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Febrile neutropenia (FN) is the major toxicity of rituximab plus cyclophosphamide,
doxorubicin, vincristine, and prednisone (R-CHOP) regimen in the treatment of diffuse
large B-cell lymphoma (DLBCL). The prediction of neutropenia and FN is mandatory to
continue the planned R-CHOP therapy resulting in successful anti-cancer treatment. The
clinical features and patterns of neutropenia and FN from 181 DLBCL patients treated with
R-CHOP were analyzed retrospectively. Sixty percent (60.2%) of patients experienced at
least one episode of grade 4 neutropenia. Among them, 42.2% of episodes progressed to
FN. Forty-eight percent (48.8%) of patients with FN was experienced their first FN during
the first cycle of R-CHOP. All those patients never experienced FN again during the rest
cycles of R-CHOP. Female, higher stage, international prognostic index (IPI), age ≥ 65 yr,
comorbidities, bone marrow involvement, and baseline serum albumin ≤ 3.5 mg/dL were
significant risk factors for FN by univariate analysis. Among these variables, comorbidities
(P = 0.009), bone marrow involvement (P = 0.006), and female gender (P = 0.024) were
independent risk factors for FN based on multivariate analysis. On observing the patterns
of neutropenia and FN, primary prophylaxis of granulocyte colony-stimulating factor
(G-CSF) and antibiotics should be considered particularly in female patients, patients with
comorbidities, or when there is bone marrow involvement of disease.
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INTRODUCTION
Rituximab-Cyclophosphamide, doxorubicin, vincristine, and
prednisone (R-CHOP) is considered a standard treatment of
diffuse large B-cell lymphoma (DLBCL). Although DLBCL is a
clinically and genetically heterogenous group of diseases, a recently updated follow-up analysis confirmed that DLBCL is a
potentially curable disease with R-CHOP chemotherapy (1).
Therefore, the effort to minimized treatment-related morbidity
and mortality is the one of the most important issues in treating
patients with DLBCL.
Febrile neutropenia (FN) is the most serious hematologic toxicity of chemotherapy containing myelotoxic agents. The prompt
administration of empiric antibiotics is crucial in patients with
FN because infection can progress rapidly (2). Prolonged neutropenia and FN increase not only disease-related morbidity
and mortality but also medical costs (3). Moreover, FN can delay and reduce chemotherapy delivery (4). Since chemotherapy
delivered at less than 90% of the planned relative dose intensity
(RDI) has been associated with impaired outcomes in aggressive DLBCL treated with CHOP (4), prophylaxis and the proper
management of neutropenia and FN to maintain planned dos-

es of chemotherapy during chemotherapy cycles seem inevitable to guarantee a favorable outcome of DLBCL treated with RCHOP.
Variable degrees (7%-65%) of FN have been reported among
the patients treated with CHOP ± R chemotherapy (5, 6). The
National Comprehensive Cancer Network (NCCN) and European Organization for Research and Treatment of Cancer (EO
RTC) guidelines assess the risk of FN considering patients’ own
risk factors and the chemotherapy regimen itself and then recommend primary prophylaxis with granulocyte colony-stimulating factor (G-CSF) in patients with a > 20% risk of FN (7). According to the guidelines, an R-CHOP-21 regimen itself is an intermediate risk for FN (7). Therefore, it is important to recognize
what are the high-risk features of FN in patients treated with an
R-CHOP regimen. Older age, poor performance status, advanced
disease, comorbidities, low baseline blood cell counts, and low
body surface area/body mass index are well-known general risk
factors of FN based on studies with variable chemotherapy regimens (8). However, a few studies have been reported regarding
risk factors of FN in patients treated with CHOP specifically (911). Moreover variable patient risk factors for FN were not identical among studies. There was only one large observational study
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including DLBCL patients treated with R-CHOP in which the
researchers analyzed the risk factors of FN (12). Even in that study,
because many patients had already received primary G-CSF pro
phylaxis, the risk factors for FN could not be identical to those
of patients without primary G-CSF prophylaxis. Although the
reported adverse events of CHOP and R-CHOP chemotherapy
were similar, it is unclear whether risk factors of FN obtained
mainly from studies with non-Hodgkin’s lymphoma (NHL) patients treated with CHOP could be applied directly to patients
treated with an R-CHOP regimen. In addition, all previous studies were conducted with Western populations. Therefore, in this
study, patterns of neutropenia and risk factors of FN specific to
an R-CHOP regimen in Asian DLBCL patients were analyzed.

MATERIALS AND METHOD
Patients
A total of 181 patients who were diagnosed with DLBCL and
treated with R-CHOP chemotherapy at Ajou University Hospital between January 2004 and December 2013 were analyzed.
Patients received at least 4 cycles of R-CHOP chemotherapy with
or without G-CSF support in this study. The R-CHOP regimen
(rituximab 375 mg/m2, cyclophosphamide 750 mg/m2, doxorubicin 50 mg/m2, vincristine 1.4 mg/m2, all on day 1 and prednisone 40 mg/m2 daily for 5 days) was administered every 3 weeks.
Considering compliance of patients, extending interval of each
chemotherapy-cycle to 4 week was allowed in our protocol. Blood
samples for laboratory testing were collected on day 1. Revisiting outpatient clinic on day 8 was mandatory to all patients. On
day 8, blood samples and body temperature of patients was collected. Prophylactic antibiotics and G-CSF were not used. All
FN patients was admitted to a hospital and had at least two aerobic and anaerobic blood cultures before receiving antibiotics.
In FN patient, G-CSF (filgrastim, 5 μg/kg) was administered until recovery of absolute neutrophil count (ANC) occurs.
Independent variables and operational definition
Demographic and clinical characteristics of all patients included age, sex, height, weight, body-surface area (BSA), comorbid
conditions (which was categorized by the comorbidity component of the Chalson Comorbidity Index), a history of previous
cancer diagnosis and treatment, hepatitis B virus (HBV) carrier
status, and bone marrow involvement; they were retrieved from
the medical record database of hospital. In addition, baseline
complete blood cell count (CBC), lactate dehydrogenase (LDH),
and albumin levels were collected. Age was dichotomized as
less than 65 or ≥ 65 yr. BSA was categorized as less than 1.9 m2
and ≥ 1.9 m2. ECOG performance status was categorized as less
than 2 or ≥ 2. Comorbid condition, HBV carrier status, and bone
marrow involvement were categorized as either present or absent. Serum LDH level (reference range: 100-200 U/L) was cat-
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egorized as ≤ 200 or more than 200 U/L, and serum albumin
level was classified as ≤ 3.5 or more than 3.5 mg/dL. Baseline
ANC was categorized as less than 1,500/μL and ≥ 1,500/μL. Ba
seline hemoglobin was categorized as < 12 g/dL and more than
12 g/dL because baseline hemoglobin < 12 g/dL was an independent risk factor of FN with CHOP or R-CHOP chemotherapy in previous studies (11, 12). Disease stage was categorized
with the Ann Arbor staging system. The relative dose-intensity
(RDI) for each agent was defined as the proportion of the standard dose-intensity actually delivered. The average relative doseintensity (ARDI) was calculated by averaging the delivered RDIs
of cyclophosphamide and doxorubicin. Fever was defined as a
single oral temperature measurement of ≥ 38.3°C, or a temperature of ≥ 38°C sustained over a one-hour period. FN was defined as the occurrence of fever in a state of grade 4 neutropenia (ANC < 0.5 × 109/L) (7, 13, 14).
Statistical methods
The demographic and clinical characteristics of all patients were
analyzed using descriptive statistics. A one-way ANOVA with
post-hoc analysis by Tukey’s honestly significant difference (HSD)
was applied for comparison of mean ANC after each cycle of
chemotherapy. Univariate associations between the neutropenia or FN and individual explanatory variables were analyzed
with Cox regression. Stepwise logistic regression analyses were
applied to determine variables significantly associated with the
occurrence of neutropenia and febrile neutropenia. Variables
associated with the presence of neutropenia or FN in the univariate analysis at a P value of < 0.15 were tested as the independent variables in the logistic analysis. The SPSS 13.0 software
program was used for statistical analysis. Two-sided P values of
less than 0.05 were considered statistically significant.
Ethics statement
The study was approved by the Ajou University Hospital institutional review board (AJIRB-MED-MDB-14-054).

RESULTS
Patient characteristics
Baseline demographics and disease characteristics are summarized in Table 1. The median age of the 181 patients (111 males
and 70 females) was 57 yr (range 17-78 yr) at diagnosis, and 35.3%
(64/181) of patients were over 65 yr old. In addition, 14.4% (26/
181) patients had a history of diagnosis and treatment of another malignancy, and 5.5% (10/181) of patients had comorbidities
(1 case of coronary artery disease with congestive heart failure,
1 case of coronary artery disease with diabetes mellitus, 5 cases
of diabetes mellitus, 1 case of end stage renal disease, 1 case of
dementia and 1 case of connective tissue disease). HBV markers
were tested in 175 patients and 14.9% (26/ 175) patients were
http://dx.doi.org/10.3346/jkms.2014.29.11.1493
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hepatitis B surface antigen (HBsAg) carriers with normal liver
tests; 50.8% (92/181), 22.1% (40/181), 11.6% (21/181), and 15.5%
(28/181) of patients were low, intermediate low, intermediate
high, and high risk on the IPI (International Prognostic Index),
respectively. In 95.6% (173/181) of cases, a bone marrow biopsy
was performed at diagnosis. Of these, bone marrow involvement of DLBCL was detected in 7.5% (13/161) of cases. BaseTable 1. Demographic and clinical characteristics of study patients
Characteristics
Median age, years (range)
Gender (male:female)
BSA (mean, range), m2
Previous cancer condition
Comorbid condition
HBV carrier
International Prognostic Index (IPI)
Low
Intermediate low
Intermediate high
High
BM involvement
LDH (median, range)
Baseline CBC
Hemoglobin, median (range)
Platelet, median (range)
ANC, median (range)
Total cycles of R-CHOP
4 cycles
5 cycles
6 cycles
> 6 cycles
Interval of R-CHOP, median day (range)

N = 181
57 (17-78)
111:70 (61.3:38.7%)
1.69 (1.24-2.30)
26/181 (14.4%)
10/181 (5.5%)
26/175 (14.9%)
92 (50.8%)
40 (22.1%)
21 (11.6%)
28 (15.5%)
13/173 (7.5%)
211 U/L (92-1239)
122 g/L (80-165)
230 × 109/L (65 × 109-516 × 109)
3.81 × 109/L (0.34 × 109-18.56 × 109)
12 (6.6%)
16 (8.8%)
133 (73.5%)
20 (11.1%)
28 (19.6-50)

BSA, body surface area; HBV, haptitis B virus; BM, bone marrow; LDH, lactate dehydrogenase; CBC, complete blood count; ANC, absolute neutrophil count, R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone.

line median serum LDH levels and ANC were 211 U/L (range
92-1,239) and 3.81×109/L (range 0.34-18.56), respectively.
Pattern of neutropenia and FN after R-CHOP
chemotherapy in patients with DLBCL
Every patient received a median of 6 (range 4-8) cycles of R-CHOP
chemotherapy and the median interval of each chemotherapy
cycle was 28 (range 19.6-50) days. A total of 60.2% (109/181) of
patients experienced at least one episode of grade 4 neutropenia (ANC < 0.5×109/L) during chemotherapy and of these, 42.2%
(43/109) of patients progressed to FN (Table 2). There was no
statistically different incidence of FN between R-CHOP-21 (24.6%
[16/65]) and R-CHOP-28 (23.3% [27/116]) chemotherapy groups.
Overall, 23.8% (43/181) of patients receiving R-CHOP experienced FN at some point during this study. In all 65 events of FN,
blood cultures were performed, and 6 suspicious organisms (2
Gram (-) bacilli, 4 Gram (+) bacilli) of FN were identified. As
shown in Table 2, a greater amount of G-CSF was administered
to FN patients. Among FN patients, 27.9% (12/43) of patients
received chemotherapy with unplanned dose reductions and
79.1% (34/43) of patients experienced median 14 days of treatment delays. As a result, in 9.3% (4/43) of FN patients, treatment
was terminated early. There was no early termination of treatment in non-FN patients.
Initial ANC at the time of presentation and ANC before and 7
days after each cycle of chemotherapy was measured. When
ANC after chemotherapy cycle was analyzed in 93% (161/181)
of patients, ANC after the first cycle of chemotherapy was significantly lower than those after subsequent cycles (Fig. 1). Indeed, more than half of neutropenia (62.4%) occurred in the first
cycle of R-CHOP. Forty-eight percent (48.8%) of patients experi-

Table 2. Clinical characteristics of neutropenia and febrile neutropenia by R-CHOP chemotherapy
Characteristics
First episode at
1st cycle of R-CHOP
2nd cycle of R-CHOP
3rd cycle of R-CHOP
4th cycle of R-CHOP
5th cycle of R-CHOP
6th cycle of R-CHOP
Number of episodes in the same patients
1
2
3
≥4
Documented microorganism
Gram negative
Gram positive
Nothing
Total amount of G-CSF administration (µg)
Days of treatment delay (median, days)
ARDI < 85% (No.)

Neutropenia* (n = 109)
68 (62.4%)
10 (9.2%)
8 (7.3%)
11 (10.1%)
7 (6.4%)
5 (4.6%)
Neutropenia (n = 109)
46 (42.2%)
23 (21.1%)
19 (17.4%)
21 (19.3%)

FN (n = 43)
21 (48.8)
1 (2.3%)
3 (7.0%)
2 (4.7%)
10 (23.3%)
6 (14.0%)
FN (n = 43)
28 (65.1%)
9 (20.9%)
5 (11.6%)
1 (2.3%)
2 (3.1%)
4 (6.2%)
59 (90.8%)

Non-FN (n = 138)
432.6 ± 693.5
7.0 ± 7.89
12 (8.7%)

FN (n = 43)
1,730.2 ± 1,129.8
14.0 ± 14.7
12 (27.9%)

P value
0.000
0.000
0.003

*Neutropenia, absolute neutrophil count (ANC) < 0.5 × 109/L. R-CHOP, rituximab, cyclophosphamide, doxorubicin, vincristine, and prednisone; FN, febrile neutropenia; G-CSF,
granulocyte colony stimulating factor; ARDI, average relative dose-intensity.
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occurrence of neutropenia. And female gender (OR, 2.433; 95%
CI, 1.124-5.270, P = 0.024) was a risk factor of FN as well. However, Ann Arbor staging was not an independent risk factor of
FN based on multivariate analysis. Among the variables associated with FN in univariate analysis, patients with comorbidity
(RR, 6.239; 95% CI, 1.565-24.869, P = 0.009) and bone marrow
involvement of lymphoma (RR, 6.122; 95% CI, 1.663-22.533, P =
0.006), including the female gender, were independent risk factors for FN in this study.

DISCUSSION
0
0

1

2

3

4

5

6

Cycle of chemotherapy
Fig. 1. Pattern of absolute neutrophil count (ANC) after each cycle of R-CHOP chemotherapy. ANC after the first cycle of R-CHOP was significantly lower than that of
either baseline or after subsequent cycles of chemotherapy.

enced their first episode of FN in the first cycle of chemotherapy. In 34.9% of patients, more than 2 episodes of FN were occurred during whole chemotherapy cycles. However, interestingly, all patients experienced their first FN in the first cycle of
chemotherapy never experienced FN again during subsequent
cycles of chemotherapy. All FN patients were admitted to a hospital and empirical intravenous antibiotics including anti-pseudomonal β-lactam (cefepime) and aminoglycoside were administrated after sampling for sputum, blood and urine culture. In
this study, there was no mortality related with FN.
Potential risk factors associated with neutropenia and
febrile neutropenia
Univariate analysis of potential risk factors of neutropenia (ANC
< 0.5 × 109/L), and FN is shown in Table 3. Female gender (P =
0.019), high Ann Arbor staging (P = 0.001), IPI (P = 0.003), and
LDH above upper limit of normal (P = 0.029) were all significantly associated with a risk of neutropenia. Among these factors, female gender (P = 0.004) and higher Ann Arbor staging
(P = 0.015) and IPI (P = 0.004) were significantly associated with
episodes of FN. In addition, age ≥ 65 (P = 0.044), patients with
comorbidity (P = 0.013), bone marrow involvement of lymphoma (P = 0.003), and baseline serum albumin ≤ 3.5 mg/dL were
significant risk factors of FN. However, baseline Hb < 12 g/dL,
ANC < 1,500/μL and BSA < 1.9 m2 reported risk factors of FN
were not associated with episodes of FN in this study. These statistically significant variables associated with neutropenia and
FN were included in the logistic regression model for multivariate analysis (Table 4). Multivariate analysis shows that only female gender (odds Ratio [OR], 2.021; 95% confidence interval
[CI], 1.023-3.993, P = 0.043) and high Ann Arbor staging (OR,
6.075; 95% CI, 1.469-25.128, P = 0.013) were risk factors for the

1496  
http://jkms.org

Myelosuppressive chemotherapy-induced neutropenia with
fever often results in hospitalization with the administration of
empiric broad-spectrum antibiotics and has been associated
with considerable morbidity and mortality along with increasing medical costs (15). Current guidelines state that chemotherapy regimens with the occurrence rate of FN, more than 20%,
between 10 to 20%, and lower than 10% are considered high,
intermediate, and low risk for FN, respectively (7, 16). These
classifications of chemotherapy regimens are based on several
clinical trials including only eligible patients. Therefore, hematologic toxicities are often underreported in these highly selected patients. Based on early clinical trials, an R-CHOP-21 regimen is regarded as an intermediate risk for FN in NCCN and
EORTC guidelines (7). However, the occurrence rate of FN in
several observational studies of an R-CHOP regimen including
patients who had received primary prophylaxis of G-CSF was
17%-22% (4, 12, 17). In this study, 23.8% of patients experienced
at least one episode of FN without primary prophylaxis of G-CSF.
All of the above studies suggest that an R-CHOP regimen itself
is a high risk of FN in real clinical situations.
Since the prophylactic administration of G-CSF is not mandatory in the intermediate risk group based on NCCN and EO
RTC guidelines, it is important to find out which patients have
high-risk features related to FN. From several clinical trials with
different cancer types, a variety of patient- and disease-related
risk factors have now been implicated in the risk of developing
FN, including older age, poor performance status, advanced
disease, comorbidities, low baseline blood cell counts, and low
body surface area/body mass index (8). Being older than 60 or
65 yr was found to be a risk factor most consistently associated
with the development of FN in several studies including nonHodgkin’s lymphoma (NHL) patients (11, 12, 18, 19). However,
in other studies including NHL patients treated with CHOP, age
was not an independent risk factor for FN (20-22). One study
that classified patients older than 70 further into 70-74 yr, 75-79
yr, and > 80 yr of age showed that even more advanced age did
not appear to increase the risk for FN (23). Instead, some studies have suggested that physiological age, as demonstrated by
performance status, may be a better predictor of risk than chronhttp://dx.doi.org/10.3346/jkms.2014.29.11.1493
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Table 3. Univariate analysis of risk factors for neutropenia and febrile neutropenia
Characteristics
Age
< 65
≥ 65
Gender
Male
Female
BSA
< 1.9 m2
≥ 1.9 m2
Previous cancer
No
Yes
Comorbid condition
No
Yes
HBV carrier
No
Yes
ECOG PS
0,1
2,3
Ann arbor staging
I
II
III
IV
IPI
Low
Intermediate low
Intermediate high
High
BM involvement
No
Yes
LDH
≤ Upper limit of normal
> Upper limit of normal
Baseline Hb
< 12 g/dL
≥ 12 g/dL
Baseline ANC
< 1,500/µL
≥ 1,500/µL
Baseline albumin
≤ 3.5 mg/dL
> 3.5 mg/dL

Neutropenia* (-)
No. (%)

Neutropenia (+)
No. (%)

51 (70.8)
21 (29.2)

66 (60.6)
43 (39.4)

52 (72.2)
20 (27.8)

59 (54.1)
50 (45.9)

57 (79.2)
15 (20.8)

97 (89.0)
12 (11.0)

61 (84.7)
11 (15.3)

94 (86.2)
15 (13.8)

70 (97.2)
2 (2.8)

101 (92.7)
8 (7.3)

60 (85.7)
10 (14.3)

89 (84.8)
16 (15.2)

61 (84.7)
11 (15.3)

78 (71.6)
31 (28.4)

16 (22.2)
38 (52.8)
14 (19.4)
4 (5.6)

16 (14.7)
39 (35.8)
34 (31.2)
20 (18.3)

44 (61.1)
16 (22.2)
8 (11.1)
4 (5.6)

48 (44.0)
24 (22.0)
13 (11.9)
24 (22.0)

64 (97.0)
2 (3)

92 (89.3)
11 (10.7)

38 (55.1)
31 (44.9)

39 (37.5)
65 (62.5)

29 (40.3)
43 (59.7)

50 (45.9)
59 (54.1)

2 (2.8)
70 (97.2)

7 (6.4)
102 (93.6)

10 (13.9)
62 (86.1)

27 (24.8)
82 (75.2)

P value

FN (-)
No. (%)

FN (+)
No. (%)

95 (68.8)
43 (31.2)

22 (51.2)
21 (48.8)

98 (67.4)
45 (32.6)

18 (41.9)
25 (58.1)

119 (81.9)
25 (18.1)

41 (95.3)
2 (4.7)

117 (84.8)
21 (15.2)

38 (88.4)
5 (11.6)

134 (97.1)
4 (2.9)

37 (86.0)
6 (14.0)

114 (85.7)
19 (14.3)

35 (83.3)
7 (16.7)

108 (78.3)
30 (21.7)

31 (72.1)
12 (27.9)

26 (18.8)
62 (44.9)
38 (27.5)
12 (8.7)

6 (14.0)
15 (34.9)
10 (23.3)
12 (27.9)

75 (54.3)
32 (23.2)
17 (12.3)
14 (10.1)

17 (39.5)
8 (18.6)
4 (9.3)
14(32.6)

124 (96.1)
5 (3.9)

32 (80.0)
8 (20.0)

64 (48.9)
67 (51.1)

13 (31.0)
29 (69.0)

57 (41.3)
81 (58.7)

22 (51.2)
21 (48.8)

6 (4.3)
132 (95.7)

3 (7.0)
40 (93.0)

23 (16.7)
115 (83.3)

14 (32.6)
29 (67.4)

NS

P value
0.039

0.033

0.004

NS

NS

NS

NS

NS

0.006

NS

NS

NS

NS

0.015

0.033

0.011

0.013

NS

0.003

0.027

NS

NS

NS

NS

NS

NS

0.041

*Neutropenia, absolute neutrophil count (ANC) < 0.5 × 109/L. NS, not significant; BSA, Body surface area; HBV, hepatitis B virus; ECOG PS, Eastern Cooperative Oncology Group
performance status; IPI, International Prognostic Index; BM, bone marrow; LDH, lactate dehydrogenase; Hb, hemoglobin; ANC, absolute neutrophil count.
Table 4. Multivariate analysis of risk factors for neutropenia and febrile neutropenia
Characteristics
Neutropenia
Female gender
Ann Arbor (I)
Ann Arbor (II)
Ann Arbor (III)
Ann Arbor (IV)
Febrile neutropenia
Female gender
Bone marrow involvement
Comorbid condition

Odds ratio

95% CI

P value

2.021

1.023-3.993

0.043
0.013

1.069
2.531
6.075

0.457-2.499
0.961-6.668
1.469-25.128

2.433
6.122
6.239

1.124-5.270
1.663-22.533
1.565-24.869

http://dx.doi.org/10.3346/jkms.2014.29.11.1493

0.024
0.006
0.009

ological age itself (23). Actually, studies including NHL, breast,
and lung cancer have shown that not old age itself but poor performance status is a risk factor for the development of FN. However, Salar et al. reported that old age and poorer performance
status were both independent risk factors for FN in NHL patients
treated R-CHOP regimen (12). Therefore, old age or poorer performance status could be a potential risk factor for FN. However, they could not be an absolute risk for FN in any chemotherapy regimen. In this study, being older than 65 yr was also a risk
factor for FN in univariate analysis but not in multivariate analhttp://jkms.org  1497
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ysis. And poor performance status was only associated with occurrence of neutropenia but not with episode of FN. Although
different cut points were analyzed, several studies have shown
that low BMI or low BSA is a risk factor for FN (11, 21, 24). However, low BSA ( < 1.9 m2) was not a risk factor in this study. Since
BSA of Asian population is lower than that of Western population, variable different cut point of BSA (1.4-2.0 m2) were analyzed (data not shown). Nonetheless, none of cut point of BSA
were associated with neutropenia or FN in this study.
In the studies with NHL (21, 25) and small-cell lung cancer
(26), female gender has been found to be a risk factor for the de
velopment of FN. In this study, female gender was an independent risk factor for the development of neutropenia and FN after R-CHOP chemotherapy. Because most studies did not explore or discuss this issue, it is not easy to determine why females
experience FN more frequently after chemotherapy. Nonetheless, we can carefully assume the answer with reference to the
studies showing that drugs are more slowly cleared in female
body for several reasons, including their differential distribution into fat, slower metabolism, or slower excretion of drugs.
For example, doxorubicin has shown significant gender- and
body composition-related differences in pharmacokinetic profile (27, 28). These pharmocokinetic differences of chemotherautic agents between males and females probably explain the
sensitivity of myelosuppresion in female patients treated with
an R-CHOP regimen.
Many studies including NHL have found that abnormal laboratory values are important risk factors for FN. Salar et al. reported that lower baseline hemoglobin (< 12 g/dL) was an independent risk factor for FN in NHL patients treated with an RCHOP regimen (12), and Pettengell et al. reported that low baseline albumin (< 3.5 g/dL) was an independent risk factor for FN
in NHL treated with a CHOP regimen (18). Lyman et al. found
that lower baseline ANC (< 1,500/μL) was an independent risk
factor for FN in NHL treated with various regimens (25). In this
study, only low baseline albumin was associated with the occurrence of FN. However, none of the above potential risk factors were independent risk factors in this study.
Disease-related risk factors for FN can be categorized into tumor type, advanced disease, and genetic risk factors. Advanced
disease status has been found to be a significant predictor of FN
in studies with various cancers including NHL, breast, ovarian,
lung, colorectal, and prostate cancer (8, 24). In this study, higher Ann Arbor staging was a risk factor for neutropenia and NF.
Bone marrow involvement of DLBCL by bone marrow biopsy,
which is known to be a poor prognostic factor independently of
IPI (29) was reported as a risk factor for FN in NHL patients. Interestingly, in this study, an independent risk factor for FN is not
advanced Ann Arbor staging, but rather bone marrow involvement of DLBCL confirmed by bone marrow biopsy.
The most serious outcome of FN is mortality. In this study,
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there was no mortality related with FN. Overall survival between
patients never experienced FN and patients experienced at least
more than one episode of FN was not different statistically. FN
can lead to a delayed treatment schedule with early termination
and induce a reduction of chemotherapy dose. In this study, patients with FN experienced longer treatment delays and more
frequent dose reductions of chemotherapy. What is worse, almost one out of 10 FN patients experienced the early termination of treatment due to FN. Since in patients with aggressive
non-Hodgkin lymphoma (NHL) reduced chemotherapy delivery has been associated with impaired outcomes (4, 30), dose
reduction and early termination of treatment due to FN will lead
to adverse outcomes in patients. Therefore, if FN can be prevented, medical costs will be decreased and patients’ overall outcome can be improved. Many studies have already proven that
primary prophylaxis with G-CSF can effectively reduce FN (17).
Nevertheless, there is still controversy over the routine use of
primary G-CSF prophylaxis in DLBCL patients treated with an
R-CHOP regimen in terms of the cost-benefit. However, considering that most FN developed after the first chemotherapy
cycle and those patients never experienced FN again in the rest
of their chemotherapy cycles in this study, routine primary GCSF prophylaxis can be cost-effective in DLBCL patients treated with R-CHOP.
In summary, 23.8% of DLBCL patients treated with R-CHOP
experienced FN without primary prophylaxis of G-CSF in this
study. Median 14 days of treatment delays were observed in FN
patients and 27.9% (12/43) of patients with FN were received
reduced dose of chemotherapy (ARDI < 85%). Even in 9.3% (4/
43) of patients, early termination of treatment was occurred due
to FN. The presence of bone marrow involvement, comorbidities, and female gender were independent risk factors for FN.
The present study showed that an R-CHOP regimen itself is associated with a high risk of FN without primary prophylaxis of
G-CSF and suggested that the occurrence rate of FN will be increased in patients with the above risk factors. Therefore, routine primary prophylaxis of G-CSF is recommended to minimized treatment failure. After all, more studies to identify and
validate the risk factors for FN and analyzing the cost-effectiveness of routine primary prophylaxis of G-CSF will be needed,
along with considering racial and socioeconomic differences of
DLBCL patients treated with R-CHOP chemotherapy.

DISCLOSURE
The authors declare that they have no conflicts of interest.

ORCID
Yong Won Choi http://orcid.org/ 0000-0002-3659-8126
Seong Hyun Jeong http://orcid.org/ 0000-0003-4098-1184
http://dx.doi.org/10.3346/jkms.2014.29.11.1493

Choi YW, et al. • Risk Factors for Febrile Neutropenia in Rituximab-CHOP
Mi Sun Ahn http://orcid.org/0000-0002-7081-9826
Hyun Woo Lee http://orcid.org/ 0000-0002-6879-9686
Seok Yun Kang http://orcid.org/ 0000-0002-4995-9912
Jin-Hyuk Choi http://orcid.org/ 0000-0003-2387-204X
U Ram Jin http://orcid.org/ 0000-0001-8406-8886
Joon Seong Park http://orcid.org/ 0000-0001-7999-0577

REFERENCES

11. Lyman GH, Morrison VA, Dale DC, Crawford J, Delgado DJ, Fridman M;
OPPS Working Group; ANC Study Group. Risk of febrile neutropenia
among patients with intermediate-grade non-Hodgkin’s lymphoma receiving CHOP chemotherapy. Leuk Lymphoma 2003; 44: 2069-76.
12. Salar A, Haioun C, Rossi FG, Duehrsen U, Pettengell R, Johnsen HE, Jae
ger U, Verhoef G, Schwenkglenks M, Bacon P, et al. The need for improv
ed neutropenia risk assessment in DLBCL patients receiving R-CHOP-21:
findings from clinical practice. Leuk Res 2012; 36: 548-53.
13. Park J, Kim TM, Hwang JH, Kim NH, Choe PG, Song KH, Kim ES, Park
SW, Kim HB, Kim NJ, et al. Risk factors for febrile neutropenia during

1. Coiffier B, Thieblemont C, Van Den Neste E, Lepeu G, Plantier I, Castaigne
S, Lefort S, Marit G, Macro M, Sebban C, et al. Long-term outcome of pa

chemotherapy for HIV-related lymphoma. J Korean Med Sci 2012; 27:
1468-71.

tients in the LNH-98.5 trial, the first randomized study comparing ritux-

14. Lee DG, Kim SH, Kim SY, Kim CJ, Park WB, Song YG, Choi JH. Evidence-

imab-CHOP to standard CHOP chemotherapy in DLBCL patients: a

based guidelines for empirical therapy of neutropenic fever in Korea. Ko-

study by the Groupe d’Etudes des Lymphomes de l’Adulte. Blood 2010;
116: 2040-5.
2. Crawford J, Dale DC, Lyman GH. Chemotherapy-induced neutropenia:
risks, consequences, and new directions for its management. Cancer 2004;
100: 228-37.

rean J Intern Med 2011; 26: 220-52.
15. Kuderer NM, Dale DC, Crawford J, Cosler LE, Lyman GH. Mortality, mor
bidity, and cost associated with febrile neutropenia in adult cancer patients. Cancer 2006; 106: 2258-66.
16. Smith TJ, Khatcheressian J, Lyman GH, Ozer H, Armitage JO, Balducci L,

3. Schnipper LE, Smith TJ, Raghavan D, Blayney DW, Ganz PA, Mulvey

Bennett CL, Cantor SB, Crawford J, Cross SJ, et al. 2006 update of recom

TM, Wollins DS. American Society of Clinical Oncology identifies five

mendations for the use of white blood cell growth factors: an evidence-

key opportunities to improve care and reduce costs: the top five list for
oncology. J Clin Oncol 2012; 30: 1715-24.

based clinical practice guideline. J Clin Oncol 2006; 24: 3187-205.
17. Case DC Jr, Desch CE, Kalman LA, Vongkovit P, Mena RR, Fridman M,

4. Pettengell R, Schwenkglenks M, Leonard R, Bosly A, Paridaens R, Con-

Allen B. Community-based trial of R-CHOP and maintenance rituximab

stenla M, Szucs TD, Jackisch C; Impact of Neutropenia in Chemothera-

for intermediate- or high-grade non-Hodgkin lymphoma with first-cycle

py-European Study Group. Neutropenia occurrence and predictors of

filgrastim for older patients. Clin Lymphoma Myeloma 2007; 7: 354-60.

reduced chemotherapy delivery: results from the INC-EU prospective ob-

18. Pettengell R, Bosly A, Szucs TD, Jackisch C, Leonard R, Paridaens R, Con-

servational European neutropenia study. Support Care Cancer 2008; 16:

stenla M, Schwenkglenks M; Impact of Neutropenia in Chemotherapy-

1299-309.

European Study Group. Multivariate analysis of febrile neutropenia oc-

5. Coiffier B, Lepage E, Briere J, Herbrecht R, Tilly H, Bouabdallah R, Mo-

currence in patients with non-Hodgkin lymphoma: data from the INC-

rel P, Van Den Neste E, Salles G, Gaulard P, et al. CHOP chemotherapy

EU Prospective Observational European Neutropenia Study. Br J Hae-

plus rituximab compared with CHOP alone in elderly patients with diffuse large-B-cell lymphoma. N Engl J Med 2002; 346: 235-42.

matol 2009; 144: 677-85.
19. Laskey RA, Poniewierski MS, Lopez MA, Hanna RK, Secord AA, Gehrig

6. Pfreundschuh M, Trümper L, Osterborg A, Pettengell R, Trneny M, Im-

PA, Lyman GH, Havrilesky LJ. Predictors of severe and febrile neutrope-

rie K, Ma D, Gill D, Walewski J, Zinzani PL, et al. CHOP-like chemother-

nia during primary chemotherapy for ovarian cancer. Gynecol Oncol

apy plus rituximab versus CHOP-like chemotherapy alone in young pa-

2012; 125: 625-30.

tients with good-prognosis diffuse large-B-cell lymphoma: a randomised

20. Ray-Coquard I, Borg C, Bachelot T, Sebban C, Philip I, Clapisson G, Le

controlled trial by the MabThera International Trial (MInT) Group. Lan-

Cesne A, Biron P, Chauvin F, Blay JY. Baseline and early lymphopenia

cet Oncol 2006; 7: 379-91.

predict for the risk of febrile neutropenia after chemotherapy. Br J Can-

7. Aapro MS, Bohlius J, Cameron DA, Dal Lago L, Donnelly JP, Kearney N,

cer 2003; 88: 181-6.

Lyman GH, Pettengell R, Tjan-Heijnen VC, Walewski J, et al. 2010 up-

21. Scott SD, Chrischilles EA, Link BK, Delgado DJ, Fridman M, Stolshek

date of EORTC guidelines for the use of granulocyte-colony stimulating

BS. Days of prophylactic filgrastim use to reduce febrile neutropenia in

factor to reduce the incidence of chemotherapy-induced febrile neutro-

patients with non-Hodgkin’s lymphoma treated with chemotherapy. J

penia in adult patients with lymphoproliferative disorders and solid tumours. Eur J Cancer 2011; 47: 8-32.
8. Lyman GH, Abella E, Pettengell R. Risk factors for febrile neutropenia
among patients with cancer receiving chemotherapy: A systematic review.
Crit Rev Oncol Hematol 2014; 90: 190-9.

Manag Care Pharm 2003; 9: 15-21.
22. Ng JH, Ang XY, Tan SH, Tao M, Lim ST, Chan A. Breakthrough febrile neutropenia and associated complications in Non-Hodgkin’s lymphoma patients receiving pegfilgrastim. Acta Haematol 2011; 125: 107-14.
23. Shayne M, Culakova E, Wolff D, Poniewierski MS, Dale DC, Crawford J,

9. Intragumtornchai T, Sutheesophon J, Sutcharitchan P, Swasdikul D. A

Lyman GH. Dose intensity and hematologic toxicity in older breast can-

predictive model for life-threatening neutropenia and febrile neutrope-

cer patients receiving systemic chemotherapy. Cancer 2009; 115: 5319-

nia after the first course of CHOP chemotherapy in patients with aggressive non-Hodgkin’s lymphoma. Leuk Lymphoma 2000; 37: 351-60.

28.
24. Moreau M, Klastersky J, Schwarzbold A, Muanza F, Georgala A, Aoun M,

10. Lyman GH, Dale DC, Friedberg J, Crawford J, Fisher RI. Incidence and

Loizidou A, Barette M, Costantini S, Delmelle M, et al. A general che-

predictors of low chemotherapy dose-intensity in aggressive non-Hodg-

motherapy myelotoxicity score to predict febrile neutropenia in hemato-

kin’s lymphoma: a nationwide study. J Clin Oncol 2004; 22: 4302-11.

logical malignancies. Ann Oncol 2009; 20: 513-9.

http://dx.doi.org/10.3346/jkms.2014.29.11.1493

http://jkms.org  1499

Choi YW, et al. • Risk Factors for Febrile Neutropenia in Rituximab-CHOP
25. Lyman GH, Delgado DJ. Risk and timing of hospitalization for febrile

28. Lee YT, Chan KK, Harris PA, Cohen JL. Distribution of adriamycin in

neutropenia in patients receiving CHOP, CHOP-R, or CNOP chemother-

cancer patients: tissue uptakes, plasma concentration after IV and he-

apy for intermediate-grade non-Hodgkin lymphoma. Cancer 2003; 98:
2402-9.

patic IA administration. Cancer 1980; 45: 2231-9.
29. Yan Y, Chan WC, Weisenburger DD, Anderson JR, Bast MA, Vose JM,

26. Crawford J, Glaspy JA, Stoller RG, Tomita DK, Vincent ME, McGuire

Bierman PJ, Armitage JO. Clinical and prognostic significance of bone

BW, Ozer H. Final results of a placebo-controlled study of filgrastim in

marrow involvement in patients with diffuse aggressive B-cell lympho-

small-cell lung cancer: exploration of risk factors for febrile neutropenia.
Support Cancer Ther 2005; 3: 36-46.
27. Dobbs NA, Twelves CJ, Gillies H, James CA, Harper PG, Rubens RD. Gender affects doxorubicin pharmacokinetics in patients with normal liver

ma. J Clin Oncol 1995; 13: 1336-42.
30. Pettengell R, Schwenkglenks M, Bosly A. Association of reduced relative
dose intensity and survival in lymphoma patients receiving CHOP-21
chemotherapy. Ann Hematol 2008; 87: 429-30.

biochemistry. Cancer Chemother Pharmacol 1995; 36: 473-6.

1500  
http://jkms.org

http://dx.doi.org/10.3346/jkms.2014.29.11.1493

