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ABSTRACT

Follicular lymphoma (FL) is often considered a
chronic disease with frequent relapses, short-
ening both response duration and survival after
every relapse. Selecting the most appropriate
therapy at the right time within the treatment
timeline is key to optimize outcomes. The aim
of this vodcast, featuring Dr. Kai Hiibel, is to
outline the severity of FL by referring to a
patient case as well as highlight chimeric anti-
gen receptor (CAR)-T cells as an effective ther-
apy in relapsed/refractory (r/r) FL. The patient
was in their early 50s, diagnosed with FL in the
early 2010s and presented with a third relapse.
The patient complained of night sweats and
fatigue but was still capable of self-care (Eastern
Cooperative Oncology Group Performance Sta-
tus Scale 2). The patient received eight cycles of
rituximab-cyclophosphamide-doxorubicin-vin-
cristine-prednisolone (R-CHOP), followed by
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irradiation and rituximab maintenance (first-
line) and then received rituximab 4 x weekly,
followed by rituximab maintenance (second-
line). The patient relapsed during rituximab
maintenance; the patient was rituximab refrac-
tory. The patient received six cycles of ben-
damustine/obinutuzumab followed by
obinutuzumab maintenance. The patient
relapsed during obinutuzumab maintenance,
achieved a partial remission after irradiation
and was switched to R/lenalidomide. Due to
several high-risk features, CAR-T cell therapy
was initiated. Dr. Hubel underlines how earlier
treatment with CAR-T cell therapy would have
been beneficial for this patient. Results of the
ELARA trial as well as comparative studies have
shown tisagenlecleucel to be more effective
than standard of care in extensively pretreated
r/t FL, including high-risk patients. In conclu-
sion, CAR-T cell therapy is a promising therapy
option for patients with multiply r/r FL. A
vodcast feature is available for this article.

Keywords: CAR-T cell therapy; ELARA; High-
risk r/r follicular lymphoma; Standard of care;
Tisagenlecleucel

Published online: 21 March 2024

I\ Adis


https://doi.org/10.1007/s40487-024-00269-4
https://doi.org/10.1007/s40487-024-00269-4
https://doi.org/10.1007/s40487-024-00269-4
https://doi.org/10.1007/s40487-024-00269-4
http://crossmark.crossref.org/dialog/?doi=10.1007/s40487-024-00269-4&amp;domain=pdf
https://doi.org/10.1007/s40487-024-00269-4

Oncol Ther

Key Summary Points

Follicular lymphoma (FL) is a chronic
disease with frequent relapses and certain
subgroups associated with poor outcomes.

Patients associated with poor outcomes
need to be identified and allocated the
appropriate treatment, with chimeric
antigen receptor (CAR)-T cell therapy
presenting promising data.

CAR-T cell therapy is an effective
treatment option for high-risk patients
such as the patient case presented.

DIGITAL FEATURES

This article is published with digital features,
including a vodcast feature to facilitate under-
standing of the article. To view digital features
for this article, go to https://doi.org/10.6084/
m9.figshare.24297499.

INTRODUCTION

My name is Kai Hiibel. 'm a hematologist at the
University of Cologne in Germany. The focus of
my scientific interests is indolent lymphomas.
I'd like to present now a case of a patient with
high-risk relapse follicular lymphoma (FL).

Let me start with some background infor-
mation. FL is the most frequent indolent lym-
phoma [1]. In the majority of patients, FL is a
chronic disease with a promising overall sur-
vival (OS) [2, 3]. However, it is important to
realize that FL is a relapsing disease [1]. That
means response duration and survival shorten
after each relapse [1]. This also means that
patients may experience several treatment lines.

It was possible to identify subgroups of
patients who are associated with a poor out-
come, for example, patients with an early
relapse [4, 5]. We call this progression of disease
within 24 months (POD24) patients. That

means a relapse in the first 2 years after the start
of first-line therapy. Other high-risk features are
a high metabolic tumor volume, double refrac-
tory patients, that means patients who are
refractory to CD20 antibody and an alkylans,
patients with a bulky disease, or patients with a
Follicular Lymphoma International Prognostic
Index (FLIPI) of 2 or higher. This group of
patients may need another or more intensive
treatment approach.

CASE REPORT ON FL

Let me now start with a case report. So, this is a
story of a patient in their early 50s. The patient
was diagnosed with FL in the early 2010s and
presents with third relapse. The patient com-
plained of night sweats, fatigue, but was still
capable of all self-care. However, it was not
possible to go to work. The Eastern Cooperative
Oncology Group Performance status (ECOG)
was 2.

In first-line, the patient received eight cycles
of rituximab-cyclophosphamide-doxorubicin-
vincristine-prednisolone (R-CHOP), followed by
irradiation and R maintenance. This is what I
think is the standard approach. Immune
chemotherapy is a standard regimen for first-
line treatment [6]. You may choose R-CHOP or
R/bendamustine. We selected eight cycles of
R-CHOP. This was part of a clinical trial. The
standard is six cycles of R-CHOP. Also, the
majority of patients received 2 years of R
maintenance.

As second-line, the patient received R
monotherapy four times, followed by R main-
tenance. This is, of course, not standard of care.
This regimen was a patient’s preference. Stan-
dard would be another immunochemotherapy
or the combination of R and lenalidomide. We
call this R square (R?. Our patient unfortu-
nately relapsed during R maintenance. This
means the patient is R-refractory.

So, as third-line, we selected the combina-
tion of bendamustine and obinutuzumab.
Obinutuzumab is another CD20 antibody. It’s a
little bit more potent compared to R. After six
cycles of this combination, the patient received
an obinutuzumab maintenance. This was based
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on the data of the GADOLIN trial [7]. However,
again, the patient relapsed during maintenance
and achieved just a partial remission after irra-
diation. So, we switched to R>.

As I said before, R? is a combination of R and
lenalidomide. It is nowadays what I think is a
standard treatment in relapsed/refractory (1/r)
FL based on the AUGMENT trial [8]. You may
use it in all treatment lines, except first line. It’s
my experience that it is really effective and well
tolerated. However, our patient did not respond
following three lines of RZ.

So, in summary, our patient did not respond
to fourth-line therapy. The patient has no reli-
able chemotherapy options. It is not possible to
repeat the CHOP regimen. It makes no sense to
repeat bendamustine. The patient is refractory
to CD20 antibody, like obinutuzumab and R.
The patient has a high FLIPI, 4 points for stage,
nodal region involved, lactate dehydrogenase
(LDH), and hemoglobin. So, this is what I think
is a clear critical situation. There was a discus-
sion in our hospital on how to proceed. Should
we use a bispecific antibody, or should we
switch the patient to chimeric antigen receptor
(CAR)-T therapy? Well, both treatment approa-
ches are really effective, but because of several
high-risk features, we decided to proceed with
tisa-cel. That means with the CAR-T therapy.

ELARA TRIAL VS. STANDARD
OF CARE

Tisa-cel was approved based on the ELARA trial
[4]. The ELARA trial is a phase II trial focusing
on patients with relapsed follicular lymphoma
[4]. The trial includes patients with high-risk
features. The progression-free survival (PES) for
the overall population in the trial at 12 months
was 67% [4]. However, it was much higher for
patients who achieved a complete remission.
For this group of patients, the PFS at 12 months
was 85.5% [4]. The median duration of
response, PES, OS, and time till next anti-lym-
phoma treatment were not reached.

There is some concern regarding the devel-
opment of a cytokine release syndrome (CRS) or
neurological events. In the ELARA trial, nearly
half of the patients developed a CRS [4].

However, no patient developed a severe CRS.
That means a CRS grade 3 or higher. Just three
patients developed a grade 3 or higher neuro-
logical event. High-risk subgroups are patients
with POD24, high metabolic tumor volume,
bulky disease, double refractory patients, or
patients with a high FLIPI [4]. What you can see
here in all of these situations is a really high
overall response rate [4], for high metabolic
tumor volume, 75%; in all other situations,
more than 80%. There is also a really high
number of patients who achieve a complete
remission.

Unfortunately, we have no head-to-head
comparison between tisa-cel and other treat-
ment approaches. So, it could make sense to
compare the data of the ELARA trial with data
from registry; for example, with the ReCORD-FL
chart review. In this registry, patients were
treated out of a clinical trial. That means real-
world data were collected. Of course, you can-
not easily compare both data. There was a
matching performed based on baseline charac-
teristics. Finally, 99 patients from the ReCORD-
FL registry were compared to 97 patients in the
ELARA trial [4, 9]. Again, these patients have the
same baseline characteristics.

The overall response rate was 85.6% in the
ELARA trial compared to just 63% in a real-
world setting. There was also a significantly
higher complete response (CR) rate in the
ELARA trial compared to the ReCORD registry
[4, 9]. So again, tisa-cel was associated with an
improvement over standard of care in CR and
overall response rate after weighted adjustment
for baseline variables.

What is the survival? The median PFS and
event-free survival (EFS) were not reached for
tisa-cel recipients in the ELARA trial [4]. How-
ever, it was just 13.1 months for usual care
patients and ReCORD-FL registry [4, 9]. The OS
at 12 months was 96.6% for tisa-cel compared
to 71.7% for the patients in the registry [4, 9].
That means tisa-cel demonstrated superior effi-
ciency to the standard-of-care patients with r/r
FL. Please keep in mind this was an indirect
comparison. This was a retrospective compar-
ison with retrospective data. In the registry,
there were no modern treatments recorded, for
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example, patients who received bispecific anti-
bodies. So, these are clear limitations.

The median time to next treatment, OS, and
PFS, or event-free survival (EFS) was not reached
in all situations for the patients in the ELARA
trial. For 24 months time to next treatment, OS,
PES, and EFS [4, 9] showed a clear advantage
favoring the use of tisa-cel compared to stan-
dard of care.

THE PATIENT CASE (CONTINUED)

So back to the patient. The patient has under-
gone tisa-cel therapy. Overall, the patient
responded well. The patient had no severe side
effects, is still in remission 6 months after CARs,
and—what is, I think, very important—had a
possibility to return to work.

Before CAR-T cells, the patient had enlarged
lymph nodes. Three months after CARs, the
Deauville score was just 2. That means the
patient became PET-negative.

So, in summary, this case report highlights
the effectiveness of CARs in 1/r FL. This is just a
case report. That means result may be difficult
to replicate, but I think it's a very, very nice
example of how effective CAR-T cells are in
high-risk FL. So, the question is, would earlier
treatment with CARs have been beneficial for
this patient? I think, yes. Tisa-cel is approved
after two relapses. So, what I recommend is to
use, in such a patient, tisa-cel after two relapses
instead of bendamustine and obinutuzumab.
The final question is, what is the future of CAR-
T cells? Would it make sense to use them in
earlier treatment lines, for example, in first
relapse? I think, yes. For example, patients with
POD24, as I said at the beginning, have a poor
outcome. It really makes sense to analyze whe-
ther CAR-T cells are effective in this situation.
The trials have already started.

Thank you very much for your attention.
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