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A dexamethasone, vinblastine, cyclophosphamide,
etoposide, methotrexate and bleomycin (D-VICEMB)
protocol as first-line treatment of patients aged 70
years or older affected by intermediate/high grade
non-Hodgkin’s lymphoma

We treated 30 consecutive untreated patients aged > 70
years with advanced aggressive non-Hodgkin’s lymphoma with
6 courses of cyclophosphamide, mitoxantrone, etoposide,
bleomycin, vinblastine and dexamethasone (D-VICEMB). The
global response was 93%. The 6-year overall survival and pro-
gression-free survival were 50%, and disease-free survival was
63%.
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Increasing age has a negative impact on the outcome of
patients with aggressive non-Hodgkin’s lymphoma (NHL). In sci-
entific literature people aged 60 years and older are defined as
elderly patients. In reality, the condition of elderly people depends
on biological age, namely on previous or concomitant diseases and
their degree of aging. Patients aged >70 years usually have a
poorer outcome.1-3 Anthracycline-containing regimens, such as
CHOP, seem to be more effective than others.4 However, treat-
ment-related mortality increases up to 15% in elderly patients. In
the last decade, weekly regimens, such as P-VEBEC, and VNCOP-
B, have been used with the aim of reducing chemotherapy toxi-
city.5-9 The D-VICEMB protocol was conceived for day-hospital
administration and to facilitate treatment compliance in elderly
patients reluctant to depart from their family-environment or to
modify life practices. Our regimen, a combination of 6 myelotox-
ic and non-myelotoxic drugs, was specifically tailored to treat
patients aged >70 years. The treatment consisted of six courses,
every 21 days, of cyclophosphamide (600 mg/m2 iv), mitoxantrone
(10 mg/m2 iv), etoposide (60 mg/m2 iv) on day 1; etoposide (60
mg/m2 orally) on day 2; bleomycin (6 mg/m2 iv) and vinblastine
(6 mg/m2 iv) on day 7; dexamethasone (12 mg/m2 orally) on days
1,2,3,5, and 7. Radiotherapy (36 Gy) to residual masses was pro-
grammed. The use of granulocyte colony- stimulating factor (G-
CSF) at the dose of 5 µg/kg/day for 4-6 days was employed in case
of neutropenia < 500/mL. Patients received bacterial and fungal
oral prophylaxis with ciprofloxacin (500 mg) and fluconazole (100
mg). Informed consent was provided. From January 1996 to April
2001, 30 consecutive untreated patients received this D-VICEMB
regimen. Inclusion criteria were: age >70 years, histologic diag-
nosis of intermediate/high grade NHL according to the Working
Formulation, stages II-IV. The patients’ characteristics and out-
come are described in Table 1. After chemotherapy administration
we recorded 18 (60%) complete remissions (CR), 10 (33%) par-
tial remissions (PR) and 2 (7%) cases of progressive disease (PD).
Four patients in PR received additional radiotherapy and 2 of them
obtained CR. Overall survival (OS) and progression-free survival
(PFS) rates at 72 months (median 28, range 7-77) were 50%. The
rate of disease-free survival (DFS) of the 20 patients in CR was
63% (Figure 1). Patients with good performance status (PS) (>
80%) or with an age-adjusted international prognostic index (Aa
IPI) score of 0-1 had an evident survival advantage; there was no
difference between patients below 75 and those 75 or over (Table
1). One hundred and sixty-one of the planned 180 courses were
administered. Four patients in CR suspended treatment after five
courses; 4 patients in PR refused further therapy after four or five
courses as a result of their improvement; 2 patients received only
two courses due to PD. Neutropenia < 500 /mL occurred in 36 of
the 161 courses (22%). No relevant infections occurred and no
admissions to hospital were required. The incidence of thrombo-
cytopenia was minimal. Only 2 packed red cell transfusions were
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needed. Two treatment-unrelated deaths occurred off-therapy;
the first patient in PR, affected by hypertension died of a cerebral
ictus 7 months after the diagnosis of NHL; the second died in CR
after 10 months, because of surgical complications of an adhe-
siotomy. In conclusion, our protocol is well-tolerated and effec-
tive in treating very elderly patients with aggressive NHL since the
patients in CRs had a sustained DFS. The lack of difference
between two age-subgroups suggests that age in itself is not a
poor prognostic factor in elderly patients treated with the D-
VICEMB regimen. In contrast, the presence of co-morbidity, espe-
cially diabetes, hypertension and cardiovascular diseases in our
patients with a PS< 60 limited the treatment’s feasibility. For
these patients additional supportive means are needed. Finally,
with the aim of ameliorating the efficacy of D-VICEMB we
planned the association of rituximab in patients with an Aa-IPI
score of 2-3.
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Table 1. Characteristics and outcome of the 30 patients.

Age (years) median 74 (range 70-85)
>75 12

Age adjusted IPI 0-1 10 (33%)
2-3 20 (67%)

Bulky tumor ( ≥ 6 cm) 4 (13%)
Bone marrow involvement 7 (23%)
Extranodal sites 15 (50%)
Elevated lactate dehydrogenase 11 (36%)
Sex (male/female) 14/16 
B symptoms (No/Yes) 17/13
Performance status < 80%  ≥ 80% 19/11

(Karnofsky index) <60 11
Disease stages

II 5 (16%)
IIE 8 (27%)
III-IV 17 (57%)

Histologic subtypes
(Working  Formulation)

E 1
F 6
G 23 

Overall survival
Age adjusted IPI

0-1 71%
2-3 18% p <.02

Performance status
≥ 80% 71%
< 80 % 30% p .08

Age
≤ 75 years 51%
>75 years 47% p .8

Figure 1. Overall survival and progression-free survival among
all patients. Disease-free survival among the 20 patients in
complete remission.
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Combined treatment with anti-CD20 (rituximab) and
CHOP in relapsed advanced-stage follicular lymphomas

We studied the safety and efficacy of combined treatment
with rituximab plus CHOP in 16 patients with relapsed
advanced-stage follicular lymphomas. The intent-to-treat
overall response rate (ORR) was 88%, 75% complete remis-
sions (CR) and 13% partial remissions (PR). At a median fol-
low-up of 18 months, 63% of the patients are alive (50% CR).
The combination of rituximab and CHOP in relapsed advanced-
stage follicular lymphomas achieves high ORRs and CRs, with
low toxicity except for in previously autografted patients. 
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Non-Hodgkin’s lymphomas (NHLs) are a diverse group of lym-
phoid neoplasms that range from indolent malignancies to rapid-
ly growing and highly aggressive tumors. Follicular lymphomas
(FL) represent the second most frequent type of B-cell NHLs,
which usually present as a disseminated disease with an indolent
course. Although a high initial response rate is achieved, repeat-
ed relapses occur with progressively lower response rates and
shorter durations. The efficacy and safety of rituximab as single-
agent therapy1-4 or in combination with interferon-α 25 has been
demonstrated in patients with either relapsed or refractory low
grade lymphomas, as well as first-line therapy in this type of
lymphomas.6,7 Only one study has been reported8 of combined
treatment with rituximab and CHOP in low grade lymphomas,
achieving higher response rates than rituximab as single agent
therapy.

The current study is an open-label non-randomized multicen-
ter phase II study designed to investigate the toxicity and effi-
cacy of rituximab plus CHOP in the treatment of patients with
relapsed advanced follicular lymphoma. We included patients
with CD20 positive relapsed follicular lymphoma according to
the REAL classification, whatever the cell type, between 18 and
70 years of age. They had disease stage III or IV according to the
Ann-Arbor classification, ECOG <2 and adequate renal and
hepatic functions.

The treatment schedule consisted of six intravenous infusions
of rituximab (375 mg/m2) on days 1, 8, 78, 85, 155, 162 (2 ini-
tial infusions to reduce tumor mass and 2 final infusions to end
up with minimal residual disease), and six standard cycles of
CHOP on days 15, 36, 57, 92, 113, 134. Treatment was discon-
tinued if disease progression was observed or if a severe adverse
therapy-related event appeared. Patients were evaluated for dis-
ease status at base line, after the third cycle of CHOP, at the end
of treatment and every three months thereafter. Response was
evaluated following the criteria of Cheson et al.9 Response cat-
egories consisted of complete response (CR), partial response (PR)
and no response (NR) or progressive disease (PD). Toxicity was
evaluated according to the WHO criteria.

Results of the descriptive analysis are expressed as median
and range for continuous data and number of cases with their
proportion for qualitative data. Survival analysis was performed
at the univariate level by means of Kaplan-Meier techniques.
Sixteen patients were enrolled in this study in 4 centers from July
1998 to August 2000. The median age was 61 years (range: 40-
70 years) and 12 (75%) were males. All of them had received at
least one prior therapy (median 2; range 1-6) and three cases
(19%) had been previously submitted to an autologous bone
marrow transplant. The median time between diagnosis and
inclusion in the study was 35 months (range: 8-143 months)
(Table 1).

Infusional toxicity of rituximab appeared in 50% of the
patients, usually mild and in all cases this only occurred with the
first infusion. It was managed by adjustments of the infusion
rate and was not a cause of treatment withdrawal. CHOP toxic-
ity was observed in 8 patients (50%), mainly hematologic, with
grade IV neutropenia in 5 patients. All three patients who had
previously undergone a peripheral stem cell transplant did not
complete treatment, two due to hematologic toxicity and one due
to viral hepatitis B reactivation.

The intent-to-treat analysis showed 12 (75%) CR and 2 (13%)
PR with an 88% ORR (Table 1). Of the 12 patients in CR, 4 (33%)
patients relapsed (mean duration of CR of 14 months) (Figure 1).
With a median follow-up of 18 months, 10 patients (63%) are
alive, 8 (50%) in CR and 2 (13%) in PR.

We report a trial evaluating the clinical efficacy and safety of
combined treatment with rituximab and CHOP in relapsed
advanced-stage follicular lymphomas. 

Rituximab has been used as single-agent therapy1-4 or in com-
bination with interferon-α 2a5 in relapsed or refractory follicu-
lar lymphomas achieving ORRs of approximately 50% (15% CR),
as well as a single agent in first line low grade lymphomas6,7 with
70% ORRs (20% CR).

Table 1. Patient’s characteristics at the time of inclusion in
the  trial, treatment response and status.

Pat. Sex Age Num Time Response Status

1 M 46 2 (ASCT) 11m Withdrawn toxicity PR Died progression +16m
2 F 66 6 38m PR Died progression +10m
3 M 64 2 85m CR CR +11m
4 M 69 3 65m CR Relapse +3m

Died progression +12m
5 M 63 1 27m Progression Died progression +10m
6 M 59 3 64m CR CR +2m
7 M 66 2 143m CR CR +13m
8 M 43 2 (ASCT) 60m Withdrawn toxicity Died progression +14m

Progression
9 M 62 2 31m CR CR +10m
10 M 63 1 13m CR CR +6m
11 M 49 1 15m CR CR +18m
12 F 48 2 92m CR CR +18m
13 M 39 1 5m CR Relapse +3m. PR +5m
14 F 39 2 (ASCT) 41m Withdrawn VHB Relapse +16m. PR +4m

reactivation. CR
15 M 66 2 8m CR Relapse +7m

Died progression +9m
16 F 45 1 11m CR CR +17m

F= female; M= male; ASCT= autologous stem cell transplant.
CR: complete remission; PR: partial remission.




