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Slide 1 — CAR T-Cell Therapy for Hematologic Malignancies: Focus on Diffuse
Large B-Cell Lymphoma

Lauren Berger: Hello, everyone. On behalf of The Leukemia & Lymphoma
Society and Medical Learning Institute, Inc, thank you for sharing your time with
us for this continuing education program on CAR T-cell Therapy for Hematologic
Malignancies: Focus on Diffuse Large B-cell Lymphoma.

Slide 2 — Learning Objectives
The learning objectives for this program are listed on the slide:

i Describe the latest developments in CAR T-cell therapy options for adults
and pediatric patients

i Explain short and long-term side-effect management, including CRS and
neurotoxicities

i Discuss practical information in considering and treating a patient in a CAR
T trial

i Be more prepared to identify resources for professionals as well as for

their patients

Slide 3 — Faculty

We ’re fortunate to have as our presenters, Dr. Julio Chavez and physician
assistant Rachel Lundberg, leading experts in CAR T-cell Therapy for blood
cancer patients. We appreciate their dedication and their commitment to caring
for patients living with blood cancers.

Dr. Chavez is Assistant Member, Department of Malignant Hematology at Moffitt
Cancer Center in Tampa, Florida. Ms. Lundberg is Physician Assistant, Cellular
Immunotherapy in the Department of Blood Marrow and Cellular Immunotherapy
at Moffitt Cancer Center in Tampa, Florida

Our special thanks to Dr. Chavez and Ms. Lundberg for volunteering their time and expertise with us. Dr.
Chavez, | am now privileged to turn the program over to you.
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Julio C. Chavez, MD: Good afternoon, everyone. My name is Julio Chavez. I'm
from the Department of Malignant Hematology at Moffitt Cancer Center. I'm here
with Rachel Lundberg from the Department of Blood Marrow Transplantation at
Moffitt Cancer Center. Today we’re going to talk about the chimeric antigen
receptor [T-cell therapy] for hematologic malignancies with focus on diffuse large
B-cell lymphoma.
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Slide 5 — Outline

This is the outline of, the present talk we’re going to discuss about these points,
an overview of refractory/relapsed-diffuse large B-cell lymphoma, an overview of
cancer immunotherapy, CAR T-cell structure and manufacturing, efficacy of
multicenter CAR T-cell studies in diffuse large B-cell ymphoma, CAR T-cell
therapy in pediatric acute lymphoblastic leukemia. Then we’re going to talk
about the CAR T-cell toxicity and principal management, then patient selection
toxicity management of post-CAR T-cell therapy monitoring, and we’ll end it up
with the future directions in this therapy.

Slide 6 — Overview of Refractory/Relapsed DLBCL
So, I'm going to talk a little about the overview of this disease.

Slide 7 — Cell of Origin of B-Cell Lymphomas

Diffuse large cell lymphoma is a B-cell malignancy. This cartoon here shows
where diffuse large B-cell ymphoma originates. As | mentioned, diffuse large B-
cell lymphoma is a B-cell malignancy that starts in the germinal center.

We have two main types. There is the ABC subtype (the primary mediastinal
subtype) and the GCB or germinal center B-cell subtype. They have different
prognostic outcomes with the standard therapy.

Slide 8 — Most Common Subtypes of NHL

Diffuse large B-cell lymphoma is the most common subtype of non-Hodgkin
lymphoma. About 30% to 40% of lymphoid malignancies are consistent with
diffuse large B-cell lymphoma.
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Slide 9 — 10 Years Long-Term Follow-Up of DLBCL Elderly Patients Treated
With CHOP With or Without Rituximab (LNH 98.5/GELA Study)

The standard treatment for diffuse large B-cell ymphoma in the frontline setting
was defined by the GELA study in which the introduction of rituximab (Rituxan®)
to the CHOP chemotherapy improved the overall survival by about 20%.
However, despite this advance in the treatment of diffuse large B-cell lymphoma,
there are still many patients who relapse.

This is the 10-year follow-up of the GELA study on patients who receive R-CHOP
versus CHOP and about 40% to 50% of patients still relapse.

Slide 10 — Role of Auto HCT in R/R DLBCL: EFS and OS by Induction
Treatment: CORAL Study

There are treatment options for patients who relapse. You know, the CORAL
study demonstrated that salvage chemotherapy followed by autologous
transplantation showed clinical benefit and also survival benefit. But still, this
procedure cures about 50% of patients; 50% of patients still relapse, die from the
disease, even with salvage chemotherapy and autologous transplantation.

Slide 11 — SCHOLAR-1: Outcomes of Patients with Refractory DLBCL
However, who are the bad actors in diffuse large B-cell ymphoma in the
refractory setting? There are good outcomes that we see, those are patients
who had progressive disease through R-CHOP basically, patients who don’t
respond to R-CHOP at all, patients who relapse post-autologous transplant,
especially within the first year of transplantation, and those patients who are
refractory to a second-line therapy. The overall survival for those patients in
average is about 6 to 7 months. Their response rates to the next therapy is
about 25%.

Slide 12 — DLBCL is a Molecularly Heterogeneous Disease; Certain Patient
Subsets Do Worse

Diffuse large B-cell ymphoma is also a molecularly heterogeneous disease. It's
clinically heterogeneous but also molecularly heterogeneous. So, there are
certain types of diffuse large B-cell lymphoma that have an overall bad
prognosis, especially the activated B-cell subtype has significantly bad prognosis
in comparison to the GCB or the germinal center B-cell subtype and also the
double-hit lymphoma, those who had overexpression of MYC and BCL-2
plus/minus BCL-6. They also have poor outcomes with the standard therapies.

Slide 13 — Cancer Immunotherapy
So now we’re going to talk about a little bit of cancer immunotherapy and how
these therapies consistent with CAR T-cell therapy have been developed.
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Slide 14 — Tumor Immunology: Overview

So, I'm going to give you a little bit of simple overview in this cartoon of the
tumor immunology. Basically, when a patient develops a cancer, there are
several tumor cells that display the tumor antigen. So, there are immune system
cells or blood cells that actually capture these antigens. We call these cells the
dendritic cells. Those cells actually present the antigen to immune system cells,
that we call the T-cells. Those T-cells usually are in resting phase. However,
when they’re exposed to the antigens, they kind of get activated and then
through several mechanisms, through cytokines or other chemokines, can
actually destroy and kill cancer cells.

This antigen interaction, of course, is actually in the lymph nodes. So, however, this is something that happens
initially with good efficacy in destroying cancer cells.

Slide 15 — The Immunoediting Hypothesis: Shaping Tumor Development
However, some cancer cells develop several mechanisms to avoid or escape
this process. This escape causes an increase in T-regulatory cells which actually
are kind of inactive and actually work against the normal immune system
response. And that leads to tumor growth and refractoriness. So, basically, what
occurs is some type of immune selection so cells that had mechanisms to
escape the immune system, they survive, and they continue to grow.

Slide 16 — General Approaches for Cancer Immunotherapy

So, on the basis of that, CAR T-cell therapy has been developed. So, this
cartoon shows the general approaches for cancer immunotherapies. In general,
there are two types of cancer immunotherapies, the active immunotherapy and
the adoptive cell transfer immunotherapy or ACT. The active immunotherapy,
basically, we’re giving active immune agents that can destroy cancer cells using
different mechanisms. The most common one is the anti-CD20 monoclonal
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