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Abstract In most cases of relapsed/refractory mantle cell
lymphoma (MCL), patients respond to salvage therapy,
though typically responses are partial and/or transient follow-
ed by disease progression, even with newer agents (e.g.,
ibrutinib). In this multicenter, open-label, single-arm, phase
II study, patients with relapsed/refractory non-blastoid MCL
received bendamustine 90 mg/m” (days 1 and 2) and rituxi-
mab 375 mg/m” (day 1) for 6 planned 28-day cycles. Func-
tional imaging with 18-fluoro-2-deoxy-D-glucose positron
emission tomography/computed tomography (18F-FDG
PET/CT) was conducted at baseline and after cycle 6. Forty-
five patients were enrolled (median age, 70 years; 82 % stage
IV disease; median number of prior chemotherapies, 2 [range,
1-4]), showing an overall response rate (ORR; primary effi-
cacy measure) of 82 % (complete response [CR], 40 %; partial
response, 42 %). In the 32 patients with complete 18F-FDG
PET/CT data, 75 % achieved a complete metabolic response.
Median duration of response was 1.6 years, 1-year
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progression-free survival was 67 %, and 3-year overall sur-
vival was 55 %. Main non-hematologic adverse events were
nausea (69 %), fatigue (56 %), decreased appetite (42 %),
constipation (38 %), diarrhea (36 %), vomiting (36 %), and
decreased weight (31 %). Grade 3/4 neutropenia and lympho-
penia occurred in 44 and 89 % of patients, respectively. ORR
and CR rate compared favorably with single-agent ibrutinib
(ORR, 67 %; CR, 23 %); bendamustine-rituximab is an effec-
tive therapy with manageable toxicity in relapsed/refractory
MCL.

Keywords Bendamustine - 18F-FDG PET/CT - Mantle cell
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Introduction

Mantle cell lymphoma (MCL) accounts for about 6-9 % of all
new cases of non-Hodgkin lymphoma (NHL) in Europe and
the USA [1, 2]. Most patients with MCL relapse after induc-
tion therapy followed by autologous stem cell transplant, usu-
ally with poor or short response to conventional chemotherapy
[3]. In the relapsed/refractory setting, several novel therapies
(bortezomib, ibrutinib, and lenalidomide) have been approved
(three in the USA and two in Europe), and although these may
lead to durable responses, in most cases, patients have tran-
sient partial responses and eventually show progression of
disease. In addition, patients with relapsed/refractory MCL
are either older (median age at initial diagnosis mid-late 60s)
and/or carry comorbid conditions and therefore have typically
limited options [4].

Bendamustine in combination with rituximab (B-R) has
been shown to be an effective therapy with manageable tox-
icity in patients with relapsed/refractory indolent NHL and
MCL [5-7] and in patients with untreated indolent NHL and
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MCL [8, 9]. Multiple ongoing clinical trials built on B-R
backbone in combination with a number of targeted agents
(e.g., lenalidomide, temsirolimus, ofatumumab, bortezomib,
mitoxantrone, and ibrutinib) in B-cell NHL are currently un-
derway [10, 11].

Though a small number of patients with MCL have been
enrolled as part of the phase II clinical development of B-R,
the purpose of the current study was to evaluate the efficacy
and safety of B-R in a population of patients with relapsed/
refractory MCL.

Methods
Study design and patient population

The current study was a 24-week, multicenter, open-la-
bel, single-arm, phase II clinical trial in men and wom-
en aged >18 years with relapsed or refractory CD20-
positive B-cell MCL who had received <3 previous
standard chemotherapy regimens. Relapsed disease was
defined as progression after having achieved a complete
response (CR) with a previous therapy but demonstrat-
ing recurrent disease >6 months after the last dose of
therapy. Refractory disease was defined as failure to
achieve a CR with previous therapy or progression
within 6 months after achieving a CR.

Patients had histopathologically confirmed non-blastoid-
type MCL; adequate hematologic function (unless abnormal-
ities were related to lymphoma); serum creatinine of <2.0 mg/
dL or creatinine clearance >30 mL/min; adequate hepatic
function (alanine transaminase and aspartate transaminase
levels <2.5 times the upper limit of normal and <1.5 times
the upper limit of normal for total bilirubin [unless due to
Gilbert’s disease]); bidimensionally measurable disease (>1
lesion measuring >2.0 cm in a single dimension); Eastern
Cooperative Oncology Group performance status <2; and an
estimated life expectancy of >3 months. History of autologous
stem cell transplantation was permitted.

Patients who had blastoid-type MCL or prior high-dose
chemotherapy with allogeneic stem cell support were exclud-
ed from the study, as were those with other active malignancy
within 3 years (with the exception of controlled prostate can-
cer without bone metastases, localized bladder cancer, cervical
carcinoma in situ, and non-melanoma skin cancer). Patients
requiring palliative radiation were to be withdrawn from the
study because urgent radiotherapy was likely to signify pro-
gressive disease. Other exclusion criteria included the use of
investigational agents, chemotherapy, or corticosteroids with-
in 28 days (with the exception of corticosteroids that were
chronically administered for indications other than lymphoma
or lymphoma-related complications) and mitomycin C within
6 weeks.
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All patients provided written informed consent, and the
study was conducted in accordance with the Good Clinical
Practice Consolidated Guideline approved by the International
Conference on Harmonisation.

Drug administration

Bendamustine was administered as an intravenous (IV) infu-
sion of 90 mg/m* on days 1 and 2 of a 28-day cycle, and
rituximab was administered as an IV infusion of 375 mg/m?
on day 1. The treatment period consisted of 6 cycles; however,
patients could receive up to 8 cycles if they had not achieved
CR and did not have disease progression.

Patients with an absolute lymphocyte count >5x 10°/L re-
ceived rituximab (at the dose during cycle 1) across 3 days and
bendamustine on days 3 and 4 in cycle 1. Analgesics/
antipyretics were administered prior to each rituximab dose.

PET imaging data

18F-FDG PET/CT was performed at screening and
30 days following completion of therapy. Combined
PET/CT units provided nearly simultaneous acquisition
of both metabolic and anatomic data. Patients fasted 4—
6 h prior to imaging with a target fasting glucose
<150 mg/dL. Hydration during the uptake period was
encouraged, with voiding prior to imaging. Each patient’s
pre- and post-therapy imaging was performed from skull
vertex through pelvis using the same instrument, with
consistent arm positioning. All scans were centrally
reviewed for consistent metabolic response grading using
maximum standardized uptake value corrected to body
weight and a five-point Deauville scale, with lesion up-
take greater than liver considered as representing disease
[12, 13].

Assessments

The primary efficacy measure was overall response rate
(ORR) or CR plus partial response (PR) at the end of
cycles 3 and 6; responses were determined using 2007
International Working Group (IWG) guidelines [12].

Secondary efficacy measures included progression-free
survival (PFS), duration of response (DOR), overall survival
(OS), and rate of conversion from 18F-FDG PET/CT positive
to 18F-FDG PET/CT negative disease or complete metabolic
response (CMR).

Safety measures included laboratory findings and adverse
events (AEs) by National Cancer Institute Common Terminol-
ogy Criteria for Adverse Events, version 3.0 criteria. All pa-
tients who received >1 dose of bendamustine were monitored
during a minimum 3-year follow-up for disease progression or
relapse, new lymphoma treatment, other malignancies, and/or
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death from any cause. Follow-up occurred every 4 months for
1 year and then every 6 months for the remainder of the
follow-up period to document disease progression and surviv-
al. Disease progression was assessed by CT at every follow-up
visit. The study ended when the last patient had been in
follow-up for 3 years.

Statistical analysis

ORR and CR were calculated in all enrolled patients treated
with >1 dose of B-R. Two-sided 95 % confidence intervals
(CIs; 1-sided « of 5 %) of ORR and CR rates were based on
exact binomial distributions. PFS, DOR, and OS were estimat-
ed by the Kaplan—Meier method.

To test the study hypothesis that B-R will result in an ORR
>65 % (absolute increase of approximately 21 % in ORR from
the historical level of 44 % for bortezomib in relapsed/
refractory MCL), the original planned sample size was 52
patients, which would have provided a power of 90 % to reject
the null hypothesis at a one-sided « of 5 %. However, study
enrollment was terminated early by the sponsor for non-
clinical reasons (business decision not to develop
bendamustine further for this indication), which resulted in a
smaller sample size and affected the statistical power.

Results
Patient disposition and demographics

Forty-five patients were enrolled; all had received >1 dose of
the study regimen and were evaluable for the safety analysis
(Table 1). Three patients had received four prior lines of che-
motherapy, but none of the deviations were considered to
adversely affect the results.

Thirty-nine patients completed at least 6 planned treatment
cycles, 1 patient completed 5 treatment cycles, no patient
completed 4 treatment cycles, and 5 patients completed <4
treatment cycles. Seven patients discontinued study treatment
early (two each in cycles 2 and 3, and one each in cycles 1, 5,
and 7) due to consent withdrawal (n=2; 1 each in cycles 1 and
2), disease progression (n=3; 2 in cycle 3 and 1 in cycle 5),
and AEs (n=2; thrombocytopenia and hematochezia in the
patient who completed 7 cycles; death due to myocardial in-
farction, pneumonia, and respiratory failure in another patient
who completed 2 cycles).

Efficacy

At the assessment point of cycle 6, the ORR, the primary
efficacy measure, was 82 % (two-sided 95 % CI, 68 to
92 %); the rates of CR and PR were 40 and 42 %,
respectively (Table 2).
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Table1 Patient demographics and baseline clinical characteristics (n=45)
Median age, years (range) 70 (48-88)
Sex, n (%)

Male 32 (71)

Female 13 (29)
Lymphoma status, n (%)

Relapsed 21 (47)

Refractory 24 (53)
18F-FDG PET/CT positive?, n (%) 32 (100)
Lymphoma stage, n (%)

I 4(9)

11 49)

v 37 (82)
MIPI risk, n (%)

Low (3) 24 (53)

Intermediate (4-5) 12 (27)

High (>5) 9 (20)
MIPI, mean (SD) 4 (1.60)
Presence of B symptomsb, n (%) 9 (20)
Prior cancer surgery, n (%) 9 (20)
Prior radiation therapy, n (%) 8 (18)
Prior chemotherapy, n (%) 45 (100)
Prior autologous transplant, n (%) 1(2)
Prior rituximab 45 (100)
Prior alkylator 44 (98)
Prior purine analogue 9 (20)
Number of prior chemotherapies, median (range) 2 (1-4)
Response to most recent rituximab-based chemotherapy,

n (%)

Complete 19 (42)

Partial 9 (20)

Stable disease 9 (20)

Progressive disease 7 (16)

Not available 1(2)

I8F-FDG PET/CT 18-fluoro-2-deoxy-D-glucose positron emission
tomography/computed tomography, MIPI Mantle cell lymphoma Inter-
national Prognostic Index, SD standard deviation

 Patients with 18F-FDG PET/CT status, n=32

®Fever >38 °C (>100.4 °F), drenching night sweats, and unexplained
weight loss >10 % within the past 6 months

Median follow-up from the last date of treatment was ap-
proximately 1.6 years. Median PFS was 17.2 months (range,
0.03—45.37 months), and 1-year PFS was 67 %; median DOR
was 18.9 months (range, 2.76-42.77 months) (Fig. 1). The
rate of OS at 3 years of follow-up was 55 %.

Complete image-based metabolic datasets were avail-
able for 32 patients. The rate of PET conversion from
positive to negative (CMR) for B-R was 75 % (24/32;
Table 2; Fig. 2). At last follow-up among patients with
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Table 2  Best overall response

Response (n=45) n (%)
Overall response rate (CR+PR) 37(82)
CR 18 (40)
PR 19 (42)
Stable disease 3(7)
Progression/relapse 1(2)
No assessment 49
Without central read 13 (29)
Best overall response by positron emission tomography
metabolic criteria
18F-FDG PET/CT results (n=32)
Complete metabolic response® 24 (75%)
No complete metabolic response (persistent disease)” 8 (25"

18F-FDG PET/CT 18-fluoro-2-deoxy-D-glucose positron emission
tomography/computed tomography, CR complete response, PR partial
response

 Conversion from 18F-FDG PET/CT positive to negative
® Percentage based on n=32

¢ Based upon persistent hyper-metabolism (increased uptake) in at least 1
of the 6 index lesions despite any improvement in the scan

CMR (n=24), 16 were alive, 7 had died (4 from disease
progression, 1 from “lymphoma,” 2 from other/unknown
cause), and 1 was lost to follow-up. Among patients
without CMR, 3 were alive and 15 had died. Kaplan—
Meier estimates of OS demonstrated that CMR is a
good predictor of survival (Fig. 3).

Assessment of ORR by baseline characteristics was an
exploratory analysis and showed that the 21 patients with
relapsed MCL had an ORR of 90 % (CR, 76 %), and the 24
patients with MCL refractory to rituximab had an ORR of
75 % (CR, 21 %). By MCL International Prognostic Index
(MIPI) score category, 24 patients had a score of <3 and an
ORR 0f 92 % (CR, 58 %); 12 patients had a score of 45 and
an ORR 0f 92 % (CR, 42 %; Fig. 4).

Dosing and dose intensities, delays, and reductions

The median overall cumulative dose was 1,080 mg/m?
(range, 180-1,524 mg/m?) for bendamustine and 2,
253 mg/m> (range, 388-3,120 mg/m?*) for rituximab.
The median absolute and relative dose intensities were
44 mg/m*/week (range, 16-47 mg/m*/week) and 98 %
(range, 36-105 %) for bendamustine and 92 mg/m*/week
(range, 68-98 mg/m?/week) and 99 % (range, 73—105 %)
for rituximab, respectively. Eleven of 45 (24 %) patients
required a dose reduction of bendamustine during any
cycle, but no patient required a reduction in rituximab
dose. Twenty-two patients had >1 dose delay with a me-
dian of 1 delay (range, 1-2). The most common reasons

@ Springer
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Fig. 1 Probability of a progression-free survival, b duration of response
(DOR) for patients with complete or partial response, and ¢ overall
survival for the safety analysis set (includes only patients with complete
or partial response for DOR). Censored values are represented by a
vertical bar

for dosage reductions/delays were neutropenia (n=21)
and thrombocytopenia (n=19).



Ann Hematol (2015) 94:2025-2032

2029

Pre-therapy

18F-FDG

September 2010

18F-FDG
i

Fig. 2 Complete metabolic response demonstrated by 18F-FDG PET/
CT. Patient was a 63-year-old male, refractory to 2 prior regimens,
beginning B-R treatment in April 2010. Baseline evaluation in
March 2010 (top panels) was positive at numerous sites above and
below the diaphragm (>6 lesions, Deauville 5, SUV . 11.7).
Following 6 B-R treatment cycles (last dose August 24, 2010), 18F-
FDG PET/CT (bottom panels) was negative (0 positive lesions,
Deauville 2, SUV ..« 2.0) and the patient was graded as CR. /8F-FDG
PET/CT 18-fluoro-2-deoxy-D-glucose positron emission tomography/
computed tomography, B-R bendamustine in combination with
rituximab, CR complete response, SUV,,,, maximum standardized
uptake value

Adverse events

The most common nonhematologic treatment-emergent AEs
(all grades, >30 %) were nausea (69 %), fatigue (56 %), de-
creased appetite (42 %), constipation (38 %), diarrhea (36 %),
vomiting (36 %), and decreased weight (31 %). The most
common grade 3/4 laboratory hematologic toxicities were
lymphopenia (89 %), leukopenia, and neutropenia (44 %
each; Table 3). The most common non-hematologic grade
3/4 AEs were hypokalemia, hypotension, muscular weakness
(7 % each), and pneumonia (4 %; one additional case was
grade 5; Table 3). Overall, 7 patients (16 %) developed 12
grade 3 infections—no grade 4 infections were reported; the
most common were device-related and pneumonia (4 % each).
Grade 3 opportunistic infections were reported in one patient
who had toxoplasmosis (which was considered possibly relat-
ed to the study drug treatment by the investigator) and in
another patient who developed urosepsis (which was consid-
ered possibly related to the study drug treatment by the spon-
sor). Infusion-related reactions were all associated with ritux-
imab (but considered unlikely to be or not associated with

Kaplan-Meier Plot
Overall Survival (Months)

| Censored

0.8

0.6

0.4+

Survival Distribution Function Estimate

0.24

T T T T T

0 10 20 30 40 50
Time (Months)
PET Results —— Improvement No Improvement

Fig. 3 Probability of overall survival for the image-based metabolic
group (n=32)

bendamustine), resolved with no residual effect, and occurred
in four patients (grades 1-2, n=3; grade 3, n=1).

Serious AEs occurred in 18 patients; those occurring in >2
patients were pneumonia (n=3), confusional state, or pleural
effusion (n=2 each). Three patients had AEs that led to with-
drawal (myocardial infarction, pneumonia, and respiratory
failure led to death in one patient; back pain and infusion-
related reaction to rituximab led to discontinuation in one;
and thrombocytopenia in one). Twenty-eight patients received
hematopoietic growth factors (most commonly in cycles 3-5),
and six patients received blood products.

Three patients died due to AEs during the study: one death
due to myocardial infarction, pneumonia, and respiratory fail-
ure; one from myelodysplastic syndrome; and the other due to
Burkitt’s lymphoma. These deaths were considered unlikely
to be related or unrelated to B-R treatment.

Discussion

In the relapsed/refractory setting, patients with MCL have
very few options due to age and/or comorbidities. Though
several novel therapies have been approved over the last few
years (three in the USA and two in Europe), most patients
achieve transient PRs, illustrating the need for novel options
in that setting [4]. The response rate to standard cytotoxics in
relapsed/refractory MCL is usually poor and of short duration.
Bendamustine has appeared over the last decade as an appeal-
ing option in that setting. Several studies in indolent NHL
have shown promising results in patients with relapsed/
refractory MCL [5-7, 14—16]. For example, two phase II
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Fig. 4 Analysis of overall
response rate based on patient
characteristics at baseline. C/ 100-
confidence interval, CR complete
response, MIPI Mantle cell
lymphoma International
Prognostic Index, ORR overall
response rate, PR partial response

Patients (%)

Refractory Relapsed

BCR [OPR

studies of B-R in NHL included patients with relapsed MCL
and found ORRs in the MCL subgroups of 75 and 92 % and
CR rates of 50 and 59 % (including unconfirmed CR [CRu])
[5, 6]. Two retrospective analyses reported ORRs of 70 and
80 % and CR rates 0f 40 and 48 % in relapsed/refractory MCL
[7, 17]. In addition, a retrospective analysis of 58 patients with
relapsed/refractory MCL (median age, 71 years; >2/3 of pa-
tients with MIPI >4) treated with B-R, the ORR was 84 %, CR
(plus CRu) was 53 %, and median PFS was 16 months, with

Table 3 Grade 3/4

laboratory toxicities and Term n (%)
adverse events (n=45)

Laboratory hematologic toxicities
Lymphopenia 40 (89)
Leukopenia 20 (44)
Neutropenia 20 (44)
Thrombocytopenia 3
Anemia 2 (4)

Non-hematologic adverse events
occurring in >2 patients
Hypokalemia 3
Muscular weakness 3(7)
Hypotension 3(7)
Pneumonia 2% (4)
Back pain 2 (4)
Decreased appetite 2 (4)
Device-related infection 2 (4)
Hyponatremia 2 (4)
Pleural effusion 2 (4)
Syncope 2 (4)
Weight decreased 2(4)

#One additional case of pneumonia was
fatal
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75
(53-90)

ORR (90% CI)

90 95 89 92 92 44
(70-99) (74-100)  (52-100)  (73-99) (62-100)  (14-79)

CR with PR with MIPI <3 MIPI 4-5 MIPI >5
most recent most recent
rituximab  rituximab

course course
Baseline characteristic

lymphopenia, neutropenia, and thrombocytopenia as the most
common grade 3/4 AEs [18]. Of note, although the compara-
tor ORR was 44 %, single-agent bortezomib and lenalidomide
were approved for relapsed/refractory MCL, with ORRs of
31 % (95 % CI, 24 to 39 %) and 26 % (95 % CI, 18 to
34 %), respectively [19, 20].

The goal of our study was to focus on a more homogenous
population, including only relapsed/refractory MCL patients
who received <3 prior therapies. For the 45 patients enrolled
in this multicenter study, the median age was 70 years and
close to half had MIPI >4 (Cell proliferation index Ki-67
and molecular marker SOX 11, now known to have prognostic
significance, were not collected during our study). The ORR
assessed by IWG 2007 criteria was 82 % and treatment was
manageable as shown by the limited number of dose delays
and reductions. The median DOR was 18.9 months and the 1-
year PFS 67 %. Median follow-up from the last date of treat-
ment was about 1.6 years.

Furthermore, our study included prespecified 18F-FDG
PET/CT analysis, which was not commonly used in studies
using B-R in MCL. Though the role of PET scan in MCL is
not as established as in diffuse large B-cell lymphoma or
Hodgkin lymphoma, several studies have suggested that neg-
ative PET post chemotherapy correlated with a better outcome
[21, 22]. In our study, complete image-based metabolic
datasets were available for 32 patients; the CMR rate (PET-
negative CR) was 75 % (24/32; Table 2; Fig. 2). During the
last follow-up among patients with PET-negative CR (n=24),
16 were alive, 7 had died, and 1 was lost to follow-up. Among
patients without CMR, 3 were alive and 15 had died. Though
numbers remain small, the subset analysis based on baseline
characteristics showed very promising results. As shown in
Fig. 4, high ORRs were seen across the board in relapsed/
refractory patients, though lesser CR rates (more PRs) were
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seen in refractory patients or in those with MIPI of 5. The
toxicity profile in our study was within expectations of known
bendamustine-associated myelotoxicity and lymphopenia.

The safety profile, particularly in elderly MCL patients, has
led B-R to become a favorite platform to build up for combi-
nation studies. Phase II studies of B-R plus another agent in
relapsed/refractory MCL showed frequently promising ORRs
and high CR rate. For example, B-R was combined with
bortezomib [14], mitoxantrone [15], and cytarabine [23]. In
the latter study, half of the patients had relapsed/refractory
MCL, the other half untreated; in both cases, high response
rate and very durable response make the rituximab—
bendamustine—cytarabine regimen attractive in elderly pa-
tients with MCL. Multiple ongoing studies are looking at in-
tegrating other chemotherapies (e.g., B-R plus bortezomib and
dexamethasone) and biological agents (e.g., B-R plus
ibrutinib or lenalidomide) in the frontline or relapsed/
refractory setting either in combination or sequentially as
maintenance therapy, which will likely take a larger role in
the management of MCL patients [24—27]. Currently, there is
an ongoing phase 3 clinical trial that is evaluating B-R with
the Bruton’s tyrosine kinase inhibitor (BTK) ibrutinib in new-
ly diagnosed MCL [27].

Future directions in the relapsed/refractory setting might be
to combine B-R with the BTK inhibitor ibrutinib, which as a
single agent has shown the most activity in MCL compared
with bortezomib, lenalidomide, and temsirolimus [28-31],
and to possibly reinitiate therapy with ibrutinib at the first sign
of rising minimal residual disease or alternatively, maintain
response with ibrutinib. With respect to B-R, our efficacy
and safety results compare favorably with those of single-
agent ibrutinib, which demonstrated an ORR of 67 % and a
median DOR of 17.5 months, with a high rate of serious AEs
(63 %) [32]. Although both studies were restricted to the
relapsed/refractory setting, the difference in response may be
related to differences in the patient population.

New strategies are needed in relapsed/refractory MCL, par-
ticularly in elderly or in patients with comorbidities.
Bendamustine as a single agent had shown promising activity
in indolent NHL and MCL, providing a new option in com-
bination with rituximab. Our study with B-R confirms high
ORR (82 %) and PET-negative CR rate (75 %) in heavily
pretreated relapsed/refractory MCL patients, including pa-
tients with high-risk MIPI. The responses were also durable
(median DOR of 1.6 years) with a manageable safety profile,
providing a new backbone for multiple ongoing studies, either
in the frontline or relapsed/refractory setting.
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