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FOREWORD
Welcome to our first winter edition of the ACROSS Global™ “Pediatric
Oncology Research Paper”.
The Pediatric Oncology Research Paper is a free, quarterly, online journal
that covers a broad range of pediatric oncology information from various
public sources and collates this information into a single, easy to read
document which reflects the latest trends in this ‘hot-topic’ therapy area.
The journal aims to present the reader with up-to-date news, changes in
regulations, and provides the latest information on emerging cutting edge
technologies which have been capturing significant attention more recently.
In addition, the Pediatric Oncology Research Paper provides a concise
overview of the latest clinical trial statistics as viewed on a regional basis.
Finally, we also have an interesting spotlight on companies engaged in
pediatric oncology research.
Naturally, we also want to engage with our readers and therefore we have left
space for your voice to be heard. We welcome your opinions and insights on
pediatric oncology in general, relevant news and trials involving children or
perhaps information about your own company and its promising pipeline.
We would like to thank Elisa Stauffer from Equipoise Pediatric Research for
her support in developing and shaping this groundbreaking first edition.
Sincerely,
Ena Zuvic

PEDIATRIC ONCOLOGY
General Overview

Cancer is the leading cause of childhood death by disease in
developed countries, despite the overall progress in pediatric oncology and the
fact that cancer is rare in children.
Even though death rates have been declining in the 1 - 14 year age for the past
four decades, approximately 1,180 children die of cancer each year in the
United States.¹
Only one new drug has been developed specifically for pediatric oncology in the
US in the last 20 years. Only 15% of adult drugs developed make their way to
pediatric use, often without much evidence to support them.
Most drugs we are using today in pediatric oncology were developed in the
1950s-1970s with few new therapies since then. We have improved outcomes
with these old drugs by tweaking the regimens and improving supportive care,
but the effectiveness of that strategy has plateaued.

The Cancer rates on different sites in children.²

General Overview

Advancements in modern oncology have remarkably improved survival rates
for pediatric patients. It now exceeds 80% in developed countries for all
pediatric cancer sites. In 1975, just over 50% of children diagnosed with cancer
before age 20 years survived at least 5 years.³ In the period 2007–2012, 85%
of children diagnosed with cancer before age 20 years survived at least 5
years.⁴ Survival rates vary significantly depending on the type of cancer.

The graph shows the 5-year relative survival rates
for different pediatric cancers.⁵

General Overview

However, multidisciplinary research has led to the development of modern
therapies (personalized approach, emerging areas of immunotherapy) which
hold big promise for further improvements in patient treatment and overall
outcome.

Emerging new treatments include novel formulations of existing
chemotherapeutic agents, immunotherapy approaches (monoclonal antibodies
against cancer-associated antigens, adoptive cell transfer e.g CAR T-cell
therapy), molecular targeted therapies and gene therapy.

General Overview

The FDA has approved several molecular targeted therapies so far. This
approach is capturing a lot of attention at the moment due to its fundamental
role in precision medicine that will ultimately deliver personalized treatment to
every patient in accordance with and tailored to the genetic changes occurring
in each person’s cancer.
An example of exploring the use of precision medicine in pediatric cancer
medicine - The Pediatric MATCH trial aims to explore targeted therapies for
children.⁶ Patients are screened for specific genetic changes in tumors that
could be targeted by one or more of the drugs being studied. Treatment is
based on a genetic basis rather than on their type of cancer or cancer site.
A list of the drugs and genes that are being targeted can be found on the
following page of National Cancer Institute - NCI-COG Pediatric MATCH.
Precision medicine is progressing everyday and its development is accelerated
by growing knowledge about tumor genetics, tumor heterogeneity and research
in pharmacogenomics that led to the identification of genome variants that
influence drug effects, which directly influence the choice of “targeted”
anticancer drugs for individual patients.

General Overview

The research project “Profile” is one of the most recognized precision
cancer medicine initiatives.
The main goal of the study is to collect as much information and genomic data
as possible for every type of cancer. The study is launched by scientists at
Dana-Farber/Brigham and Women’s Cancer Center and Dana-Farber/Boston
Children’s Cancer and Blood Disorders Center.
To promote the development of safe and effective new drugs and biologics to
treat cancer in children, and accelerate improvements in childhood oncology,
the FDA, in collaboration with the National Cancer Institute and the pediatric
cancer research community, developed a Pediatric Molecular Target List to
provide some guidance to industry in planning for new drug and biologic
submissions.⁷
Modern oncology made remarkable progress despite challenges associated
with trials involving children, yet still statistics indicate the need for further
research and the development of new therapies.
Tailored therapies and immunotherapies have emerged as a solution where
traditional treatment failed, giving a new hope in the creation of a better outlook
for children affected with cancer.

PEDIATRIC ONCOLOGY
2017- 2018 Updates

The last year, 2017, put immunotherapy at the forefront of cancer research
activity as an effective treatment strategy in the battle against childhood
cancer.
July 24, 2017, NCI-COG Pediatric MATCH trial was activated. Precision
medicine trial taking place at approximately 200 U.S.-based Children’s
Oncology Group (COG) sites and represents the first precision medicine trial of
that scale. The study is exploring the efficacy of targeted therapies in children
and adolescents with solid tumors.
August 2017, the U.S. Food and Drug Administration approved the CAR T-cell
therapy - tisagenlecleucel (Kymriah) for certain children and young adults with
acute lymphoblastic leukemia. At the same time, it’s the first FDA-approved
gene therapy available in the United States. Another CAR T-cell therapy for Bcell lymphoma that occurs in adults was approved later that year. Both
therapies appeared effective where standard treatments would not work, giving
new hope and opening space for further research. It is just the beginning of the
triumph for immunotherapy in this area. Several treatments are in various
stages of research and testing.⁸
Companies have continued to explore the potential that modified T-cells can
offer in the cancer battle. Research is developing in multiple directions,
including improving safety concerns, decreasing the toxicity of CAR T-cells,
exploring their efficacy in solid tumors, and limiting costs of treatment.
More about CAR T-cell therapy can be read in the ACROSS Research Paper
dedicated to this therapeutic area.

2017- 2018 Updates

Another approach of immunotherapy is based on the ability of the immune
system to develop long-term immune memory response and utilize it against
cancer. Still, in the preclinical phase, CpG ODN¹⁰ grunted by American Cancer
Society, is exploring the potential of developing a long-term immune memory
for ALL (acute lymphoblastic leukemia) that potentially could prevent relapse
later in life.
September 2017, more news from precision medicine at Dana-Farber/Boston
Children's. Study's protocol of iCat2, GAIN (Genomic Assessment Informs
Novel Therapy) Consortium Study, has been expanded. It is one of the
recognized precision medicine studies with a focus on tumor profiling of solid
malignancies among children, adolescents, and young adults. Additional sites
have been opened particularly looking for patients with spindle cell malignancy
or a sarcoma without a clear diagnosis after standard pathology review.⁹
January 30, 2018, in the annual ASCO report, CAR T-cell immunotherapy
named as the advance of the year.
August 27, 2018, The European Commission (EC) has approved Kymriah
(tisagenlecleucel), the first approved CAR T-cell therapy in the European
Union.

PEDIATRIC ONCOLOGY
Conclusion

CAR T-cell therapy is not the answer for many patients, and pharmaceutical
companies and academic centers are working on other important new therapies
as well. While it seems easy to be swept up by these groundbreaking
technologies, the truth is that they are typically expensive, impractical, and
simply unavailable for the majority of patients.
Until these therapies become more accessible, we need to develop new
therapeutic options that can reach the average patient and make a difference
on the community level. Clinical trials in pediatric oncology can open up new
avenues of use for pre-existing drugs, as well as for newly developed therapies.
This could ultimately be good news for the patients.

PEDIATRIC ONCOLOGY
Regional Focus - U.S. Clinical Trial Data

The most prevalent phase of clinical trials
conducted across U.S sites by the number of
studies is Phase I.

Graph compiled by ACROSS from data sourced on www.clinicaltrials.gov; 16 / 10 /2018;
Applied filters include the Country, Recruitment Categories ( Not yet recruiting, Recruiting, Enrolling by Invitation, Active not Recruiting), and
Study Phase.

Regional Focus - U.S. Clinical Trial Data

The number of studies in pediatric oncology has
been steadily increasing over the years.

Graph compiled by ACROSS from data sourced on www.clinicaltrials.gov; 16 / 10 /2018;
Applied filters include Country (USA), Condition or Disease (Pediatric Oncology), Studies Start Date and Studies End Date.

Breakdown of Clinical Trials in Pediatric Oncology
by “Funder Type”.

Graph compiled by ACROSS from data sourced on www.clinicaltrials.gov; 16 / 10 /2018;
Applied filters include the Country,Condition-Disease (Pediatric Oncology), Funder Type Categories.

Regional Focus - U.S. Clinical Trial Data

The following graphs present the number of
studies funded by industry in comparison to
other funder types.

Graphs compiled by ACROSS from data sourced on www.clinicaltrials.gov; 16 / 10 /2018;
Applied filters include the Country,Condition-Disease (Pediatric Oncology), Funder Type Categories.

PEDIATRIC ONCOLOGY
Featured Company

EQUIPOISE PEDIATRIC
RESEARCH

Equipoise Pediatric Research is a new clinical research organization based in
the United States. Our mission is to facilitate and perform clinical trials in
pediatric oncology around the world. Equipoise is dedicated to assisting clients
with their trials in any manner possible to facilitate this important research.
.
What
makes Equipoise Pediatric Research different from other clinical research
organizations is our dedicated focus to pediatric oncology, our willingness to
work around the world on a variety of projects, and our deep relatedness to all
things pediatric oncology. Everybody who is significantly involved in our
company brings to the table personal or professional experience with children
who have cancer. Thus we are equally poised to support both the research
and the patient and family experience on clinical trials.
For further inquiries, please contact us at equipoise@equipoiseresearch.com.

PEDIATRIC ONCOLOGY
Conferences & Events

January 24-25, 2019 Heidelberg, Germany
2nd KiTZ-Symposium
on Pediatric Hematology&Oncology
February 14-15, 2019 Brussels, Belgium
7th ACCELERATE Paediatric Oncology
Conference
March 01-02, 2019 Tokyo, Japan
21st World Congress on
Pediatric Oncology and Cancer Care
May 20-25, 2019 Prague, Czech Republic
SIOP Europe 2019 Annual Meeting

PEDIATRIC ONCOLOGY
Guidelines and Regulations

1. FDA Guidance for industry E11 clinical investigation
of medicinal products in the pediatric population
2. WHO Clinical trials in children
3. WHO Paediatric clinical trials guidance for assessors
4. EMA Paediatric clinical trials
5. FDA Pediatric drug development laws
6. SIOPE guidelines in Europe

PEDIATRIC ONCOLOGY
Library

1. FDA Hematology/Oncology (Cancer) Approvals
& Safety Notifications
2. Approved Cellular and Gene Therapy Products
3. FDA approval brings first gene therapy to the United
States
4. FDA's Pediatric Molecular Target List
5. Annual Report to the Nation on the Status of Cancer
6. The Pediatric MATCH Screening Trial
7. NIH-NCI Childhood Cancers
ARTICLES/NEWS
1. Profile Research Project
2. Pediatric Oncology Clinical Trials in Sub-Saharan
Africa
3. Novartis looks ahead to China with Kymriah manufacturing
pact
4. American Association for Cancer Research Pediatric Cancer in the News
5. Larotrectinib first cancer drug to receive FDA
breakthrough therapy designation
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If you have any suggestions for
improvement to future editions of
our Pediatric Oncology Research
Paper please contact me, Ena
Zuvic. I will openly welcome your
thoughts.
zuvice@across.global
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