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/Infections represent the leading cause of morbidity and mortality in patients with lymphoma treated with autologous stem cell transplantationﬂ\
Duration and depth of neutropenia following transplantation correlates with incidence and severity of infections in the post-transplant period.2
Filgrastim shortens the duration of neutropenia3# but its impact on the course and outcome of infections® as well as the preferred dose remain
somewhat controversial.® The objective of this study was to evaluate infectious complications in patients with lymphoma treated with autologous
peripheral blood stem cell transplantation (PBSCT) and investigate possible influence of different filgrastim doses on incidence, severity and

outcome of these infections.

PATIENTS AND METHODS
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120 consecutive patients (median
age 42, range 19-71 yrs, 63M/57F) \
with relapsed or refractory Non-
Hodgkin’s Lymphoma (NHL, n=92)
and Hodgkin’s Disease (HD, n=28)
treated with PBSCT in a single center
have been evaluated for infectious
complications following stem cell
transplantation (Table 1). In the post-
transplant  period, all patients
received filgrastim sc., starting from
the day of WBC<1x10%/L until the
second consecutive day of
WBC>1x105/L. Two different dose
levels of filgrastim were used,
“Low”: 300 mcg/day, administered in
58 patients; and “Standard”: median
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Standard dose filgrastim
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Febrile neutropenia (FN) in lymphoma patients following PBSCT

57% FN

dose 600 mcg (SD 94, average 628 /
mcg), administered in 62 patients. Causes of febrile neutropenia
Clinically documented 0 Bacteremia
Table 1. infections 28%
Patients’ characteristics
LOWDOSE STANDARD DOSE
FILGRASTIM FILGRASTIM Microbiologically
documented infections
TOTAL NUMBER 58 62 i
GENDER p=0.05 Fig. 3.
Male 36 28 Bacteremias according to causative organism
Female 22 34
DIAGNOSIS p=NS
Hodgkin’s 16 12 Gram negativedi' 360/, am positive
Disease
Non-Hodgkin’s 42 49 .
Lymphoma
AGE p=NS
Median 41 43
Range 22-63 19-71
PREVIOUS THERAPY p=NS
Iaifr::ehsemotherapy Median 2 3 Fig- 4. >20 o o
Range 25 17 No. of neutropenic days
Cycles Median 8 8 according to filgrastim dose
of chemotherapy
Range 6-16 218 (o]
15 ©
°
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CONCLUSIONS s o
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Infections are serious but manageable complications of PBSCT. Gram- 2 I ]
g - . . . =]
positive microorganisms remain the major cause of documented 2 P P
infections. In our patients treated with two dose levels of filgrastim, 5 ° °
standard filgrastim doses were more efficacious in both shortening the
duration of neutropenia and reducing the incidence of fever during 0=0.025
neutropenia. Also, compared to the lower filgrastim doses, patients
receiving standard filgrastim doses needed shorter antimicrobial Lowdose Standard dose
treatment and fewer modifications of empirical antimicrobial regimen. filgrastim filgrastim

Febrile neutropenia occurred in 79 (65.8%)
patients (Fig. 1) at a mean of 6 days after
transplantation (range 1-9, SD 1.65), more
often in patients with longer duration of
neutropenia post transplant (p=0.0003). In
these patients, microbiological work-up
was done and empirical antibiotic therapy
was initiated; piperacillin-tazobactam was
administered to all patients not having a
history of penicillin allergy. Empirical
therapy was modified according to
recommended guidelines in 19 (24.1%)
patients: vancomycin was added in 32
patients (40.5%), a systemic antifungal in
10 (12.7%) and both in 6 (7.6%) patients.
Twenty-eight patients (35.4%) had proven
bacteremias while 29 (36.7%) had other
microbiologically documented infections
(MDIs) (Fig 2.). Gram+ microorganisms
were responsible for the majority (64.3%) of
all bacteremias (Fig 3.). Patients receiving
standard doses of filgrastim had
significantly shorter duration of
neutropenia (average of 9.06 vs. 9.82 days,
p=0.02, Fig 4.) and developed febrile
neutropenia less often than the group
receiving lower doses of filgrastim (57.4%
vs. 75.9%, p=0.03, Fig 1.). They also
responded better to empirical therapy -
addition of vancomycin was not needed as
often as in the group receiving lower
filgrastim doses (28.6% vs. 50%, p=0.05)
and had shorter duration of antimicrobial
treatment (average of 9.71 vs. 10.9 days,
=0.11). /
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