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Preface

The second edition of Gene Therapy of Cancer comes at
a pivotal transition point in the development of this exciting
technology. Much has occurred in the past 4 years to cata-
pult preclinical and basic scientific concepts into therapeutic
trials. In addition, while the outcome of the initial phase of
clinical trials using gene therapy to target cancers has not
yielded the amazing results initially hoped for, as with ev-
ery new therapeutic venture in medicine, initial results pro-
vide the fodder for critical experiments, new targets, and new
questions that propel the field forward.

We have reorganized the presentations in the second edi-
tion to reflect the continued new emerging strategies that will
ultimately lead to the success of this therapeutic approach and
have added introductory chapters to a number of the sections
with the goal of setting the contributions in their proper basic
scientific context.

Immune therapeutics takes on added emphasis given some
of the recent breakthroughs in vaccine development and
targeted delivery. Oncolytic virus therapeutics have also
emerged in a very promising light with initial positive re-
sults observed in head and neck cancer leading to a number
of preclinical advances. Therapies directed towards onco-
genes, be it by expression of normal oncogenes, use of ri-
bozymes and antisense therapeutics, and the use of E1A
continue to be promising in preclinical and early clinical mod-
els. Hematopoietic stem cells are being used in gene therapy
both in the antisense setting, for instance use of BCR/ABL
antisense to block CML stem cell proliferation, and in genet-
ically modified stem cells as immunotherapies. In addition,
bone marrow protection by introduction of a drug-resistant
gene into hematopoietic stem cells is entering its next phase

of clinical trials and appears to have accomplished its goal of
achieving stem cell protection in both preclinical and clinical
settings.

Gene delivery remains an important aspect of gene therapy
of cancer and a number of chapters focus on gene delivery
systems using both viral and nonviral approaches.

The reader will find this to be a comprehensive assess-
ment of the current state of gene therapy of cancer offering
state of the art research, a review of basic mechanisms and
approaches, and a compilation of current clinical trial efforts.

We have not encumbered this text with a number of the cur-
rent controversies in gene therapy but would note the impor-
tance of these issues in the field. Conflict of interest remains
an active area of discussion at every major cancer center in the
country and has been the recent focus of the American Society
of Gene Therapy. The careful monitoring of patients under-
going clinical trials in gene therapy will remain a priority for
all clinical trialists in this field. Linking preclinical models to
clinical endpoints is an important aspect of this focus and will
enable intermediate assessments to define whether the gene
therapy effect has been achieved prior to relying on clinical
cancer response and will help drive both Phase I and Phase
II clinical trial design.

The next 5 years will be explosive in the next generation
of preclinical and clinical developments of gene therapy of
cancer. We hope this second edition will provide an important
reference for investigators and observers alike in this exciting
field.

Edmund C. Lattime, PhD
Stanton L. Gerson, MD
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Preface

The second edition of Gene Therapy of Cancer comes at
a pivotal transition point in the development of this exciting
technology. Much has occurred in the past 4 years to cata-
pult preclinical and basic scientific concepts into therapeutic
trials. In addition, while the outcome of the initial phase of
clinical trials using gene therapy to target cancers has not
yielded the amazing results initially hoped for, as with ev-
ery new therapeutic venture in medicine, initial results pro-
vide the fodder for critical experiments, new targets, and new
questions that propel the field forward.

We have reorganized the presentations in the second edi-
tion to reflect the continued new emerging strategies that will
ultimately lead to the success of this therapeutic approach and
have added introductory chapters to a number of the sections
with the goal of setting the contributions in their proper basic
scientific context.

Immune therapeutics takes on added emphasis given some
of the recent breakthroughs in vaccine development and
targeted delivery. Oncolytic virus therapeutics have also
emerged in a very promising light with initial positive re-
sults observed in head and neck cancer leading to a number
of preclinical advances. Therapies directed towards onco-
genes, be it by expression of normal oncogenes, use of ri-
bozymes and antisense therapeutics, and the use of E1A
continue to be promising in preclinical and early clinical mod-
els. Hematopoietic stem cells are being used in gene therapy
both in the antisense setting, for instance use of BCR/ABL
antisense to block CML stem cell proliferation, and in genet-
ically modified stem cells as immunotherapies. In addition,
bone marrow protection by introduction of a drug-resistant
gene into hematopoietic stem cells is entering its next phase

Xix

of clinical trials and appears to have accomplished its goal of
achieving stem cell protection in both preclinical and clinical
settings.

Gene delivery remains an important aspect of gene therapy
of cancer and a number of chapters focus on gene delivery
systems using both viral and nonviral approaches.

The reader will find this to be a comprehensive assess-
ment of the current state of gene therapy of cancer offering
state of the art research, a review of basic mechanisms and
approaches, and a compilation of current clinical trial efforts.

‘We have not encumbered this text with a number of the cur-
rent controversies in gene therapy but would note the impor-
tance of these issues in the field. Conflict of interest remains
an active area of discussion at every major cancer center in the
country and has been the recent focus of the American Society
of Gene Therapy. The careful monitoring of patients under-
going clinical trials in gene therapy will remain a priority for
all clinical trialists in this field. Linking preclinical models to
clinical endpoints is an important aspect of this focus and will
enable intermediate assessments to define whether the gene
therapy effect has been achieved prior to relying on clinical
cancer response and will help drive both Phase I and Phase
II clinical trial design.

The next 5 years will be explosive in the next generation
of preclinical and clinical developments of gene therapy of
cancer. We hope this second edition will provide an important
reference for investigators and observers alike in this exciting
field.

Edmund C. Lattime, PhD
Stanton L. Gerson, MD
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