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Preface

Lymphomas are a complex group of hematological malignancies that have distinc-
tive etiology, epidemiology, clinical behavior, and response to therapy. For decades,
multidrug chemotherapy and/or radiation therapy constituted sole backbones to
treat those patients. However, the development of resistance to conventional ther-
apy, due to a multitude of genetic, epigenetic, metabolic mechanisms among others,
has contributed to hinder the therapeutic success in a significant proportion of
patients.

More recently, remarkable advancements in the lymphoma field, with better
understanding of lymphoma cell biology and its microenvironment, have contrib-
uted to the development of biologic or “targeted” agents and consequent rapid
expansion of the therapeutic landscape. These agents are usually designed and
developed based on specific target molecules present in key tumor or microenviron-
mental cells that once blocked or deregulated can lead to cell death, cell differentia-
tion, or immune system recognition. Many clinical studies have focused on testing
targeted agents as monotherapy or in combination with conventional chemotherapy
with the goal of improving outcomes or reducing acute or long-term complications
associated with therapy. Unfortunately, despite the well-thought rational behind
each targeted agent development, transient or unsatisfactory responses to those new
therapies are commonly described, suggesting the development of tumor-related or
host-related treatment resistance as a culprit to treatment failure. In this book, we
will review different classes of targeted drugs that have been developed, approved,
or are under investigation in the field of lymphoma therapy. Our focus is to provide
a comprehensive review of the mechanisms of action or clinical response of several
targeted agents and to discuss mechanisms of tumor-related or host-related resis-
tance and potentially how to overcome resistance. This understanding is crucial
considering the dismal outcomes of patients with relapsed or refractory lymphomas.
Collectively, the chapters offer a unique opportunity to review, understand, and
reflect on the recent successes and pitfalls of the modern lymphoma therapy era.

Birmingham, AL, USA Ana C. Xavier
Valhalla, NY, USA Mitchell S. Cairo



Aims and Scope

For several decades, treatment of cancer consisted of chemotherapeutic drugs, radi-
ation, and hormonal therapies. Those were not tumor-specific and exhibited several
toxicities. During the last several years, targeted cancer therapies (molecularly tar-
geted drugs) have been developed, consisting of immunotherapies (cell-mediated
and antibody) drugs or biologicals that can block the growth and spread of cancer
by interfering with surface receptors and with specific dysregulated gene products
that control tumor cell growth and progression. These include several FDA-approved
drugs/antibodies/inhibitors that interfere with cell growth signaling or tumor blood
vessel development, promote the cell death of cancer cells, stimulate the immune
system to destroy specific cancer cells, and deliver toxic drugs to cancer cells.
Targeted cancer therapies are being used alone or in combination with conventional
drugs and other targeted therapies.

One of the major problems that arise following treatment with both conventional
therapies and targeted cancer therapies is the development of resistance, preexisting
in a subset of cancer cells or cancer stem cells and/or induced by the treatments.
Tumor cell resistance to targeted therapies remains a major hurdle, and, therefore,
several strategies are being considered in delineating the underlining molecular
mechanisms of resistance and the development of novel drugs to reverse both the
innate and acquired resistance to various targeted therapeutic regimens.

The new series “Resistance of Targeted Anti-cancer Therapeutics” was inaugu-
rated and focuses on the clinical application of targeted cancer therapies (either
approved by the FDA or in clinical trials) and the resistance observed by these thera-
pies. Each book will consist of updated reviews on a specific target therapeutic and
strategies to overcome resistance at the biochemical, molecular, and both genetic
and epigenetic levels. This new series is timely and should be of significant interest
to clinicians, scientists, trainees, students, and pharmaceutical companies.

Los Angeles, CA, USA Benjamin Bonavida
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