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Introductions

= Pediatric oncologist
= Clinical researcher

= Chief of NCI's Pediatric Oncology
Branch

= Special Advisor to the NCI Director for
Childhood Cancer

= Co-Chair of CCDI's Engagement
Committee
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Special Advisor to the Director for Childhood Cancer

= Provides guidance to the NCI Director
that highlights opportunities in
childhood cancer research and gaps
In treatment

/ D woscmcmnn
= Assumes leadership role within CCDI | Sasy (W L e
to help coordinate activities, leverage N Y R D 0
e for Childhood Cancer

opportunities, and advance progress

= Advises across NCI to identify
opportunities to make advances for
children and AYAs

YouTube Video with Drs. Sharpless and Widemann
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Welcome Dr. Gregory Reaman

Joining NCI as CCDI Scientific Director

Official start at end of September




About CCDI
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DATA TYPES:

CCD I CLINICAL

COMMBUl:\:II-TPYw(lZ(E;:TERED TREATHERT PROGRAM GOALS

AROUND CHILDHOOD OUTCOME

b e g « DEVELOP NEW TREATMENTS
RESEARCH DATA ) & @

MOLECULAR - IMPROVE EXISTING TREATMENTS
- IMPROVE OUTCOMES, QUALITY
. e OF LIFE, AND SURVIVORSHIP
LEARN .FRSM LONGITUDINAL ..............................................

EVERY CHILD A
POPULATION :

IMPROVING THE QUALITY, CONSISTENCY, ACCESS, AND
ACCESSIBILITY OF DATA FROM EVERY CHILD WILL
ALLOW US TO ACHIEVE OUR GOALS.

.
-...
ooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

) NATIONAL CANCER INSTITUTE 6



CCDI Builds on Momentum of Prior Research and Data
Sharing Policy

NIH Genomic Data

Sharing Policy (Jan)
Holdren
Memo NIH Intramural NCI Moonshot Public

Human Data Access & Data
Sharing Policy Sharing Policy (Jan)
(July/Aug)
(M) ()
O O O O @ O @ O
2013 2014 2015 2016 2017 2018 2019 2020
Gabriella Miller Cancer RACE for STAR Act Childhood BSA Ad
Kids First Research Moonshot Blue || Children Act (Jun) Cancer Data Hoc
Act Ribbon Panel (Aug) Initiative WG on
(Oct) (Feb) ccDI
Report
21%t Century HNC‘o‘;\"BGAd
CURES Act oc = on
(DeC) Data
Science
Report
(Jun) ;
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Childhood Cancer Data Initiative I I

STAR Act Research Efforts

#

X

STAR Act biobanking efforts include the COG Rare Tumor
Populations Biobanking Project — working in partnership
with the Molecular Characterization Initiative to support
specimen collection
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Landscape of Pediatric/AYA Cancer Research Data & Needs Analysis

CCDI Working
G ro u p Re po r‘t Types of Data for Collection and Aggregation

Potential Barriers to Progress
Generating New Data
24 pecific
recommendations Distinction Between Research & Clinical Data

Engaging Diverse Array of Stakeholders for Input

Potential Opportunities for Transformative Discoveries



BUILD A STRONG BASE

Progress requires data |
“3d from many sources

y thatis connected and
@asy Lo access, )

MAKE DATA EASY
T0 USE ASSEMBLE
" BETTER DATA

Complete data
sots are needed
! to understand
each type of
cancer,

More thoughtful
tools for analyzing
data will help

-~ answer important
questions.

Data is the foundation
that informs new
treatments and
improves lives faster,

Using data to achieve the goals of CCDI

Piece it together: CCDI is completing the puzzle to
learn from and help reach better treatments and
outcomes for children, teens, and young adults with
cancer.

Build a strong base:
Progress requires data
from many sources that
is connected and easy to
access.

Assemble better data:
Complete data sets are
needed to understand
each type of cancer.

Make data easy to use:
More thoughtful tools for
analyzing data will help
answer important
questions.

Improve treatments:
Data is the foundation
that informs new
treatments and improves
lives faster.



Featured CCDI Accomplishments

= Progress on the CCDI Data Ecosystem

= CCDI National Childhood Cancer Registry
= CCDI Childhood Cancer Data Catalog

= CCDI Molecular Characterization Initiative
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Progress on the
CCDI Data Ecosystem
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CCDI Data Ecosystem

= The CCDI Data Ecosystem is a connected network of tools and
resources that will bring together clinical, research, and registry
data on children, adolescents, and young adults (AYAs) with
cancer from separate collections of data

= [t will also provide tools to use the data in new ways

= Users will be able to access the ecosystem through a centralized
portal

w NATIONAL CANCER INSTITUTE
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CCDI National Childhood Cancer Registry (NCCR)

= Rapidly growing public health
statistic data resource

= Collects data from children and
AYAs with childhood cancer,
regardless of where they receive
care

= Enhances access to, and use of,
childhood cancer and survivorship
data

= Allows researchers to answer
Important questions need to
Improve outcomes and track clinical
trial participation
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m Childhood Cancer Data Initiative
National Childhood Cancer Registry Explorer
ABOUT  HELP

Explore Our Statistics

NCCR*Explorer provides incidence and survival statistics for cancers in

children and adolescent and young adults ages 0-39, using data from the
National Childhood Cancer Registry (NCCR). It provides detailed statistics
for a cancer site by sex, race/ethnicity, and age, and allows for comparison

across cancer sites an d subsites.

Get Started )

With NCCR*Explorer, you can...

[ Create custom graphs and tables

Download data and images

& Share links to results
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CCDI National Childhood Cancer Registry
Initial Registry Participation (70% of US childhood cancers)

7 NPCR Registries SEER Registries m

Florida Pennsylvania Georgia Kentucky

lllinois Tennessee Los Angeles Louisiana 1 00%

New Texas Greater CA Seattle

~cl)ehr_sey Greater Bay Area Idaho coverage of
0 lowa New York : :

o _ B Connecticut Massachusetts all .pedlatrlc

2020 - submission of de-identified patients over

NAACCR data in NCCR the next few

2021 - fuII. registry subn_1ission with PII _ _ years

to DMS*Lite as a repository for SEER will contractually require

linkages and submission to the NCCR submission to the NCCR




NCCR Working Groups

\W/{ -
Metadata ® Data Quality
Members: Oncologists, Members: Cancer registrars,
pathologists, cancer registrars, informaticists, epidemiologists,

researchers

Purpose: Work closely with
Metadata, to perform data quality
assessments and improve data
quality via integration of new edits
for registry data collection

Data Access & Release

Members: Central cancer registries,
researchers, epidemiologists,
informaticists, IRB specialists

researchers, epidemiologists
Purpose: Review registry data to
help improve clinical relevance,
work with other NCCR WGs to
enhance quality, recommend
additional data items to collect

NCCR
Working
Groups

Data Products

Members: Central cancer registries;
researchers, epidemiologists,

informaticists Purpose: Work closely with other
Purpose: Plan and recommend WGs to assure data release is done to
strategic and tiered development insure patient privacy and minimize

of data products for release re-identifiability



NCCR*Explorer

= \/1 released November 2021

= Pre-calculated statistics in
dynamic tables and plots
based on user criteria

= Site-specific age groups
based on clinical significance
* Histology-based groupings

= No geographic identifiers to
minimize risk of
reidentification of small
numbers

NATIONAL CANCER INSTITUTE
Surveillance, Epidemiology, and End Results Program

{» SEER*Explorer

Get Started with a Cancer Site

All Cancer Sites Combined v

Recent Trends Recent Rates Long-Term Trends Rates by Age

Compare By:

Race/Ethnicity Age

All Cancer Sites Combined

Both Sexes
Female

Male 2000-2018

Recent Trends in SEER Age-Adjusted Incidence Rates,

Search SEER ﬂ

Revision History Help

Application SEER Statistics

Choose a Statistic to Explore @

SEER Incidence v

By Sex, Delay-adjusted SEER Incidence Rate, All Races (includes Hispanic), All

Ages
Rate Type 9
Selected: Delay-adjusted SEER Incidence Rate

Graph Data Table

Race/Ethnicity

Selected: All Races (includes Hispanic)
A 700

ge
Selected: All Ages
600
More Options
Precision:

Show Confidence Interval 400

per 100,000

nccrexplorer.ccdi.cancer.gov

0 W
0.1 v %00



V. Retinoblastoma

Trends in Age-Adjusted Incidence Rates, 1999-2018
By Age, Both Sexes, All Races

NCCR Registries, 23 U.S. Cancer registries that represent 66% of all U.S.
children, adolescents, and young adults
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CCDI Childhood Cancer Data Catalog

= An inventory of childhood cancer databases

* Includes repositories, registries, data commons, websites, and catalogs that
manage and refer to data

= Each resource page includes a summary description and links to access the

data

= Makes it easier for researchers N J T )
to find data that could help them -
with their work R ..

A searchable database of pediatric data resources,
sharing clinical care and research data generated by
the pediatric cancer research community.

7 CATALOG »

datacatalog.ccdi.cancer.gov s
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CCDI Molecular
Characterization Initiative
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CCDI Molecular Characterization Initiative (MCI)

= A partnership between NCI and COG
PEC

* Provides state-of-the-art molecular
characterization at the time of
diagnosis to inform the best and most
appropriate treatment

S

Tumor DNA and RNA is analyzed
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These data are
shared with
families, their
doctors, and
researchers
g

Data inform Data help develop
treatment and clinical new and better
trial participation treatments

* Results returned to participants and
treating physicians within 21 days

= Remaining samples will be stored in
a biobank for future research

cancer.gov/CCDI-molecular

NATIONAL CANCER INSTITUTE
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What Is Molecular Characterization?

= Uses multiple types of lab tests to learn more
about tumor DNA, RNA, and proteins—to see

what may be causing or driving a cancer

= Improves understanding of risk and
susceptibility in patients and survivors in
regards to:

= Germline genetic susceptibility
= Tumor classification

= Treatments (proton therapy and adverse
events)

m> NATIONAL CANCER INSTITUTE
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Somatic mutations
* Occur in nongermline tissues
« Cannot be inherited

O

Nonheritable

Mutation in tumor only
(for example, breast)

Al Yor Pe Ntor s T wee eam

What MCI Looks at: Blood and Tumor Changes

Germline mutations

* Present in egg or sperm

* Can be inherited

» Cause cancer family syndrome

Parent

@,

Child
Heritable O

—>

Mutation in All cells
egg or sperm affected in
offspring

v Pe Arercan Tocety of Tncs Crooagy

= The initiative looks at blood (germline) and tumor (somatic) sources

= This allows identification of inherited tumor predisposition



Participation in the Molecular Characterization Initiative

= Participant must be:
= Child or AYA 25 years old or younger
Newly diagnosed with no prior cancer treatment history
Diagnosed with a central nervous system tumor (tumors of the brain and spine)

Obtaining care at Children’s Oncology Group-affiliated hospital
Enroll on PEC

* The initiative will expand in 2022 and 2023 to include:
= Other cancer types (soft tissue sarcomas and rare tumors), relapse cancers
= Additional hospitals and cancer centers

m> NATIONAL CANCER INSTITUTE
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Next Steps for CCDI
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Next Steps

= The Molecular Characterization Initiative will expand in 2022 and 2023 to
include:

= QOther cancer types (soft tissue sarcomas and rare tumors), relapsed cancers
= Additional hospitals and cancer centers
= Longitudinal cohort studies

= The CCDI Data Ecosystem will grow, with:

= New data becoming available

= The launch of the Molecular Targets Platform: a tool that provides information

about molecules involved in the growth and spread of cancer cells (molecular
targets) that specifically affect childhood cancers

m> NATIONAL CANCER INSTITUTE
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Protocol Enroliment

CCDI Molecular Characterization Initiative: Clinical Pipeline

(Goal: determine best strategy
to treat & learn from each child)

- e S e S S S S e DS e e B e B B B e B e e e e ey

/

COG Project:
EveryChild
(CNS tumors,

sarcomas, or rare

cancers)
PI: Doug Hawkins/ Dx
Chairs
PO: Malcolm Smith

MyPART
Refractory or relapsed
cancer types (adult &
pediatric) with rare
cancers (DNA/RNA)
Pls: Brigitte Widemann,
Karlyne Reilly

Other NCI Studies

Patient enrollment, CLIA -

tissue processing,
clinical data collection,
mechanism to return
patient results

Additional
Sources of Tissue
Samples & Clinical

Data (NEW)

.-——————————r—————————————_’

/

IL-'

~

Clinical Sequencing
at IGM (CLIA)

= Targeted exome seq

= Archer fusion

= EPIC methylation array

= Clinical/demographic

PI: Elaine Mardis

PO: Malcolm Smith
CCDI Molecular

Characterization
Pipeline

Research-Grade
Characterization

(non-CLIA)
WGS
RNA-seq
Proteomics
Metabolomics
Other
Clinical

Specific to Enrollment \

Return of CLIA

genomic results

to patients and
providers

Deposit clinical

and genomic
data

**CCDI Funded
PI: Jaime Guidry Auvil, Tony Kerlavage

CCDI Data
Ecosystem (AWS)

PO: Subhashini Jagu

The pipeline began accepting samples from PEC CNS tumors in April, 2022
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Protocol Enrollment/
Sample Collection

(Tissue & Clinical Data)

Kids First X01s
CBTN (CNS tumors;
Pl: Adam Resnick),
Sarcomas (PI: Adam
Shlein)

PO: Malcolm Smith

Childhood Cancer
Survivor Study
(CCSS) (Secondary

Cancers)
Pl: Greg Armstrong
PO: Nita Seibel

PDX Models
Pl: PiVOT
Consortium
PO: Malcolm Smith

CCDI Molecular Characterization Initiative: Research Pipeline

CCDI Molecular
Characterization
Pipeline

Clinical Sequencing
at IGM (CLIA)

Targeted exome seq
Archer fusion

EPIC methylation array
Clinical/demographic

Research-Grade
Characterization

(non-CLIA)
WGS
RNA-seq
Proteomics
Metabolomics
Other

Clinical

**CCDI Funded
Pl: Broad Institute,
Hudson Alpha/St. Jude

Return of CLIA

genomic results

to patients and
providers

Deposit clinical
and genomic

CCDI Data

data Ecosystem (AWS)

**CCDI Funded
PI: Jaime Guidry Auvil, Tony Kerlavage
PO: Subhashini Jagu




CCDI MCI: Clinical & Research Pipeline and & Clinical Characterization

- — ~ CCDI Clinical
'/ \‘ Characterization
Pediatric Pipeline
| PDXModels MATCH :
|
I Other NCI COG Project: |
I Studies EveryChild |
| |
| MyPART ccss |
I |
I Additional Kids First |
\ Sources X01s 1
/
\s____.[____’
\ 4
CCDI Molecular
CCDI Protocol Characterization

Initiative

Future State/Vision:

A single study acts as an entry point for clinical and research-
grade sequencing

The study collects a comprehensive baseline and longitudinal
dataset for all patients

Comprehensive clinical characterization

Etiology, family history, medical history
Clinical, PRO, imaging
Pathology
NIH Rare Tumor clinics
National tumor Board
Genetic counseling

Core set clinical characterization

Return of
molecular
characterization
testing results to
patients and

providers

Clinical Sequencing
(CLIA)

Deposit clinical
and omic data

Research-Grade
Characterization
(non-CLIA)

Longitudinal follow up
for select patient
cohorts

Patient remains
on CCDI
Protocol; may be
enrolled in sub-
studies or
clinical trials

CCDI Data
Ecosystem makes
data available

Draft




Upcoming CCDI Communication and Working Group Activities

= Web page refresh
* |ncreased social media use, #Data4ChildhoodCancer
= Monthly emalil newsletter

* Progress updates

= Stories from the community

= Opportunities to engage

= Working groups are assembling and prioritizing
recommendations for future planning

w NATIONAL CANCER INSTITUTE
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Update on Funding Opportunities

« CCDI will host a series of workshops focused on critical
priorities identified in the wider pediatric/AYA cancer community
that NCI will use to help hone upcoming concept building for the
next phase of CCDI
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Funding Opportunity Process

Based on the feedback,
NCI identifies a priority that

D the government could fund.
09, This is not revealed to or
iffn discussed with anyone

outside the federal
government.

No specific timeline

-

Priority Identified by NCI

RFA is released to the
community for
competition. Federal staff
may only discuss this with
external community
members in an open,
structured forum.

Opportunity Issued

h

Community Feedback —
Open Workshops or Meetings

Open discussions about
needs and priorities of
the research community.
No specific activity or
implementation
approach is discussed.
No specific timeline.

@

Concept Development

Internal, federal staff-only team works to
develop the concept and funding mechanism.
This is not revealed to or discussed with anyone
outside of the federal government.

This can take anywhere from 8 — 24 months.

[=

Opportunity Awarded

NCI reviews proposals and
makes awards. This can only
be discussed with the
community after award is
made, contracting is in place,
and funding has occurred.

1 -3 months



Sign up for CCDI updates at: cancer.gov/CCDI

Get in touch with NCI's Office of Advocacy Relations

advocacy.cancer.gov
NCladvocacy@nih.gov
@NCladvocacy
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Thank you to the CCDI Engagement Committee and the
childhood cancer community for helping shape CCDI and
move it forward!
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