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To the Editor
Rituximab and cyclophosphamide- containing regimens (cyclo-

phosphamide, vincristine, and prednisone with or without doxorubi-
cin) had been predominantly used as standard immunochemotherapy 
for symptomatic indolent B- cell lymphomas (i- BCLs) until the recent 
introduction of bendamustine plus rituximab schedule.1 However, 
the increased incidence of opportunistic infections following ben-
damustine exposure has raised questions regarding its safety and 
widespread adoption.2

We read with great interest Djebbari et al's study in the July 2020 
issue number 5 of European Journal of Haematology.3 This retrospec-
tive study assessed 3- year infection morbidity of newly diagnosed 
follicular lymphoma (FL) patients treated with immunochemother-
apy regimens, including anti- CD20 monoclonal antibodies (mAbs), 
that is, rituximab (R) or obinutuzumab (O) plus bendamustine (BR 
[n = 32] and OB [n = 9], respectively) eventually followed by an-
ti- CD20 mAb maintenance (in 31 of them) in the 2009- 2019 period 
in the Oxford's Tertiary Haematology Center of UK. Overall, 26/41 
patients (63%) experienced at least one infection of grade ≥1 with a 
total of 23 episodes of high- grade documented infections. Moreover, 
16 infection- related admissions during induction and 7 infection- 
related admissions during maintenance were recorded (grade: 3- 5). 
Thus, during the 3- year infection follow- up, bendamustine- based 
regimens led to a high rate of patients experiencing any grade of 
infection and a high number of infection- related admissions. The 
authors underscore that these findings influence decision- making 
across different frontline FL therapeutic approaches. There is the 
need of interventions that could mitigate the infectious toxicity 
(including granulocyte colony- stimulating factors [G- CSFs] and 
prophylactic antimicrobials) to establish the full value of frontline 
treatment with BR schedule in patients with i- BCLs in real life.1,4

In Supportive Care Cancer of 2017,5 we reported encouraging 
single- center safety results of a prospective trial in 61 adult pa-
tients receiving firstline BR therapy and pegfilgrastim prophylaxis 
(BR- Peg group) for i- BCLs (including follicular lymphoma for 68.8% 
of patients) during the 2014- 2016 period in Italy. All patients 

systematically underwent 6 mg pegfilgrastim (Neulasta®; Amgen) 
injected subcutaneously in a single administration on day 4 of 
each 4- week cycle of BR, from the first course of immunochemo-
therapy until the last course. During 6 months of follow- up from 
the start of immunochemotherapy, BR- Peg regimen was associ-
ated with a rate of incidence of infections (including febrile neu-
tropenia [FN] and pneumonia) and hospitalizations required for 
FN complications of 11.4% and 4.9%, respectively. We then car-
ried out a single- center interventional prospective trial, with sim-
ilar target population of Djebbari et al, in 67 patients (median age: 
63 years) with FL. From January 2016 to January 2020, according 
to our institution guidelines, consecutive symptomatic patients 
with FL received frontline BR, intensified primary antimicrobial 
prophylaxis (IPAMP), and R- maintenance (if needed). Preliminary 
results were published in haematologica of 20196; here, we report 
the mature results from this study characterized by a specific 
intervention against infections, that is, the IPAMP scheme con-
sisting of long- acting pegfilgrastim (6 mg, s.c) or lipegfilgrastim 
(6 mg, s.c) on day 4 of each BR cycle (as above described), and 
trimethoprim- sulfamethoxazole (960 mg bid die, twice a week) 
and acyclovir (400 mg bid die) from day 1 until 6 months after 
the last BR cycle. All patients had IPAMP treatment systematically 
as scheduled, and no modifications were made. With a median 
follow- up of 23 months, the rate of infections was 6% (including 
pneumonia [1 case], bloodstream infection [1 case], and gastroin-
testinal tract infection [2 cases]), and the rate of infection- related 
hospitalizations was 3% (2/67 patients).

With the systematic, prompt and sustained use of our vigorous 
primary anti- infectious prophylaxis (pegfilgrastim/lipegfilgrastim, 
trimethoprim- sulfamethoxazole, and acyclovir), we were able to dras-
tically bring down the rate of infections and hospitalizations required 
for infectious complications in patients with i- BCLs receiving BR regi-
men during the first two years of therapy (Table 1). Studies from other 
institutions with a longer follow- up are needed to assess the late in-
fectious risk following the BR therapy, especially from opportunistic 
microorganisms, possibly due to prolonged T- cell depletion.1

This is an open access article under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs License, which permits use and distribution in 
any medium, provided the original work is properly cited, the use is non-commercial and no modifications or adaptations are made.
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