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AT FIRST RELAPSE

Follicular lymphoma (FL) is the most common subtype of indolent B-cell non-Hodgkin’s lymphoma (NHL).
Histologically, it is subcategorized as grade 1, 2, 3A or 3B'. FL, grade 3B is considered an aggressive form of the disease
and is managed similar to diffuse large B-cell lymphoma (DLBCL). The intent of this article is to discuss the management
of FL at first relapse. However, the knowledge of upfront management strategy is crucial in planning treatment in the
event of a relapse.

FL lymphoma is an incurable disease except for small subset patients with limited stage disease (Stage 1/11); with local
radiotherapy, these patients may attain a 50 to 70% chance of cure®. For those with advanced stage disease (Stage 111/
IV), upfront management strategies include a wait and watch (WW) approach’®, monotherapy with rituximab’ or a
combination of anti-CD20 monoclonal antibodies and systemic chemotherapy/oral agents. WW and monotherapy with
rituximab are typically pursued for patients with stage III/IV (including extensive limited stage not amenable to radiation)
who are asymptomatic and do not meet criteria for treatment.

For patients meeting the indications for upfront treatment, several options are available that combine anti-CD20
monoclonal antibodies with either systemic chemotherapy or oral agents (lenalidomide). R-CHOP (rituximab,
cyclophosphamide, vincristine, prednisone)®, R-CVP (rituximab, cyclophosphamide, vincristine, prednisone)’ and R-FM
(rituximab, fludarabine, mitoxantrone)'* have been widely used for upfront management of FL. Both R-CHOP and

R-FM have demonstrated similar outcomes but superior 3-year progression free survival (PFS) and time to treatment
failure (TTF) compared to R-CVP!!. Trials comparing bendamustine and rituximab (BR) to R-CHOP and/or R-CVP
show superior PFS and lesser toxicities with the BR'>!? regimen. Therefore, BR is, the most preferred choice for upfront
treatment of patients with FL, grades 1 to 2. Some centers have extrapolated the results of the STiL and BRIGHT trials to
include FL, grade 3A (who were excluded in both of these studies) whereas some offer R-CHOP therapy to this subset of
patients. The current body of data does not support upfront stem cell transplantation (SCT) following induction chemo-
immunotherapy'. Instead, following upfront systemic therapy, maintenance rituximab (MR) is pursued for patients who
attain a complete response (CR) or partial (PR) response to induction therapy based on improved PFS'™. It should be noted
that there are currently no definitive studies demonstrating an OS benefit with MR and there is a paucity of prospective
data to support the use of MR versus observation following BR, however several retrospective studies support MR
following BR'.

The management of patients with untreated FL continues to evolve. In a multicenter, international, phase 3 superiority
trial to evaluate rituximab plus lenalidomide, as compared with rituximab plus chemotherapy, in patients with previously
untreated follicular lymphoma, patients were randomly assigned to receive one of the two regimens, followed by
maintenance monotherapy with rituximab. Lenalidomide plus rituximab (R2) when compared to R-chemotherapy (BR,



R-CHOP, R-CVP) showed similar 3-year PFS between the two groups with the interim 3-year rate of progression-free
survival being 77% (95% CI, 72 to 80) and 78% (95% ClI, 74 to 82), in the R2 group compared with the R-chemotherapy
group'” making a new chemo-free treatment option available for patients with FL, grades 1 to 3A (Table 1). This R2
regimen has not been approved for frontline use as the trial was not powered to show non-inferiority.

A novel anti-CD20 monoclonal antibody, obinutuzumab (O), is now available in the first-line management of FL. A study
from 2017 compared O-chemotherapy (BO, O-CHOP, O-CVP) followed by O-maintenance (MO) to R-chemotherapy
(BR, R-CHOP, R-CVP) followed by MR in treatment of FL, grades 1-3A and demonstrated a significantly better

3-year PFS in the O-chemotherapy group with the estimated 3-year rate of progression-free survival at 80.0% in the
O-chemotherapy group compared with 73.3% in the R-chemotherapy group (hazard ratio for progression, relapse, or
death, 0.66; 95% confidence interval [CI], 0.51 to 0.85; P=0.001)'8. Lenalidomide with obinutuzumab (GALEN) also
appears to show efficacy in an upfront setting®®.

Response status at 120 weeks, as assessed by
independent review committee
Overall response - no. (% [95% CI])

312 (61 [56-65])

336 (65 [61-69])

Confirmed or unconfirmed complete response - 247 (48 [44-53)) 274 (53 [49-57)) 0.13
no. (%[95% CI7)

Complete response, confirmed - no. (%) 142(28) 169 (33)

Complete response, unconfirmed - no. (%) 105 (20) 105 (20)

Partial response - no. (%) 65 (13) 62 (12)

Stable disease - no. (%) 2(<1) 0

Progressive disease or death - no. (%)* 87 (17) 79 (15)

Not evaluated or data missing - no. (%) 112 (22) 102(20)

Response status at 120 weeks, as assessed by

investigator

Overall response - no. (% [95% CI]) 335 (65 [61-69]) 353 (68 [64-72])

Confirmed or unconfirmed complete response - 283 (55 [51-60]) 299 (58 [53-62]) 0.38
no. (%[95% CI)

Complete response, confirmed - no. (%) 201 (39) 242(47)

Complete response, unconfirmed - no. (%) 82(16) 57(11)

Partial response - no. (%) 52(10) 54(10)

Stable disease - no. (%) 0 0

Progressive disease or death - no. (%)* 90(18) 94(18)

Not evaluated or missing -no. (%) 88(17) 70(14)

Progression-free survival at 3 years

Rate, as assessed by independent review 77(72-80) 78(74-82) 1.10 (0.85-1.43) 0.48
committee - %(95% CI)

Rate, as assessed by investigator - % (95% CI) 77 (72-80) 78(74-81) 0.94 (0.73-1.22) 0.63
Overall survival rate at 3 years - % (95% CI) 94(91-96) 94(91-96) 1.16 (0.72-1.861

Table 1. Efficacy (Intention-to-Treat Population); adapted from Morschhauser F, 2018.



Treatment at first relapse is determined
by numerous factors including the
patient’s age, performance status,
evidence of histologic transformation,
first-line approach, type of monoclonal
antibody received, whether a
maintenance regimen was pursued and
the time to first relapse. Among these
variables, age and performance status
allow for an assessment of eligibility
for high dose systemic therapy/ SCT
following second-line treatment.

The time to relapse is also a critical
determinant as patients who relapse
within 2 years of initial therapy tend
to have poorer overall outcomes
requiring the consideration of more
aggressive salvage therapies®?!.

Alternate combination chemotherapy
is usually the treatment of choice

at relapse. Bendamustine as a
second-line treatment option for
patients without prior exposure to
bendamustine may be considered
provided there is no histologic
transformation. In a study from 2010,
161 patients were enrolled with a
median of 2 previous chemotherapy
regimens. Histologies included
follicular (68%), small lymphocytic
(20%), marginal zone (11%), and
lymphoplasmacytic (1%) lymphoma.
Sixty patients (34.1%) were refractory
to their last chemotherapy, 53 (30.1%)
were alkylating agent refractory. The
overall response rate (ORR) was 76%
with a median 10-month duration of
response””. Considering monoclonal
antibodies are widely available,
bendamustine can be combined

with rituximab (if not refractory)

or obinituzumab (if refractory to
rituximab). The use of BR in the
treatment of patients with relapsed
indolent or mantle cell lymphoma
(excluding rituximab refractory
patients) produced superior median
PFS with BR compared to fludarabine-
rituximab (FR) (54.5 months versus
22.9 months, respectively, p= 0.01)%.
For patients who are rituximab-
refractory, bendamustine may be
combined with obinutuzumab (BO)
based on the outcomes seen in the

GADOLIN trial that included patients
with indolent B-cell NHL, including
FL, grades 1 to 3A?. In this study,
patients were randomized to receive
either BO followed by MO or to
bendamustine monotherapy. After

a median observation time of 32.6
months (range 0.4 to 65.9) in the
obinutuzumab plus bendamustine
group and 29.3 months (0 to 65.1)

in the bendamustine monotherapy
group, progression-free survival

was significantly longer with
obinutuzumab plus bendamustine
(median 25.3 [95% CI 17.4 - 36
months) than with bendamustine
monotherapy (14 months [11.3-15.3];
hazard ratio 0.52 [95% CI 0.39-
0.69]; p=0.0001). It also showed an
OS benefit in the obinutuzumab-

arm (Not estimate able versus 53.9
months, p= 0.0061)*. Another study
recently compared the efficacy of
bendamustine in combination with
ofatumumab, a second generation
anti-CD20 antibody, to bendamustine
monotherapy in patients with
rituximab-refractory indolent NHL
(including FL, grades 1-3A)*. Unlike
the results seen in the GADOLIN
trial, this study showed no benefit

to the addition ofatumumab to
bendamustine with median IRC-
assessed PFS at 16.7 and 13.8 months
in the combination and monotherapy
arms respectively [hazard ratio (HR)
=0.82; P=0.1390]. Additionally,

the median overall survival (OS)

was 58.2 and 51.8 months in the
combination and monotherapy arms
respectively (HR = 0.89, P = 0.4968).
For patients who had already received
BR as initial therapy but were not
refractory, retreatment with BR may
be a reasonable approach at the time
of first relapse. Both the StiINHL2 and
GADOLIN trials allowed retreatment
with bendamustine in the relapse
setting if patients were deemed to have
been responsive to bendamustine.
However, further research is needed
to better understand the cumulative
long-term effects of re-exposure

to bendamustine, and as a result,
retreatment is rare.

Given that many patients may have
received first-line BR followed by
MR, many clinicians choose alternate
second-line options such as CHOP,
CVP or lenalidomide in combination
with rituximab or obinutuzumab
(depending on rituximab-refractory
status). A small phase II study
showed a median time to progression
of approximately 47 months for
patients with relapsed FL treated
with RCHOP?. The CALGB 50401
trial comparing lenalidomide with
rituximab (LR) to lenalidomide

alone (L) showed that LR produced a
superior median time to progression
(TTP) compared to L alone (2 years
versus 1.1 years, respectively)?’. The
same group published results from the
AUGMENT trial in which patients
with recurrent iNHL (including FL,
grades 1 to 3A) were randomized

to either the LR arm or the placebo-
rituximab arm. The results from this
study showed superior PFS in the

LR arm compared to the placebo-
rituximab arm (Figure 1) with a
secondary analysis showing favorable
OS for FL patients who received LR
(hazard ratio 0.45, p=0.02)%. It should
be noted that this subgroup analysis
was not powered to assess definite
OS benefit. Lenalidomide-based
combinations have not yet received
regulatory approval from Health
Canada.

Lenalidomide in combination with
obinutuzumab (LO) has also been
studied in patients with recurrent

FL, grades 1 to 3A. A phase II trial
treated recurrent FL patients with LO
followed by 1 year of L and 2 years of
MO and showed an ORR at the end of
induction in the 86 evaluable patients
of 79% (95% CI 69-87) with 38%

of subjects achieving a CR (95% CI
28-50)%.

In the event of evident transformed
relapsed FL, a CHOP regimen (with
R) would be standard for DLBCL***
histology and dose-adjusted EPOCH
(etoposide, prednisone, vincristine,
cyclophosphamide, doxorubicin)



(with R) may be used if the histology shows high-grade B-cell lymphoma with double or triple hit gene rearrangements™.

33

Management of these patients however becomes challenging if the patients experience transformed FL after initial

treatment with R-CHOP. In thi

s scenario such patients may be managed with salvage combination agents utilized in

the management of DLBCL such as GDP (gemcitabine, dexamethasone, cisplatin)**, ICE (ifosfamide, carboplatin,
etoposide)®*, DHAP (dexamethasone, high dose cytarabine, cisplatin)*** with or without monoclonal antibodies. In
patients who have experienced transformed FL after initial treatment with R-CHOP, salvage therapy followed by ASCT

may be considered.
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Figure 1. Progression-free survival (PFS) and overall survival (OS) as assessed by independent review committee in the intention-to-treat
population: (A) progression-free survival, (B) overall survival. Adapted from Leonard, JP et al, 2019




Following systemic second-line
chemo-immunotherapy, further
consolidative strategies may be
pursued such as SCT or maintenance
therapy if patients are deemed to be
eligible. If patients are candidates

for stem cell transplant therapy,

then autologous stem cell transplant
(ASCT) or allogeneic stem cell
transplant (alloSCT) is considered--
especially for those with early relapse.
The CUP trial demonstrated significant
improvement in PFS and OS for
patients who received ASCT compared
to chemotherapy alone*. The benefit
of ASCT was also demonstrated at
first relapse in both rituximab-naive
and rituximab re-treated patients’ in
the GELA/GOELAMS FL2000 study
which showed a 3-year OS of 92%
(95%CI 78-97%) versus 63% (95%CI
51-72%) (P=0.0003), for those that
received ASCT versus chemotherapy
alone. There is also retrospective
evidence demonstrating a survival
benefit with early transplant in patients
with early treatment failure®0. It
should be noted that the benefit of
ASCT in the modern era is unclear
and there may be varied practices
across different centers. In our center
we pursue ASCT following second-
line therapy at first relapse especially
for patients who relapsed within

24 months of first-line treatment.
AlloSCT can offer a potential cure due
to its graft versus lymphoma (GVL)
effect however only few patients
would be eligible. Several studies have
demonstrated a benefit to alloSCT
over ASCT but with higher transplant
related mortality (TRM)**, For
patients with early treatment failure
both ASCT and matched sibling
alloSCT produce a similar 5-year OS
(~70%) but with a higher rate of TRM
in the alloSCTgroup*. The role of
alloSCT even in a few select young
patients with refractory/relapsed FL, is
unclear in the modern era of emerging
therapeutic agents. The optimal
transplant strategy thus continues to
remain unclear.

For patients who are not transplant
candidates, maintenance therapy with
monoclonal antibodies following
salvage chemo-immunotherapy

is recommended if maintenance

has not been previously given or

was administered using a different
monoclonal antibody. Maintenance
should also be considered post-

ASCT if warranted. MR following
(R)-salvage therapy in patients with
relapsed/refractory FL significantly
improved PFS'. Even though evidence
is lacking on the utility of MR post-
ASCT, a recent consensus publication
on maintenance therapy after ASCT
recommended post-autologous
maintenance rituximab for chemo-
sensitive, rituximab-naive patients
with FL at relapse®. Clinicians may
consider the use of MO in patients who
received O-chemotherapy followed

by ASCT for rituximab refractory

FL patients. However, there are

no prospective trials to inform this
potential therapeutic approach, nor
any evidence about potential post-SCT
toxicities.

The management at first relapse will
continue to evolve as more and more
novel therapies are studied in a first
relapse setting. Novel chimeric antigen
receptor T-cell therapy (CAR-T) is
showing promising results in patients
with relapsed FL*. Additionally, data
is also beginning to emerge on the

use of bispecific antibodies in FL*.

In the end, the management of FL at
first relapse will undoubtedly consider
advances in management strategies

as clinicians continue to strive for
optimal outcomes for their relapsed FL
patients.
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