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1.

2.

So Why Should | Get Involved?

The number of trainees involved with CCSS 3. The average number of abstracts presented at
since its inception?* national meetings each year?T
a) <25 a) <10
b)  25-49 b) 10-14
c) 50-74 c) 15-19
@ >75, o~ ~ A SN
1. Highly productive study with long track record of engaging trainees
2. Platform to develop skills in clinical research / survivorship
Number : : . on?
since 201 3- Opportunity to collaborate and Iegrn from world-class investigators
a) <5 b)  100-199
b)  5-9 c)  200-299
c) 10-14 Cd) 2300
d) =215
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Introduction to the Cohort / Resource

e Rationale to establish this cohort

 Limitations of single institution studies
e Small sample sizes

* Heterogeneity of exposures; in a small sample, this can be a fatal flaw; in a very large
sample, this is a strength that allows investigation of dose-effects

* Lack of extended follow-up of childhood cancer survivors into the adult
years

* Often incomplete (response bias) and/or passive follow-up
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Organization

* >30 participating centers in US * 6 primary working groups

& Canada WORKING SrEERING
GROUPS
(7, COMMITTEE External Advisory
g *  Second Neoplasm — Committee
Fred Ohio State Univ. E *  Chronic Disease
Hutchinson Biopathology Center e « Cancer Control& | ¥
Statistics and .!;1 Intervention
Data Center - = *  Genetics STANDING COMMITTEES
- . Research and Publications
[C) Psychology «— . Education
E *  Epidemiology & Resource Access & Utilization
o . '& Biostatistics
[ ] o
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é SUPPORT FACILITIES
(o] - Coordinating Center °  Eieluiislgy Carter
o RESEARCH +  Statistics & Data Center i MUY
o R : olecular Genetic Ban
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e\ - Cincinnati Children
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* Grant-funded biostats support to help
investigators carry out analyses

* Coordinating Center

St Jude Children’s Research Hospital MD Anderson
Radiation Physics Ctr

@ Original Contributing Clinical Centers
Cohort)
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Cohort History

Original Baseline
10/92 - 12/02

Initially established 1994
UO1 Cooperative Agreement from NCI

Follow-up 1
2/00 - 12/02

Follow-up 2
11/02 - 4/05

Later restructured as U24 resource

4/05 - 11/06

Founding PI: Leslie Robison 2000 M 2004

Family History Survey
8/95 - 12/04

Bone Tumor Survey
11/00 - 7/02

Healthcare
Barriers Survey
2/01 - 10/01

2006

Succeeding Pl: Greg Armstrong

Mammography
Survey
6/05 - 8/06

Transitioned from U. Minnesota to St. Jude
in 2006

Health
Information
Survey
11/05 - 08/06

Women'’s Health
Survey
6/01 - 1/03

For more info:
* Robison et al, Med Pediatr Oncol 2002;38:229- i
39 113§ﬁiu

* Robison et al, J Clin Oncol 2009;27:2308-18

Teen Survey
12/01 - 2/03

Project Vision
Survey
1/03 - 12/05

Follow-up 3 Follow-up 4

Expansion Baseline
2008 - 2018

Follow-up 5
2014 - 2016

Follow-up 6
2017 - 2019

Follow-up 7
2019 -2021

7/07 - 11/09

2010 2012 2013 2015 2016 2018 2019

Skin Cancer Surveys
3/15 - 8/18
EQUAL Surveys

215 -7/19

CHIIP Surveys
317 - 8/22

EMPOWER Il
Surveys
4/19 - 8/22

2008

Needs Assessment
Survey
5/10 - 1/12

Participation
Feasibility
Survey
7H0 -4/11

Stroke Recurrence
Survey
411 - 1112

Men'’s Health
Survey
2/08 - 11/09

Health Insurance

Survey
5111 - 4/12

Breast Cancer Surveys
2012 - 4/113
EMPOWER Surveys
9/10 - 6/15
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Study Overview

CCSS COHORT

Selected Cancer Diagnosis
Consortium Center
Diagnosed 1970-86 / 87-99
5-year Survival
<21 yrs. At Diagnosis
English- or Spanish-Speaking

N\

National Death Index

SIBLING COHORT

Random Sample

\ Questionnaire / Interview Data

!

Treatment Information

Medical Record Abstraction

Radiation Therapy Records
(RT Physics Center)

Pathology Center
Confirm Second Malignancies
Repository - Second Cancers

Survivors

Parents

A 4

Repository - Buccal Cell DNA
LCL for SMN Cases

Childhood Cancer
Survivor Study

An NCI-funded
resource



Other Key Features

* Retrospective & Prospective Cohort (original funding began in 1994)
* Retrospectively assessed outcomes among original study participants diagnosed 1970-1986
* Expanded cohort to include diagnosis years 1987-1999 starting ~2008 (so also retrospectively assessed outcomes)
* Retrospective assessment included proxy responses (e.g., if died after reaching 5-yr survival)
* Prospective ongoing ascertainment — currently finalizing “Follow-up 6” survey

* Includes leukemias, lymphomas, CNS tumors, bone tumors, soft tissue sarcomas, Wilms tumors, neuroblastoma; so
does not include liver tumors, germ cell, retinoblastoma, and “adult” cancers...

e ~24k survivors have participated (out of ~35k eligible)

 Sibling comparison group
* Random sample of families of survivors asked to participate, with sibling closest in age to survivor selected, with
“pseudo” diagnosis date based on survivors’ diagnosis date

e ~5,000 siblings overall, not individually matched
Childhood Cancer

Survivor Study

An NCI-funded
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Flowchart: Idea to Publication

GOOD IDEA Application of Intent Concept Proposal

that has not —> [AOI] through —> submitted to
been investigated! CCSS website Publication Committee

'

Abstract / ‘ Statistical Center ‘ Concept Proposal

manuscript analysis approved!
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Step 1: Idea Generation

e Check out the CCSS website
* http://ccss.stjude.org/

* Make sure your idea is unigue and feasible
* List of published papers
» Current active analyses (concept proposals)
* List of proposed analyses (AQOls)

* Familiarize yourself with CCSS data
* Will the available questionnaire data really be able to answer your research question?
* |s the sample size sufficient?
* Are you requesting biosamples? (more involved process)

Childhood Cancer
Survivor Study
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http://ccss.stjude.org/

Step 1: Understanding the Data

Self-reported questionnaire for 5-yr survivors & sibling cohorts

* Medical & reproductive outcomes

e Subsequent neoplasms

e Health-related QoL & functional outcomes

e Family history of cancer

e Socioeconomic status (financial outcomes — FU6 pending)

Chemotherapy, radiotherapy exposures
 Medical records abstraction form (MRAF)
e Doses available only for some but not all agents

Surgeries (coding now nearly finalized)

Limited outcomes with secondary
validation:
e SMN'’s

* Growth hormone deficiency (original

cohort, baseline)

Not available generally:

* Physiologic data (except self-reported

hgt/wgt)
* Lab data

Biosamples (primarily DNA; some 2"9 cancer samples) available for subset of survivors &

siblings
* Existing GWAS/WGS data available

Childhood Cancer
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Fublications

Announcing the 2020 CCSS Career Development AWE g gLt
Application due date: October 1, 2019 br the CCSS Newsletter to

Ahstracts ptifications, new

_ ns and new abstracts that
Call for Applications sSupplernental Information ESKREEGRREEIES

LI | consent to receiving email

2019 CCSS Investigator Meeting, June 19-20
communications. *

Get Meeting Agenda and Event Details
T
New Resource! Whole Genome Data for 3,000 survivors diagnosed

1987-1999 available for use and is accessible in the St. Jude Cloud.

- View Public Access Data Career Development View What's New With
Tables Award CCSS




Learn More w

] Published Research

Publ i ca ti ons Related Information

The table below is a list of CCSS Publications. You can search these publications by using one or both = Reviews

methods below:
» Abstracts

1. You may click on a column heading (Author, Title, Journal, Year, Citation) to sort by that column. = Supplemental

2. Type in your search specifications by utilizing the "Filter” feature (dynamic search returns results Information
from all columns as you type).

Filter: h
Author ir Title i Journal -1T Citation T

Ehrhardt MJ, Chen Y,

Sandlund JT, Bluhm EC,

Hayashi RJ, Becktell K,

Leisenring WM, Metzger Late health cutcomes following contemporary
ML, Ness KK, Krull KR, Lymphome Malin de Burkitt therapy for mature

Oeffinger KC, Gibson B-cell non-Hodgkin lymphoma: a report from J Clin Oneal 2019 In Fress
TM, Cairo MS, Gross TG, | the Childhood Cancer Survivor Study.

Robison LL, Armstrong

GT, Yasui Y, Hudson MM,

Mulrooney DA.

Dixon SB, Li N, Yasui Y,

EBhatia 5, Casillas JN, Racial and ethnic disparities in neurocognitive,

Gibson TM, Ness KK, emotional and quality of life outcomes in Cancer 5019 In Press

Porter J, Leisenring WM, | survivors of childhood cancer: a report from the

Robison LL, Hudson MM, | Childhood Cancer Survivor Study.
erall KR Arrmctesseme (o1



St. Jude Childrens The Childhood Cancer
/&i‘m‘h“‘”"““' Survivor Study . _ WWW IMPORTANT

I TIPS

e Make sure there is not

CCSS Newsletter already someone with
CSS Career Development Award an approved concept

e date: October l, 2019 Sign up for the CCSS Newsletter to
receive notifications, new focused on the same

publications and new abstracts that .
for Applications have been added to the site. question you are

Name interested in

If there is an approved
analysis similar (but not

: A identical) to what you
consent to receiving email

S are interested in, you

can also view &
New Resource! Whole Genome Data for 3,000 survivors diagnosed download the approved

gator Meeting, June 19-20

1987-1999 available for use and is accessible in the St. Jude Cloud. concept — can serve as

a guide for your own

proposall
. View Public Access Data Career Development View What's New With
Tables Award CCSS




The Childhood Cancer
Survivor Study

/&i Jude Children's
Research Hospital

OCSS

Childhood Cancer Survivor Study

Announcing the 2020 CCSS Career Development Award
Application due date: October 1, 2019

Call for Applications

2019 CCSS Investigator Meeting, June 19-20

Get Meeting Agenda and Event Details

New Resource! Whole Genome Data for 3,000 survivors diagnosed
1987-1999 available for use and is accessible in the St. Jude Cloud.

. View Public Access Data Career Development View What's New With
Tables Award CCSS

ccss i

Sign up
receive

LIl consent to receiving email
communications. *

* = required field

HEART AND CIRCULATORY SYSTEM

Have you ever been told by a doctor or other health
care professional that you have, or have had. . .

Not sure

Yes, but the condition is no longer present If yes,
age at first

Yes, and the condition is still present occurrence

. Congestive heart failure or N|°

cardiomyopathy
(weak heart muscle)? . ... .. OO0 0

. A myocardial infarction

. Irregular heartbeat or
palpitations, (Arrhythmia)
requiring medication or
follow-up by a doctor? . .. . .. OO0 0

. Coronary heartdisease?....0 O O O

If yes, describe this problem.

GS5. Hypertension (high blood
pressure) requiring
medication? ... ...........

If yes, do you currently take
hypertension medication?

ONo 0OYes
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| consent to receiving email
communications. *

= required field

New Resource! Whole Genome Data for 3,000 survivors diagnosed
1987-1999 available for use and is accessible in the St. Jude Cloud.
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SurVivor Study Childhood Cancer Survivor Study
4\ D
= * Detailed demographic &
treatment info; are there
likely enough exposures o
CCSS Newsletter y g P 'f

Announcing the 2020 CCSS Career Development Award interest?
Application due date: October 1, 2019 Sign up for the CCSS Newsletter to

receive notifications, new

publications and new abstracts that °
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Name * BM'
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The Childhood Cancer i CCSS Public Access Data
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Lifestyle factors
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L1 consent to receiving email Education / InNsurance

communications. *
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- symptoms
New Resource! Whole Genome Data for 3,000 survivors diagnosed ymp

Cause specific

1987-1999 available for use and is accessible in the St. Jude Cloud. _
mortality
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Step 2: Submitting Your ldea

* Verify that your general idea (specific aims) does not overlap with existing
concept
* Check yourself using CCSS website
e Ask Working Group Chair

* Do you have or need a mentor?
 |deally someone with CCSS experience who can provide guidance & is available

* Internally (at your institution)? If not, consider asking relevant Working Group Chair
about potential external mentors

 Complete online AOI form
* You should have existing knowledge of the literature informing your question
* Have identified which Working Group the analysis should be assigned to
* Proposed specific aims
e Primary outcomes/exposures/covariates of interest

Childhood Cancer
Survivor Study

An NCI-funded
resource




Project Title Creation of a risk score algorithm to predict individual risk of future serious
cardiovascular disease

Planned research population (eligibility criteria) All CCSS participants potentially eligible for
primary analysis. Individuals free of cardiovascular disease at baseline survey in secondary
analyses.

Proposed specific aims 1. Create an easily applied algorithm based on available baseline
cancer treatment and demographic factors to predict individual risk of future serious
cardiovascular (CV) disease, both in terms of cardiac-related mortality, as well as selected self-
reported cardiovascular disease outcomes. 2. Among individuals free of significant CV disease at
the baseline survey, determine improvements in prediction after inclusion of available behavioral
factors and underlying medical conditions known to increase subsequent CV disease risk. 3.
Validate the prediction algorithm using updated data from the original CCSS cohort (follow-up
2007) and/or when data from the new expanded cohort are available. While components of risk
scores will differ given the available CCSS data, this project proposes similar methodology as has
been used to generate Framingham or other CV disease risk score models, e.g. using results of
multivariate time-to-event analyses and receiver operating characteristic curves to determine the
values of relevant coefficients and the most parsimonious model. Given the numbers of events
and relative young age of the CCSS cohort, a model examining longer-term risk (e.g. 20-30
years) may be more appropriate and clinically relevant than the typical 10-year risk estimated by
most current CV risk score algorithms. This proposal differs from existing CCSS CV outcome
proposals in that it seeks to estimate individual-level as opposed to population-level risk, and to
describe the cumulative effect of multiple potential cardiovascular risk factors as opposed to risk
associated with single risk factors, adjusted for others.

Will the project require non-CCSS funding to complete? No

If yes, what would be the anticipated source(s) and timeline(s) for securing funding?

UNLIKELY TO BE RELEVANT TO
NEW INVESTIGATORS

Need for non-CCSS funding to
complete

* Need for local (vs. CCSS)
statistician to do the analysis

e Additional contact of
participants

* Biological samples (use of
existing genomic data is
different)




Step 3: Concept Proposal

* Notification of AOI acceptance usually occurs within 2 wks

* AOIl acceptance does not guarantee your project will happen, it just means
there is no known overlap with an existing project

* Congratulations, your AOI can proceed — you can now write the full
concept proposal!
* Be aware of the timeline expected:
* Initial rough draft / outline within 6 wks to working group chair

* 6 mo to submit final proposal reviewed by co-investigators to “Publications”
Committee (Scientific Review)

Childhood Cancer
Survivor Study

An NCI-funded
resource



Step 3: Concept Proposal Elements

e Title
* Working group & investigators

* Background & rationale (usually 1-2 pgs is more than sufficient)

* Helps inform reviewers & statisticians of the context and demonstrates you have adequate
contextual knowledge of the topic

Specific Aims / Hypotheses (already part of your AOI)

* Make sure you emphasize what this new concept would add to the knowledge
base... including how does it differ from prior CCSS studies (if relevant)

Analysis Plan (hardest part)

Childhood Cancer

Survivor Study

An NCI-funded
resource




Step 3: Concept Proposal — Analysis Plan

e OQutcome(s) of interest

e Subject population

* Key exploratory variables
* Methods / analytic plan

» Examples of specific tables / figures to be created as part of the
analysis (may not necessarily end up in final manuscript)

Childhood Cancer
Survivor Study

An NCI-funded
Be as detailed as possible, including listing specific questionnaire elements if applicable. resource




CC355 # 10-05 Chow CV Risk Score 20100511 doc®/ 310

STUDY TITLE
Predicting cardiovascular diseass among childhood cancer swvivers: creation and application of
arizk score modsl

WORKING GROLP
Primary: Chrome Diseass Working Group
Secondary: Epidenmiology & Biostatisties

INVESTIGATORS

Name Institution Specialty

Ene Chow Frad Hutchinson CRC Pediztiic Oneclogy
Grag Anmnstrong 5t Jude CEH Pediatiic Oneelogy
William Border Emory University Pediatic Cardiclogy
Lillian Meacham Emory University Pediatiic Endocrinelogy
Damiel Mulrooney Unzvarsity of Mumesota Pediatic Oneelogy, Intemal Madicme
Kevin Oeffingar Memorial Sloan Eettering  Famulv Medicine
Charles Sklar Memorial Sloan Kettering Pediatric Endocrinology
Yutaka Yasw University of Alberta Biostatistics
BACKGROUND & RATIONALE

Analyses from the CC55 have shown that among childhood cancer surdvors,
cavdiovaseular (CV) disease iz an important contnbutor to late mertality (standardized mortality
ratio = 7)" and morbidity”. Specific outcomes shown to be increased among survivors compared
with siblings melude myocardial infarction, congestive heart failure, pericardial disease, and
valvular disease (hazard ratios [HEs] rangmg from 5-6)°. Although overall OV mertality and
sarious morbidity remain rare (~1% cunmlative mortality at 30 vears'; 1.5-4% cumulative
incidence of selected outcomes®) m this relatively voung population (median age 27 vears®),
survivers also have been shown to be at increased 11:k for conditions that predispose towards
firrore more serious CV disease m the general population, such as hypertension, dyvslipidemua,
and dizbetes®. Selected survivor subsets also have been shown to be at increased nisk of
ohesity™’. Tharefors, with continned follow-up, the prevalance and overall risk of CV diseass is
expected to merezse disproportonately ameong survivors compared with siblmgs or age-adjustad
population nemms, at least for the net 10-20 vears.

CCES analyzes deveted to CV outcomes published to date and'or in process (2.2
approved concept by Aimstrong Meacham cwvently under analysis) have primarily focused on
population-lavel data, e.z. cumulative mneidence(s) or the nisk associated with smgle factors in
mnitivariate models'™ . Such studies have identified differential ik associated with zax, age at
diagnosis, race’athmeity, physical activity, treatment ara, and select heatment exposures such as
lrgher anthrzeveline and chest radiation doses. However, the available data have never been
analyzed with respect to predicting and discrmunatng sk on an individual level. With the azing
of the CCS% cohort and an mereased mumber of OV cutcomes expected, we propose fouze
updated CCS5 data (through Fellow-up 2007) to estimats individual-level nsk for overall and
select OV ontcomes, and to describe the cummlative effect of multiple potential OV 13sk factors
in cornbination. Such an analysis mav facilitate the creation of an easily applied, climically
relevant sk score desizned to discrinunats levels of futwe CV risk based on mdiiduz]
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characteristics, and theveby inform fuhure health surveillance effoets. Given the overlap mrizk
factors and dizsase pathways but also realizing that important differences in pathophysiclegy
axist, the propesad analysis also will examane whether a single nisk score model would be usefizl
in predictmz global OV merbiditv'mertality versus saparate models for mdividual CV cutcomes
amang childhood cancer surTvors,

'HJj:»Emp:-sal will employ simdlar methodology as has been used to generate
Framumgham® and cther OV disease 115k score models’ that have been developed for the general
population and have bean found to be clinieally applicable. Smular methodeology also has been
applied to cancer populations to predict other outeomes®”. One difference batwean thess studies
and the proposed analvsis will be our application of newer pradiction methodology that takes
better advantage of the prospective lonzituding] follow-up datz in the CCS5™. The other major
difference for any CC55-based effort versus existing OV rizk scores will be the lack of
physiologie data in CCS5. However, a5 the primary goal of this proposal s o defime nisk
categories predictive of individueal rsk based on baseline weatment and demograpluc covaniates,
lack of information on subsequent blood pressure and laboratery valoes may be of less concerm,
However, our propesad secondary analysis will examine the effact of self-reportad co-morbid
conditions such as hypertension and dyshpidemia on our 1izk modelis). Fesults may pronide
additional mmpets for fumre efforts to mcorporate physiolegie data into sk assessment and
prediction of CV late effects for childheod cancer suvivors.

SPECIFIC AIMS
1. Generate a prediction model based on proportional hazards medels and a time-dependent
recelver operating characteristic (FOC) curve approach to predict OV meabidity,
maortality and selected indivaidual OV outcomes (nrvocardial infarction, congestive heart
faihwre, pericardial disease, valwular disease, and sticke) following cluldhood cancer
freatment as associated with baseline freatment and demeograplee factors.
Ameng mdividuals free of selacted OV cuteomes at the time of the baseline suavey,
determuine whether inclusion of avallabla behavioral factors (2.2, mactive lifestyle,
currant tobaceo use) and wmderlying medical conditions assectated with mevezsed OV
rizk (obesity, hypertension, dyshipidemia, diabates) iroprove OV outcomes pradiction.
3. Vahdate predictton model{s) created m Aimes #] and £2 by determuining the
discriminatory power and caltbration of risk scores when applied to a subsaet of the CC35
cohart.

=

HYPOTHESES

1. Hazards will be mereased for these whe ave: vounger at time of iutial cancer treatment,
fernale, and exposed to greater cummilative doses of anthizcyelines and/or chast
radiotherapy.

2. Anrisk score model(s) can be devised that will discriminate between low, average, and
high nisk of CV outcomes in this population.

3. Inchision of behavioral and co-morbid medical conditions, adjustad for current age, will
improve discrimination as measured by AU,

Page 1 of 10

[TABLE 1: Multivariate hazard function coefficients (coeft) for covariates associated with each
CV outcome of interest and corresponding risk score (if assigned).]

Overall CV morbidity CV mortality Myocardial infarction  Congestive heart failure

Covariate Coeff 95% CI Risk Coeff 95% CI Risk Coeff 95%CI Risk Coeff 95% CI Risk
score score score score

Pericardial disease Valvular disease Stroke
Covariate Coeff 95% CI Risk Coeff 95%CI Risk Coeff 95%CI Risk
score score score

[TABLE 2: XX year cumulative incidence of CV outcomes. true-positive rates, and true-negative
rates associated with each risk score category.]

Outcome Low risk Average risk High risk

Cum. True- True- Cum True- True- Cum True- True-
incid  positive  negative incid  positive  negative incid  positive  negative
rate rate rate rate rate rate

Overall
morbidity
Mortality
Myocardial
infarction
Congestive
heart
failure

[FIGURE 4: Bar graphs delineating predicted vs. actual risks based on risk score predictions in
the validation population.]

Example from Liu J, Hong ¥, D’Agostino RB, et al. JAMA 2004;291:256].

Figure 1. Ten-Year Prediction of CHD Events in CMCS Men and \Women Using the CMCS
Functions

CHD Event Ratas
O Predictad W Actual

0.06- Men 0.06 - Women
t t
T 0,04 T (.04
w w
o =]
5 0.03 & 003
K] k]
£ 0021 £ 002
g 2
*8001- '8001
a a -

0- o-

12 3 4 5 6 7 8 0 10 12 3 4 5 8 7 8 0 10

Deci]e of Predicted Risk Based
on CMCS Functions

Decile of Predicted Risk Based
on CMCS Functions

CMCS indicates Chinese Multi-provincial Cohort Study. Coronary heart disease (CHD) events included coro-
nary death and myocardial infarction.



Step 3: Concept Proposal

e Other Tips

* Early / upfront involvement of CCSS working group chair, statistician, and other parties
(radiation dosimetry, pathology) to ensure feasibility

* Use your mentor and the working group chair as a resource
* Make sure you have time blocked out to get this done within the 6 wk / 6 mo timeline

e After drafted — have mentor(s) & working group chair review before sending to
all co-investigators

 When ready, send to Todd Gibson so that Publications Committee can then
review it
e Will usually be reviewed within a month
* Will either approve, request revisions, or (rarely) defer or reject

Childhood Cancer
Survivor Study

An NCI-funded
resource



Step 4: Analysis / Manuscript

e Congratulations, your Proposal has been approved!

* Continue interaction with assigned CCSS statistician

* Will enter queue... duration of wait depends on data needed, overall cohort
priorities...

* Begin analysis

* Helpful to identify potential abstract submission deadlines as goal to work
towards

* Manuscript drafting

Childhood Cancer
Survivor Study

y . . . . An NCI-funded
You’re responsible and in charge of making it happen! resource




' viewed by CCSS Steering

For new investigators, hel f%% mitfee to ensure proper Working

identify more experienced m t%l%l‘l%l‘ dssignment & no overlap with
(e.g. institutional, CCSS Wprking existing proposals

Group Chair)

OOD IDEA Application of Intent Concept Proposal
that has not —> [AOI] through —> submitted to

been investigated! CCSS website Publication Committee

orking

Be Er%ﬁﬂit&w&vﬁ% §HF¥AﬁEH

NS IO AH AN B Statisti
rly in the pro

Abstract / ‘

manuscript

AOI -> 15t CP draft within 6wks
Final CP draft expected by 6mo

Data availability & approval
date determine position
within statistical queue




Summary: Ingredients for Success

* Good idea but also
e Feasible within CCSS framework / data
 Feasible given your own expertise / timeframe

* Persistence
* You need to have protected time to shepherd this through
e AOI -> CP -> Analysis -> Manuscript can take 1-2 yrs (best case scenario)
* You're ultimately responsible and in charge of leading your project
* Appropriate mentorship

Childhood Cancer
Survivor Study

An NCI-funded
resource




Summary: Pitfalls to Avoid

* Proposal dependent on future data not yet collated / collected

* Maybe a great idea, but will this still fit your timeline?
* This includes requesting new XRT dosimetry

* Proposal depends on external funding not yet obtained

* More challenging for new investigator; most analyses of existing data
should not require ancillary funding

* Incomplete understanding of statistical issues

* Cohort has complex data structure; should have proposal reviewed early on
by CCSS statistician(s)

Childhood Cancer
Survivor Study

An NCI-funded
resource



CCSS 201... Ancillary Studies

* When extra data collection & external funding are required; includes
potential mHealth studies

e Submit as AOI first; if approved, then develop ~3 page summary
https://ccss.stjude.org/develop-a-study/ancillary-studies.html

* Requires review & approval by the Executive/Steering Committee prior to
grant submission

* |f biologic specimens requested, Genetics WG will also require review, including by
external panel to assess feasibility & to prioritize use of these limited specimens

e Can ask for letter of support from CCSS; may need to involve select individuals as

co-ls :
Childhood Cancer
Survivor Study

An NCI-funded
resource


https://ccss.stjude.org/develop-a-study/ancillary-studies.html

CCSS 201... Ancillary Studies

e Usually not the 1t study
people do using CCSS
often do study w/ existing
data

e But CCSS has served as the

platform for K-awards and
similar CDAs

Safety/Efficacy of Growth
Hormene Therapy
Sklar; Genentech

Smoking Cessation
Emmons; NIH, R01
Late Effects in Survivers of Childhood AML
Nicholson; NIH, RO1
Premature Menopause
Skiar: NIH, RO1

Perceived Barriers to Long-Term Follow-Up
Oeffinger; Robert Wood Johnson Foundation

Pr ion Radiation & Reproductive Ot
Boice; Westlakes

Function & QOL in
LowerLimb Tumors
Nagarajan; ASCO

Health Profiles in
Adolescent Survivors
Mertens; ACS

Radiation Dosimetry
Mertens; LAF
Project VISION
QOeffinger; LAF

Metabolic Syndrome
Gumey; NIl 21

Health Outcomes for Hodgkin Disease Breast Cancer Prediction Model
Friedman; NIH, R01 Moskowitz; NiH, R01

Mammography
Qeffinger; NIH, R21

NMSC Radiation Dose & Risk

Testicular/Sexual

RET/IPTC Rearangements
Nikiforav; NIH
Prognostic Genetic Biomarker:
Onel: NCI, R21

Estimating Second Cancer Risks
Mertens; LAF Sivaloganathan; NSERC CHRP

A Hardee; Onc Nurse Found
Dysfunction
Meacham; LAF Dietand Insulin Resistance
Tonorezos; A
Bone Deficits After BMT
Mostoufi-hMoab; NIH, KO7
In

EMPOWER I
Qeffinger; NIH, R01
BC Risk Factors
Ronckers; Kika
Health Insurance
Park; ACS

y Dete

Geller; NIH, R01

Efficacy of a Tobacco Quit Line
Klesges; NIH, RO1

Susceptibility Alleles & DNA Damage
Health Beliefs & Behavior
Henderson; NIH, KO7
Underinsured Survivor:
Park; LAF

Radiation Sensitivity
Davies; NCI, U01

Adult Neurobehavioral Late Effects
Ris; NIH, RO1

EMPOWER Study
Oeffinger; NIH, RO1

Cardiovascular Outcomes
Hudson, Cox; NIH, RO1

Symptom Cluster Groups
Finnegan; NIH, RO1

Genetics and Obesity
Kamdar; Leuk & Lymph Soc|
INSURE Study
Psychosocial, Cox; NCI, R21

Behavioral & Pain

QOutcomes Secondary Prevention
Zeltzer; LAF Hodgson; POGO

Pediatric Astrocytoma
Effinger; ASCO

EQUAL

Tonorezos; NIH, RO1

Genetic Testing
Yeh: RO1

Telomere & SMN
Gramatges; NIH, RO1
NF1 & SMN
Bhatia; NIH, SPORE
Symptom Progress
Huang; NIH, R21
Screening Guidelines’
Yeh; ACS
Analysis Metheds
Zhu; NIH, R21
Early Menopause
Yuan; CIHR

CHIIP
Chow; NIH, RO1

BC Screening
Wong; ACS

Prediction Models
Yasui: NIH, R01
Statistical Methods
Zhu; NIH, R03
Breast Cancer
Turcotte; NIH, KO8

Neurofibromin/Genotoxins
Nakamura; St. Baldrick's

Childhood Cancer
Survivor Study

An NCI-funded
resource
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