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1.  Application of DNA Methylation
Analysis to the Classification of
Rhabdomyosarcoma

= Q&A with Dr. Frederic G. Barr

2. Findings From the FusOnC?2
Consortium: Focus on
Agenda Rhabdomyosarcoma

= Q&A with Dr. Corinne Linardic

3. Opportunities to Expand
Patient/Family Engagement in the
Genomic Characterization of
Pediatric Malignancies

= Q&A with Ann Ramer
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Childhood Cancer Data Initiative Virtual Symposium Series

Application of DNA methylation analysis to
the classification of rhabdomyosarcoma

Frederic G. Barr, MD PhD
Laboratory of Pathology
National Cancer Institute
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Rhabdomyosarcoma

« Family of soft tissue cancers
Striated muscle differentiation
Clinical and biological heterogeneity

Subtype Fusion-negative Fusion-positive

Age

Site

Outcome

=—p PAX3::FOXO1
PAX7::FOXO1

Genetics

m) NATIONAL CANCER INSTITUTE cancer.gov/CCDI #CCDI25 5



Epigenetic mechanisms — DNA methylation

/

m) NATIONAL CANCER INSTITUTE

Role of DNA methylation:
» Regulates nuclear organization and

chromatin structure
« Impact on gene expression

DNA methylation pattern in cancer cells:
« Partly reflects cell of origin
» Partly reflects acquired changes during
tumorigenesis
» Potentially useful for differential
diagnosis and management

cancer.gov/CCDI  (Adapted from www.caymanchem.com) #CCDI25



DNA methylation-based classification of sarcomas

t-SNE dimensionality reduction (1,077 samples)

o ALMOMPC
AS AFXIPDS
100 o
CTRL (BLOOD) ® i o SCC (CUT)
nLCH ccs
Kaposi
MTS S wrmpLex $NFB aky, SN
DTFM % ’ # CTRL {MUS}
50 Mo -t SRS A ewine
MAT £ ﬁ&_
CTRL{REA) ¥t USARC
r
FOY & 0B LGFMS}ES CHORD (DD)
wSEF -
™ SY& 5 eab LMS ’ﬁ CHORD
‘. adns RMS (ALV
2 0- ca ":"'-.7“ e (ALV)
2 8% . MEL (CuUT)
& EMCS
IFs 4 98 [HG:?.._ o GCTB "
RMS (MYOD1) nf;cr
SBRCT (CIC
S RMS (EMB) v
-30 SARC (MPNST-ike)
CSA (MES)s a- MPNST
GIST ™ 5 . Fssfpe) ‘st
SARC (RMS-ke)  spper sy QESK *”
(BCORY)
100 1 LIPO l
2 WDLS/DDLS OFMT §r ESS (LG) 4B csA(IDHA)
3IMP LMO
4 NFA
5 CSA (IDH B)
6CSA (CC) .
T C3A (A) & DFSP
1505 CSA (B)
1 T T T
-100 .50 0 g o
tSME 1

m NATIONAL CANCER INSTITUTE

1,077 bone & soft tissue sarcomas
« Unsupervised analysis of DNA methylation data
* Defined 62 tumor methylation classes

4 classes corresponding to RMS categories:
« RMS (ALV) - alveolar RMS
« RMS (EMB) - embryonal RMS
* RMS (MYOD1) - MYOD1-mutant RMS
 SARC (RMS-like) — RMS-like sarcoma (DICER1)

DNA methylation-based classifier
« Algorithm developed by machine learning
 Individualized specimen analysis
» Predict tumor class
» Calculate confidence level (0 to 1.0)

(Koelsche et al. Nature Comm 12:498, 2021)

cancer.gov/CCDI #CCDI25 7



DNA methylation analysis of MCI cohon_'t of RMS
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Composition of FN1 subset in MCI RMS cohort
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tSNE plot of RMS cases from MCI cohort
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DNA methylation analysis of archival cohort of RMS
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Composition of FN1 subset in archival RMS cohort
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Relationship of outliers to other sarcoma categories
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Tumor purity in outlier tumor samples
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DNA methylation-defined RMS subsets

Fusion-positive RMS tumors - relatively homogeneous/alveolar histology

+ PAX3::FOXO1-enriched subset (FP1)
» PAX7::FOXO1-enriched subset (FP2)

Fusion-negative RMS tumors - heterogenous
« Embryonal histology
» FN2 subset - most abundant
» FN1/E subset - less abundant
« MYOD1-mutant - sclerosing spindle cell histology
« Alveolar histology (AFN) - heterogeneous
* Qutliers (FN1/O) - multiple subsets
» Rare RMS subsets

» Non-RMS subsets
» Substantial normal cell component

Next challenge — biological & clinical significance of these RMS subsets

cancer.gov/CCDI #CCDI25 15
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Research team and collaborators

National Cancer Institute Children’s Oncology Group
Laboratory of Pathology Soft Tissue Sarcoma Committee

=

1

Wenyue Sun, PhD
Staff Scientist

Jack Shern, MD

& Erin Rudzinski, MD
NCI :

Indiana Univ.

Jorge Lopez-Nava
Postbac Trainee

Philip Lupo, PhD
Emory Univ.

Sapna Oberoi, MD
Univ. Manitoba
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Q&A
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Childhood Cancer Data Initiative Virtual Symposium Series

Findings from the FusOnC2 Consortium:

Focus on Rhabdomyosarcoma
Corinne M. Linardic M.D., Ph.D.
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Agenda

= Rationale for focus on rhabdomyosarcoma (RMS)
= |ntroduce FusOnC2 consortium
= Share insight into molecular vulnerabilities of RMS
= CDK8
= TYMS
= FANCM

m) NATIONAL CANCER INSTITUTE cancer.gov/CCDI
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Rationale for focus on RMS

RMS: epidemiology and outcome
RMS Incidence RMS Outcome by Fusion status®*®
(5-year EFS)
90%
78%
Low-Risk
28% 56%
1% FN-RMS
¥ FP-RMS
Intermediate-Risk
60% 11%
Low-Risk Int-Risk High-Risk
m NATIONAL CANCER INSTITUTE cancer.gov/CCDI Borinstein et al, Ped Blood Can, 2018 20



Rationale for focus on RMS
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Reduced
apoptosis

Proliferation
Differentiation block

Epigenetic
deregulation

cancer.gov/CCDI

Skapek et al, Nat Rev Primers, 2019



The PAX3::FOXO1 Oncofusion
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N-Terminal
DNA Binding *

|
pax3 |
PAX3::FOXO1 (P3F1) | PB (HB :

PB - Paired Box HB - Homeobox

Hyperactive transcription factor
» retains DNA-binding specificity of
PAXS, reactivating embryonic

myogenic programs, but has —-*’r = \‘i
altered transactivation ( N

Excessive growth and motility
Deficient apoptosis and differentiation )
Recalcitrant pharmacologic target

AlphaFold (Beta)
prediction

,

AlphaFold from Angela Koehler lab, MIT
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NCI FusOnC2 Program for Fusion-Positive Childhood Cancers

Corinne Linardic Fusion Oncoproteins in Childhood Cancers
Duke
Chris Counter
Duke PAX3 | FOXO1
P3F1 | PB |HB‘ TAD
Kris Wood
Duke Long-Term Short-Term

Fusion Interactome Mapping

Proximity labelling;
Saturation mutagenesis;
Dave Langenau Functional genomic screens

Mass General

Dave Root
y Broad Institute

Angela Koehler
MIT-Koch Institute

I MTTLAGAVPRMM
Jack Shern i :
NCI

Map physiologically relevant interactions;
molecular interfaces
{ ,,3 Kim Stegmaier

Define critical interactions and
Dana Farber
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CDKa8

A transcriptional vulnerability

cancer.gov/CCDI
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Project Premise: Proximity Labelling Proteomics Will Identify
PAX3::FOXO1 Interactors and RMS Vulnerabilities
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Proximity Labelling Proteomics ldentifies CDKS8 as a
PAX3::FOXO1 Interactor and RMS Vulnerability
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CDKB8 Dependency
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What Is CDK8?

Cell cycle Transcription
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Mediator complex

CDK8
kinase

Head-

Tail+

Menzl et al. Pharmaceuticals, 2019
Soutourina. Nature Reviews MCB, 2018 28



What Is CDK8?

a Transcription factor binding

Transcription
activators
i

Nucleosome
=

L . ! Core promoter
Enhancer region

[ID) NATIONAL CANCER INSTITUTE cancer.gov/CCDI Soutourina, Nature Reviews MCB, 2018 29



Expression of CDK8 in RMS

PAX3-FOXO1 RMS PDXs
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Genetic Loss of Function of CDK8 (CRISPR)
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Pharmacologic Loss of Function of CDK8

Relative Viability

Relative Viability
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In Vivo Pharmacologic Inhibition
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In Vivo Conditional Genetic Inhibition
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In Vitro Genetic Inhibition (RNA-seq)

Negative Positive
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Mechanism?

PAX3::FOXO1

[ID) NATIONAL CANCER INSTITUTE

SIX4-driven gene
expression is

increased in
CDKSi
SAGA. Kinase
SIS inhibitor
required for {ra0DIN
CDKSi ppINg

SAGA complex = large transcriptional coactivator
complex, primarily functioning through histone
acetylation and deubiquitylation

SIX4 = myogenic differentiation transcription factor

cancer.gov/CCDI Zhang et al, bioRxiv, 2025
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Translational Relevance

NCI Identifier Disease target Status Single agent or Location
combined?
RVU120 NCT04021368 AML, MDS Active, not Single USA
recruiting
TSNO084 NCT06386705 Malignant neoplasm Recruiting Single China
TSNO084 NCT05300438 Advanced malignant Active, not Single USA
tumors recruiting
RvU120 NCT06191263 Relapsed/refractory AML Recruiting Combo with Europe
venetoclax
RVU120 NCT06243458 Low risk MDS Recruiting Single Europe
RVU120 NCT06268574 Relapsed/refractory AML Recruiting Single Europe
RVU120 NCT06397313 Myelofibrosis Recruiting Combo with Europe
ruxolitinib
[ID) NATIONAL CANCER INSTITUTE cancer.gov/CCDI From clinicaltrials.gov
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TYMS

A metabolic vulnerability

cancer.gov/CCDI
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Project Premise: We Can Use RMS Oncofusion Interactions
to Nominate Oncogenic Mechanisms

N-Terminal C-Terminal
DNA Binding 1 Variable Function
pax3 ! FOXO1
P3F1 | PB HB : TAD
PAXT FOX01
P7F1 | PB |HB‘ TAD

PB — Paired Box TAD — Transactivation Domain
HB — Homeobox HAT- Histone Acetyltransferase

m) NATIONAL CANCER INSTITUTE cancer.gov/CCDI Seth Zimmerman et al, under review



Can Different Oncofusions Interchangeably Drive RMS?

Proliferation
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Chromatin interactions Transcription

cancer.gov/CCDI Seth Zimmerman et al, under review
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Can Different Oncofusions Interchangeably Drive RMS?

Proliferation
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Chromatin interactions
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Can Different Oncofusions Interchangeably Drive RMS?

Proliferation
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FP-RMS Fusion Proteins Share a Common Interactome

FC > 1.5 and P<0.05
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Taulli R et al, Oncogene, 2014
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FP-RMS Fusion Proteins Interact with Full-Length C-Terminal
Fusion Partners
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RMS Oncofusions Arise from PAX3/7 Fused to a Common
Interactome Member Because They Mediate Common
Interactions

uswyoLug pjo4 apnded

w o z
Eo w5 & 590K

It's not the function of the C-terminal fusion that matters —
it's the proteins that it interacts with
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The 410 Common Proteins are Likely Most Relevant to
Fusion Oncogenesis, and Therefore Linchpin Targets
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Translational Relevance
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History of Antifolates in Treatment of RMS

U Bode

Methotrexate as relapse therapy for
rhabdomyosarcoma

Case Reports > Am J Pediatr Hematol Oncol. 1986 Spring;8(1):70-2. |

4 relapsed RMS patients, range from 25% tumor

reduction to complete response
|

doi: 10.1097/00043426-199709000-00006.

Clinical Trial > J Pediatr Hematol Oncol. 1997 Sep-Oct;19(5):438-42. ‘

A phase II trial of high-dose methotrexate in
previously untreated children and adolescents with

2 out of 4 ARMS showed stable disease or partial

high-risk unresectable or metastatic response
rhabdomyosarcoma
= W R Crom, X Luo,
Clinical Trial > Pediatr Blood Cancer. 2013 Feb;60(2):237-41. doi: 10.1002/pbc.24244.
Reasons for variable response?
Phase 2 trial of pemetrexed in children and .
adolescents with refractory solid tumors: a no responses in 8 ° Route Of Ce” u |ar entry: fOIate
Children's Oncology Group study RMS patie nts
Anne B Warwick ', Suman Malempati, Mark Krailo, Allen Melemed, Richard Gorlick, | rece pto rS \./S C ha n n e | S .
Matthew M Ames, Stephanie L Safgren, Peter C Adamson, Susan M Blaney Y Ce I I rete ntlo n : po |yg | u ta myl atlo n
 Affinity: for folate dependent
enzymes
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FP-RMS Cells are Sensitive to 5-FU and Antifolates In Vitro
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Pralatrexate Induces Tumor Growth Inhibition and
Regression In Vivo
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Pralatrexate: 2nd generation antifolate designed to get into cells better and stay in cells better
Approved by FDA in 2009 for peripheral T-cell ymphoma
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FANCM

A DNA damage vulnerability

cancer.gov/CCDI
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Project Premise: We Can Use Unbiased Genomic Screens to
Identify PAX3::FOXO1 Regulators

Post-translational Modifiers Chaperone Proteins

? Transcriptional Effectors
Transcriptional Regulators ? 5

? Epigenetic Effectors

Epigenetic Regulators ~ ?

Downstream Effectors

Degradation Enzymes
Nuclear transporters
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Custom sgRNA Sub-Library Screening Across FP and FN
Cell Lines Identifies FP-Specific Genetic Dependencies

FP Cell Lines
b p = 1 p = b p b p = 13 Population Doublings -’:’_:M' = CL
()Y . y%ysy; Rh4CloneRhaNative Rh28  Rh30 v N é k-
gy RD  SMS-CTR » N 58
O R | A AKX
:;;::n Lle-::)t:\;iral \4{ - > hd j - Analysis of Relative
Library v ~ ~ NGS of sgRNA  sgRNA Depletion

FN Cell Lines Amplicon Libraries FP & FN Cell Lines

[ID) NATIONAL CANCER INSTITUTE cancer.gov/CCDI Chris Delaney et al, under review 54



Custom sgRNA Sub-Library Screening Across FP and FN
Cell Lines Identifies FP-Specific Genetic Dependencies

FP vs FN Essentiality Screen Results
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PAX3::FOXO1 expression flow screen
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FANCM Is a Lead FP-Specific Positive Regulator of

PAX3::FOXO1 Levels and a Negative Regulator of Myogenic

Differentiation

» FANCM
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Top FP-Specific
Positive Regulators of P3F1

P3F1 Depletion
Score

CKM Depletion
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FANCM Functions and the FA Pathway in RMS

FAAP24

Stabilization /

icL \\

ICL = inter-strand crosslinks
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> Clin Cancer Res. 2014 Jul 15;20(14):3884-95. doi: 10.1158/1078-0432.CCR-13-0556.
Epub 2014 Apr 30.

FANCD2 is a potential therapeutic target and
biomarker in alveolar rhabdomyosarcoma harboring
the PAX3-FOXO1 fusion gene

Mamata Singh ', Justin M Leasure ', Christopher Chronowski ', Brian Geier 2, Kathryn Bondra ',
Wenrui Duan ', Lauren A Hensley ', Miguel Villalona-Calero ', Ning Li !, Anthony M Vergis ',
Raushan T Kurmasheva 2, Changxian Shen 2, Gary Woods 2, Nikhil Sebastian 1, Denise Fabian 7,
Rita Kaplon 1, Sue Hammond 2, Kamalakannan Palanichamy 7, Arnab Chakravarti *,

Peter J Houghton 2

> Nat Commun. 2022 Jul 25;13(1):4297. doi: 10.1038/s41467-022-32023-7.

Therapeutic targeting of ATR in alveolar
rhabdomyosarcoma

Heathcliff Dorado Garcia ! 2 3, Fabian Pusch !, YiBei ! 2 3, Jennifer von Stebut ! 2,

Glorymar Ibafiez 4, Kristina Guillan 4, Koshi Imami 3, Dennis Giirgen 5, Jana Rolff 8,

Konstantin Helmsauer ! 2, Stephanie Meyer-Liesener ! 3 & Natalie Timme 2,

Victor Bardinet ' 2, Rocio Chamorro Gonzélez ' 2 3, lan C MacArthur 2, Celine Y Chen 1 2,
Joachim Schulz 2, Antie M Wengner 7, Christian Furth 2, Birgit Lala 2, Angelika Eggert 2,

Georg Seifert 2, Patrick Hundsoerfer 2, Marieluise Kirchner 3 &, Philipp Mertins 3 8,

Matthias Selbach 3, Andrej Lissat 2, Frank Dubois ® 19, David Horst 2, Johannes H Schulte 2,
Simone Spuler ' 3 8 8 1 Daogqi You 4, Filemon Dela Cruz 4, Andrew L Kung 4, Kerstin Haase 1,
Michela DiVirgilio 3, Monika Scheer 2, Michael V Ortiz 4, Anton G Henssen 12 13 14 15 16

cancer.gov/CCDI

Xue et al, Genes Dev, 2015
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FANCM Validates as a FP-Specific Dependency In Vitro

Average Effect Size: -0.436
P-Value: 0.00000569

ARMS Cell Lines il .

T

All Other Cell Lines ° ’;}

25 2 15 1 05 0 0.5

FANCM Gene Effect (Chronos)
CRISPR (DepMap Public 23Q4+ Score, Chronos)

m NATIONAL CANCER cancer.gov/CCDI Chris Delaney et al, under review



FANCM Validates as a FP-Specific Dependency In Vivo

Rh4 clone xenograft (fusion positive) RD xenograft (fusion negative)
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Additional Findings for FANCM Loss of Function

Observations

P3F1 transcript Mechanism
P3F1 i
3 proteln. | ATR
P3F1 transcription signaling
~ATM
Myogenic differentiation signaling

DNA damage
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PAX3::FOXO1 Expression Induces Baseline Increase in DNA

Damage, but also Replication Stress (RS)

Ectopic PAX3::FOXO1 induces DNA damage
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> Nat G nun. 2022 Jul 25;13(1):4297. doi: 10.1038/s41467-022-32023-7.

Therapeutic targeting of ATR in alveolar
rhabdomyosarcoma
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FANCM Loss Induces Increased RS via pRPA32 Signal at
PAX3::FOXO1 Target Genes and PAX3::FOXO1 Itself!

pRPA32 occupancy at PAX3::FOXO1 target gene pRPA32 occupancy at PAX3::FOXO1 itself

QKI Gene Locus (Example Downstream P3F1 Target Gene)
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H3K27Ac = active enhancers and promoters
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Proposed Model of FANCM Regulation of FP-Specific Biology

Myogenic
3 ] Lineage
Commitment

e®

ATR Checkpoint Resolved

— Replication

Signaling Activation
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Translational Relevance

Novelty

Feasibility

Future

m) NATIONAL CANCER INSTITUTE

* First time a FA pathway member is implicated as a
vulnerability in FP RMS

» Therapeutic potential of targeting FANCM is
promising, albeit limited at this stage (no specific
compounds)

* Normal human and mouse tissues tolerate biallelic
FANCM loss

* Need to study FANCM inhibitors in FP-RMS and
how these future compounds may synergize
with clinically viable ATR and ATM inhibitors

cancer.gov/CCDI
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Takeaway

FusOnC2 Initiative for fusion-positive
childhood cancers

pax3 ! FOXO1
P3F1 | PB 'HB : TAD
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Fusion Interactome Mapping

Proximity labelling;
Saturation mutagenesis;
Functional genomic screens

MTTLAGAVPRMM
PGPGONYPRSG
FPLEVSTPLGQGR

Map physiologically relevant interactions;
Define critical interactions and
molecular interfaces

cancer.gov/CCDI
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CCDl initiative
Collect
Integrate
Share
Translate
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Q&A
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Childhood Cancer Data Initiative Virtual Symposium Series

Opportunities to Expand Patient/Family
Engagement in the Genomic Characterization of

Pediatric Malignancies
Ann Ramer, M.P.H.
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Why Does Improving Patient Engagement in Molecular
Characterization Matter?

= Advanced diagnostics support clinical care for the patient.

= Targeted therapies: both U.S. Food and Drug Administration (FDA)-
approved drugs and those in clinical trials.

= |dentify high risk patients and potentially modify clinical treatment.

Additional patient and family benefits from the use of molecular
characterization.

= |dentify those with familial cancer syndromes.

= |nitiate screening protocols and prevention.

[ID) NATIONAL CANCER INSTITUTE cancer.gov/CCDI #data4childhoodcancer 73



Why Does Improving Patient Engagement in Molecular
Characterization Matter?

= Molecular Characterization Initiative (MCI) supports research and drug
development:

= MCI linked with Project:EveryChild.

= Data is centralized and available to researchers through CCDI.

[ID) NATIONAL CANCER INSTITUTE cancer.gov/CCDI #data4childhoodcancer 74



How Can We Increase the Number of Patients That Receive
Molecular Characterization Testing? Key Components:

= Education.
= Referral.

= Access.

= Ensure that clinical trials and research initiatives include Clinical Laboratory
Improvement Amendments (CLIA)-approved testing and return of results.

= Advocate for insurance coverage for commercial testing.

m) NATIONAL CANCER INSTITUTE cancer.gov/CCDI #data4childhoodcancer 75



Key Partners: Providers

= Single most important partner for education and referrals.

= Without a referral, none of the patient barriers can be identified or
addressed.

= Most trusted source of information.

[ID) NATIONAL CANCER INSTITUTE cancer.gov/CCDI #data4childhoodcancer 7¢



Key Partners: Disease-Specific Support Organizations

= Online support that is provided by nonprofit organizations is often a
place where the newly diagnosed gather.

= We can do a better job of educating the newly diagnosed through

partnerships with the nonprofit organizations that moderate these trusted
forums.

= Many organizations also support registries or research initiatives.

= Examples: Making It Better (MIB) Agents, Living LFS, Pediatric Brain Tumor
Foundation (PBTF).

"% /'V,” g Ped_ia‘grfic
F3 Br: |
} QUK Y sraintumer
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Key Partners: Centers for Disease Control and Prevention
(CDC) Comprehensive Cancer Control Program

= Focus on preventing and controlling cancer

= Reduce incidence and mortality using evidence-based strategies that
promote healthy behaviors, increase screening rates and access to care.

= Community-specific plans

= Address the unique cancer burdens in a geographic area, using data to
inform strategies.

= Collaboration

= The grant supports collaboration between public health agencies, providers

and community groups.
Comprehensive
Cancer Control

Collaborating to Conquer Cancer
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CDC Comprehensive Cancer Control State Cancer Plans:
Challenges for Pediatrics

= Content, structure, timeframe and strategies vary widely from state to
state.

= Childhood cancer is mentioned in only about half of state cancer plans.

= Only 15 states have robust language and well-defined goals and
objectives that address the needs of children with cancer.

[ID) NATIONAL CANCER INSTITUTE cancer.gov/CCDI #data4childhoodcancer 79



State Cancer Plans: Still an Effective Option

= There are common goals that can be on-ramps for pediatric
representation in plans that do not have specific language for children:

Increasing clinical trial participation or research studies.

Improving survivorship.

Supporting palliative care in cancer.

Improving quality of life for those diagnosed with cancer.
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Health Resource and Service Administration (HRSA) Title V
Grants

* Like the CDC Comprehensive Cancer Control Program, all states have a
HRSA Title V Maternal Child Health Services block grant.

= 30% of the block grant is earmarked to serve Children and Youth with
Special Health Care Needs (CYSHCN).

= There is existing state infrastructure for CYSCHN.

= The work supported by Title V grant, can be aligned with the pediatric work
done under the CDC state cancer grant.

[ID) NATIONAL CANCER INSTITUTE cancer.gov/CCDI #data4childhoodcancer g4



Title V
Maternal and
Child
Block Grant

CDC
Comprehensive
Cancer Control
Grant

Children and Youth with
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State Cancer Plans: Ohio Strategies

Ohio has focused on no or low-cost strategies for improving clinical care,
increasing clinical trial participation, and supporting research.

= Awareness and Education about Molecular Characterization.

= 2023 Summit speakers: Dr. Elaine Mardis, Dr. Katherine Janeway, Dr. Adam
Resnick.

= Data Collection: How often are children receiving molecular characterization?

= 2025 Needs Assessment Survey.

= Data from MCI to track Ohio’s participation.

= Exploring ways to capture referral data from hospitals about other avenues for
advanced diagnostics (via commercial testing and other research protocols).
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State Cancer Plans: Ohio Strategies

= Support research and clinical trial participation.
= MCI and Project:EveryChild are clinical trials at baseline.

= Advanced diagnostics are necessary to determine eligibility for targeted therapy
whether in a clinical trial or with FDA-approved drug.
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State Cancer Plans: Ohio Strategies

» |dentify and support those with germline findings.
= Complex Medical Help (CMH) Program

Supported in part by Title V funding, CMH was leveraged in Ohio to address
the financial barrier for screening protocols for children found to have a
genetic predisposition. With CMH as the payer of last resort, families are
found financially harmless.

= Early and Periodic Screening, Diagnostic and Treatment (EPSDT) is a
Medicaid benefit that provides comprehensive and preventive healthcare
services for children under age 21 who are enrolled in Medicaid. EPSDT is
key to ensuring that children and adolescents receive appropriate
preventive, dental, mental health, and specialty services.
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Conclusion

» |dentify essential needs

= Education, referrals, and access
= Engage with key partners

= Providers, nonprofit organizations, state cancer collaboratives
= Combine existing resources

= Title V funding and infrastructure

= CDC National Comprehensive Cancer Control Program

= Medicaid EPSDT

= Collect data to measure progress and impact
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Join Us For Our Upcoming
CCDI Virtual Symposium Series Events!

- N N N B

March

o5 April 2 April 7 April 8

Learn more and register at events.cancer.gov/ccdi/webinar
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How You Can Engage with CCDI

Learn about CCDI and subscribe to our monthly newsletter:
cancer.gov/CCDI

Access CCDI data and resources:
ccdi.cancer.gov

Questions? Email us at:
NCIChildhoodCancerDatalnitiative@mail.nih.gov
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Thank you for attending!
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