.63 0.11-3.66 0.60 — — —

OR: odds ratio; CI: confidence interval; MASCC score: Multinational Association of Supportive Care in Cancer score; CRP: C-reactive pro-
tein, ANC: absolute neutrophil count; FN: febrile neutropenia; ESBL: extended-spectrum f-lactamase; MRSA: methicillin-resistant Staph-

ylococcus aureus, MRCNS: methicillin-resistant coagulase-negative staphylococci
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6.430 (0.964, 0.487)

AUC: 0.731
95% confidence interval: 0.611-0.85

1.0

Fig. 1.

T T
0.8 0.6 0.4 0.2 0.0
1-specificity

ROC curve to determine the serum CRP cutoff

value for predicting the need for second-line treat-

ment for febrile neutropenia. The cutoff value of the

serum CRP level at treatment initiation was deter-

mined by ROC curve analysis to be 6.430 mg/dL
(sensitivity: 0.964, specificity: 0.487, AUC: 0.731).
ROC: receiver operating characteristic; AUC: area

under the curve; CRP: C-reactive protein
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Febrile neutropenia (FN) is a frequent complication of chemotherapy in patients with hematological ma-
lignancies and is associated with an elevated risk of severe infections and impaired treatment outcomes.
Most Japanese guidelines recommend monotherapy with an anti-pseudomonal B-lactam antibiotic as the
first-line treatment, the optimal strategy for second-line treatment remains unclear. This study was aimed
at investigating the clinical characteristics and other factors associated with the need for second-line
treatment for FN in patients with hematological malignancies receiving cefepime (CFPM) monotherapy as
the initial treatment. We retrospectively analyzed the data of 69 patients with hematological malignancies
who were admitted to Tenshi Hospital between January 2015 and December 2022. All the patients devel-
oped FN during chemotherapy and received CFPM monotherapy as first-line treatment. Patients who suc-
cessfully completed the initial CFPM monotherapy were defined as the primary treatment group (pt
group, n=30), while those who required additional antimicrobial agents were classified as the second-line
treatment group (st group, n=39). The patient characteristics and treatment outcomes were compared be-
tween the two treatment groups. The treatment success rate was 86.7% (26/30) in the pt group and 43.6%
(17/39) in the st group. The st group showed significantly higher baseline serum C-reactive protein (CRP)
levels as compared with the pt group (median: 7.6 mg/dL vs. 2.3 mg/dL, p=0.0026). Elevated serum CRP,
with a CRP cutoff value of 643 mg/dL determined by receiver operating characteristic curve analysis,
was identified as a predictor of the need for second-line treatment for FN. Logistic regression analysis
identified an elevated baseline serum CRP level and history of FN within the previous three months as
significant predictors of the need for secondary treatment for FN (p=0.0059, p=0.0047). The results of this
study suggest that a baseline serum CRP level of 26.43 mg/dL and a history of FN within the previous
three months are potential risk factors for a reduced efficacy of the initial CFPM monotherapy for FN in
patients with hematological malignancies. Therefore, careful monitoring of the clinical course is essential,
particularly for patients with the two aforementioned risk factors. Where indicated, clinicians could con-
sider broadening the antimicrobial spectrum of the initial treatment beyond that of CFPM and/or initiat-
ing concomitant therapy with an anti-methicillin-resistant Staphylococcus aureus agent and/or antifungal
agent.
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