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Abstract

Background—To evaluate long-term health outcomes among childhood cancer survivors, St.
Jude Children’s Research Hospital (SJCRH) has established the St. Jude Lifetime Cohort
(SJLIFE), comprised of adult survivors who undergo risk-directed clinical assessments. As in any
human research study, SILIFE participants are volunteers who may not represent the source
population from which they were recruited. A lack of proportional representation could result in
biased estimates of exposure-outcome associations. We compared available demographic, disease,
and neighborhood level characteristics between participants and the source population to assess
the potential for selection bias.

Procedures—~Potentially eligible patients for SILIFE were enumerated as of October 31, 2011.
Data from electronic medical records were combined with geocoded census data to develop an
analytic data set of 3,108 patients (the evaluable source population) of whom 1766 (57%)
underwent clinical assessment (participants). The ratio of relative frequencies (RRF) for
characteristics was compared between participants and the source population, where RRF=1.0
indicates equal frequency of the characteristic.

Results—Participants and the source population had similar frequencies for most characteristics.
Characteristics with modest relative differences (RRFs between 0.86 and 1.11) included sex,
distance from SJICRH, primary diagnosis, median household income, median home value, and
urbanicity.

Conclusions—Our results indicate a lack of substantive differences in the relative frequencies
of demographic, disease, or neighborhood characteristics between participants and the source
population in SJLIFE, thus alleviating serious concerns about selective non-participation in this
cohort. Bias in specific exposure-outcome relations is still possible and will be considered in
individual analyses.
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INTRODUCTION

Survival rates for most childhood cancers have increased dramatically over the past 40
years[1]. More than 363,000 individuals who were diagnosed with cancer as a child or
adolescent were alive in the United States as of January 1, 2009 [2]. Long-term follow-up of
survivors is essential for identifying evolving conditions that affect health and functioning
throughout the life course [3]. Seminal cohort studies, including the Childhood Cancer
Survivor Study (CCSS) [4], have been able to identify treatment- and diagnosis-specific
long-term adverse effects of childhood cancer. Nevertheless, the depth of knowledge and
interpretation of findings offered from survey-based studies such as CCSS is somewhat
limited because of the nature of self-reported data. To facilitate the evaluation of long-term
health outcomes among childhood cancer survivors, St. Jude Children’s Research Hospital
(SJCRH) recently established a cohort of adult survivors, the St. Jude Lifetime Cohort Study
(SJLIFE). This study involves risk-directed clinical assessment for prevalent health-related
conditions, medical record review, and survey-based data collection [5]. As of October 31,
2011, SILIFE had recruited more than 1,700 adult survivors of childhood cancer for
comprehensive clinical evaluations.

Participants in any human research study are select volunteers who may or may not
accurately represent the distribution of characteristics in the source population (i.e. eligible
participants) from which they were identified and recruited. A study population comprised
of participants that are systematically different (i.e., the differences are non-random) from
the source population raises concerns about potential selection bias [6-9]. The consequence
of selection bias is that the estimate of an exposure-outcome association of interest among
study participants may be over- or underestimated relative to what would have been found if
all eligible individuals participated in the study. Such bias is particularly important to
consider in light of the declining participation rates in epidemiologic cohort studies over the
past 30 years — from 80% to 30-40% on average [10,11]. Unfortunately, direct assessment
of the magnitude of bias from differential participation is rarely possible because
information on exposures, outcomes, and relevant covariates are generally unavailable for
eligible non-participants. However, when source population data are available, the
frequencies of general characteristics can be compared between participants and the source
population to broadly assess differential representation in the study [8,12]. The aim of our
analysis was to compare the frequency of demographic, disease, and neighborhood
characteristics among SJLIFE participants relative to the source population. Additionally,
we explored whether a combination of these characteristics could predict participation in an
intensive multiple-day clinical research study.

METHODS

St. Jude Lifetime Cohort (SJLIFE)

The study design and cohort characteristics of SJILIFE have been described previously [5].
Briefly, SILIFE is an IRB-approved institutional cohort study at SICRH with medical,
physical, psychosocial, and neurocognitive assessments conducted to characterize health-
related outcomes among adult survivors of childhood cancer [5]. Eligible participants who
comprise the source population include living individuals 18 years of age or older who were
treated for a pediatric malignancy at SJCRH, and who were diagnosed at least 10 years
before enrollment [5]. Individuals who consent to participation in SILIFE undergo a core
battery of evaluations including history and physical examination with resting heart rate,
blood pressure, and 12-lead electrocardiography, and laboratory assessments including a
complete blood count/differential, comprehensive metabolic panel, urinalysis, and physical
performance assessment including formal evaluations of anthropometrics, body
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composition, aerobic capacity, sensation, flexibility, balance, muscle strength, mobility, and
gross and fine motor function. In addition participants received risk-directed clinical and
laboratory evaluations according to the Children’s Oncology Group Long Term Follow-up
Guidelines [13,14].

Our outcome of interest for this analysis was participation in SJLIFE. The SJLIFE study
uses a dynamic cohort design [7], which is characterized by a rolling admission process. For
example, individuals can become eligible for enrollment in SILIFE when the eligibility
criteria are satisfied even if they were ineligible at study initiation, and eligible participants
can consent to enrollment regardless of time since initial eligibility or initial contact. Given
the potential for ambiguity about what constitutes a participant in a dynamic cohort, we
explicitly defined a participant as an eligible individual who completed the comprehensive
on-site medical assessments by October 31, 2011. Non-participants thus included
individuals who declined to participate, who completed the survey questionnaires but
declined to participate in the on-site medical assessments, who were lost to follow-up, or
who were contacted before September 1, 2011 but had not completed a clinical assessment
as of October 31, 2011.

Institutional medical records that contained demographic data, information on childhood
cancer diagnosis, and most recent contact information were available for all individuals
eligible for SILIFE (i.e. the source population). Therefore, we were able to designate and
ascertain a common set of variables, which included demographic, disease, and
neighborhood-level characteristics, for participants and non-participants, which were then
de-identified for statistical analysis. We ascertained individual-level demographic
characteristics including age of the individual at the original contact mailing date, sex, and
race. Individual-level characteristics about childhood cancer diagnosis included primary
cancer diagnosis group, age at primary cancer diagnosis, years from primary cancer
diagnosis to the contact mailing date, and treatment era.

To enhance the lack of complete individual-level socioeconomic information in the
institutional medical records, we used geographic information systems (GIS) mapping
software to derive neighborhood-level socioeconomic characteristics based on the most
recent contact address for each eligible individual. Briefly, we used ArcGIS software
(Environmental Systems Research Institute [ESRI], Redlands, CA) [15] to geolocate
residential addresses for eligible individuals. We subsequently linked the geolocation with
U.S. census block group-level data from the 2005-2009 American Community Survey
(ACS) [16] for each eligible individual with a United States address. Census block groups,
subsets of census tracts generally comprised of 600-3000 individuals, provide the most
detailed small-area census data publically available [17]. Linkage with the ACS data
allowed us to ascertain neighborhood-level educational attainment, household income, home
value, and distance in miles from the individual’s reported address to SJICRH. Additionally,
we linked geolocations with Rural-Urban Commuting Area (RUCA) data [18] based on zip
code information to classify urbanicity [19] for each eligible individual. Post office box
addresses, military post office box addresses, and international addresses could not be
geocoded and thus were not included in this analysis.

Data analysis

To compare the frequency of demographic, disease, and neighborhood characteristics among
SJLIFE participants relative to the source population of SILIFE, we first computed the
relative frequencies (RFs) of these characteristics in the participant and source populations,
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respectively (i.e. the proportion of the characteristic within each population). We
subsequently computed the ratio of relative frequencies (RRFs) for each characteristic,
where RRF=RFparticipants! #FsourcePopulation AN RRF=1 indicates that a particular
characteristic had equal frequency within the participant and source populations.
Nonparametric bootstraps with replacement (n=1,000 random samples of the observed data)
were used to estimate 95% confidence limits (CL) for each RRF [20].

To explore whether the combination of demographic, disease, and neighborhood
characteristics could predict participation in SILIFE, we fitted overall and sex-specific
unconditional logistic regression models comparing participants and non-participants. These
models included individual-level characteristics such as sex (for the overall model), race,
age at childhood cancer diagnosis, primary childhood cancer diagnosis group, treatment era,
distance in miles from the individual’s reported address to SJCRH, and neighborhood-level
characteristics such as educational attainment, median household income, median home
value, and urbanicity. We assessed performance of the overall and sex-specific prediction
models with estimates of discrimination (i.e. differentiation of participants from non-
participants) and calibration (i.e. accuracy of predicted probabilities) [21]. Discrimination
was evaluated by estimating the area under the receiver operator curve (AUC), where
AUC=1.0 indicates perfect discrimination [21]. Calibration was evaluated by examining the
Hosmer-Lemeshow goodness of fit statistic, where £<0.05 suggests poor calibration [21].

Sensitivity analysis

RESULTS

We recognized the potential for the RRFs to be sensitive to the exclusion of eligible
individuals with uninformative addresses from the analysis. Although uninformative
addresses (including post office boxes and international addresses) precluded determining
neighborhood-level characteristics for these individuals, demographic and disease
characteristics were available for analysis. Therefore, we used available data to estimate
RRFs that compared the relative frequencies of demographic and disease characteristics
between participants and the complete source population. The resulting RRFs were
compared to the RRFs from the main analysis, which was restricted to eligible individuals
for whom neighborhood-level characteristics could be determined, to assess sensitivity to
the exclusion of eligible individuals with uninformative addresses.

Figure 1 describes the derivation of participants and non-participants from all individuals
potentially eligible for SILIFE. Briefly, 4,234 childhood cancer survivors were identified
through institutional records as potentially eligible as of October 31, 2011, but 686 (16%)
were determined to be ineligible or had not yet been contacted for recruited. Thus, 3,548
individuals comprised the source population for this analysis. We were unable to determine
geolocations for 440 (12%) individuals in the source population because of international
(n=79) or uninformative addresses (e.g., post office boxes; n=361). Therefore, our evaluable
source population comprised 3,108 individuals eligible for SILIFE, of whom 1,766 (57%)
were complete participants (i.e. completed the on-site medical assessments and the primary
health survey).

Table | summarizes overall RRFs comparing the relative frequencies of demographic,
disease, and neighborhood characteristics between participants and the evaluable source
population. Most characteristics of the participants and the evaluable source population had
similar frequencies (i.e. RRF~1). Notable differences in the magnitude of relative
frequencies were observed for sex (males: RRF=0.93, 95% CL: 0.90, 0.96; females:
RRF=1.08, 95% CL: 1.04, 1.12), distance from SJCRH (0-100 miles: RRF=1.08, 95% CL.:
1.02, 1.15), primary diagnosis group (leukemia: RRF=1.11, 95% CL: 1.07, 1.16), treatment
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era (1970-1979: RRF=1.06, 95% CL: 1.00, 1.12), neighborhood median household income
(=$60,000: RRF=1.08, 95% CL: 1.02, 1.13), neighborhood median home value ($150,000-
$199,000: RRF=1.09, 1.01, 1.16), and urbanicity (Rural: RRF=0.86, 95% CL: 0.71, 1.01).

Tables Il and I11 summarize sex-specific RRFs that compare the relative frequencies of
demographic, disease, and neighborhood characteristics between participants and the
evaluable source population. The pattern of RRFs observed among males was similar to the
pattern of RRFs observed overall. The results among females were notably different from
the overall results only for age at primary cancer diagnosis (aged 15-17 years: RRF=1.13,
95% CL: 1.01, 1.27), primary diagnosis group (embryonal tumors: RRF=0.89, 95% CL:
0.80, 0.99), and neighborhood median educational attainment (more than high school
diploma: RRF=1.08, 95% CL: 1.01, 1.16).

Table IV summarizes the performance of the overall and sex-specific multivariable models
(inclusive of all available demographic, disease, and neighborhood characteristics) for
predicting participation in SILIFE. These selected characteristics had only modest
discrimination between participants and non-participants in the overall model (AUC=0.61,
95% CL.: 0.59, 0.63) but were well-calibrated (Hosmer-Lemeshow goodness of fit: £=0.38).
Discrimination did not improve when models were stratified by sex (females: AUC=0.62,
95% CL.: 0.59, 0.65; males: AUC=0.60, 95% CL.: 0.58, 0.63) despite the sex -stratified
models also being well-calibrated.

Table V summarizes RRFs of demographic and disease characteristics for participants and
the complete source population (n=3,548), which included the 440 eligible individuals who
were excluded from the analysis because of uninformative addresses and thus undetermined
neighborhood-level characteristics. These 440 individuals comprised 158 (36%) participants
and 282 (64%) non-participants. The inclusion of these individuals in the analysis had
negligible effect on the RRFs compared to the analysis of individuals for whom
neighborhood-level characteristics could be determined; most RRF estimates remain
unchanged and some RRF point estimates further approached the null value of 1.0.

DISCUSSION

The SJLIFE protocol was designed to maximize participation among eligible subjects by
eliminating many barriers to participation (e.g., providing transportation, housing, meals,
cost-free clinical evaluation, and monetary compensation) [5]. The results from our analysis
of SJILIFE participants generally indicate a lack of substantive differences in the relative
frequencies of demographic, disease, or neighborhood characteristics between participants
and the source population. The sex-specific results are largely consistent with these overall
results. Additionally, the combination of available demographic, disease, and neighborhood
characteristics had only modest ability to discriminate between participants and non-
participants, which further support a lack of substantive differences between participants and
the source population based on these characteristics. These results support the view that,
while challenging, it is possible to recruit a population of childhood cancer survivors for
clinically-based research who do not differ markedly from the overall eligible population.
Nonetheless, our analysis used a limited set of characteristics, and other factors might
improve discrimination between participants and non-participants. For example, recent
evidence suggests that practical concerns such as time commitment required by the
participant may be an important consideration for participation in long-term cohort studies
[22], but this specific information was unavailable for our analysis.

Our study was unable to assess potential reasons that some characteristics, such as disease
group and sex, were modestly different between the participants and the source population.
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Furthermore, although we enriched the individual-level demographic and disease data with
GIS-linked neighborhood-level socioeconomic data for more extensive comparisons, the
possibility of differences in individual-level, rather than neighborhood-level, socioeconomic
characteristics between participants and the source population cannot be excluded. Our
results suggest a somewhat greater relative frequency of high socioeconomic status (e.g.
higher neighborhood household income and home value) among participants compared to
the source population, which is directionally consistent with reports of participation studies
that use individual-level socioeconomic data [23-28]. Furthermore, our use of neighborhood
data restricted our source population to eligible individuals for whom the last available
contact addresses could be geocoded for U.S. census block-group data. We referred to these
individuals as the evaluable source population, who comprised 88% of the complete source
population. Selectively uninformative addresses could have biased the RRF estimates.
However, demographic and disease characteristic were still available for eligible individuals
without GIS-linked neighborhood characteristics, and the sensitivity comparison of
participants to the complete source population across this reduced set of characteristics did
not change the interpretation of our results.

Non-participation bias is frequently assessed by simply estimating the participation rate
[12]. A participation rate of 60% or 70% is often considered a threshold of acceptability, but
this rate is not based on any particular theoretical or empirical evidence [12]. In fact, low
participation rates do not inevitably imply that exposure-outcome estimates are biased from
non-participation [10-12]. For example, studies with participation rates of 30% [10,29] have
yielded effect estimates that are virtually unbiased by non-participation. Minimal bias from
non-participation, despite a low participation rate, is possible if the study population
comprises a proportional representation of characteristics in the source population for the
specific exposure-outcome under study.

An ideal assessment of bias from non-participation would involve estimating the magnitude
of a specific exposure-outcome relation among participants and non-participants.
Unfortunately, this ideal is rarely feasible because it would require exposure, outcome, and
covariate measurements among non-participants. Alternatively, assessments of potential bias
from non-participation can compare characteristic frequencies between participants and the
source population [10,12], as in this study. If substantial differences in relative frequencies
of particular characteristics between participants and the source population are observed,
targeted recruitment of non-participants (e.g., passive refusers) during accrual of a dynamic
cohort or at the end of a fixed cohort study might seem an appealing solution to attenuate
selective participation. However, this approach may be flawed and result in unnecessary
expenditure of valuable resources. The exposure-outcome estimates from study populations
subject to such recruitment strategies could be more sensitive to bias than the estimates from
unmitigated non-participation [11,27]. Although equivalent marginal distributions of
characteristics between cohort participants and the source population (i.e. RRFs=1) do not
preclude bias if other factors for non-participation are related to an exposure and outcome of
interest [30], empirical evidence suggests that non-participation bias may not be substantial
for most exposure-outcome relations [11]. In fact, prevalence estimates are more sensitive to
bias from non-participation than effect estimates for exposure-outcome relations [26,31,32].

In summary, our institutional cohort with well-annotated medical records for eligible
individuals provided an opportunity to assess differences in characteristics between
participants and the source population that could indicate conditional participation, and thus
a potential for bias in specific exposure-outcome relations. Although the generalizability of
the SILIFE source population to the general population of long-term childhood cancer
survivors requires further exploration, the results from our analysis indicate a lack of
substantive differences in the relative frequencies of demographic, disease, or neighborhood
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aracteristics between SJLIFE participants and the SILIFE source population. Our results

generally alleviate serious concerns about selective non-participation, although bias in

sp

ecific exposure-outcome relations is still possible and may need to be considered in

individual analyses. Ultimately, bias from non-participation may be minor and better

ad

dressed through sensitivity analysis or statistical adjustment [33,34] than expenditure of

valuable resources for targeted recruitment of non-participants.

Acknowledgments

Th

is work was supported by the Cancer Center Support (CORE) grant CA 21765 from the National Cancer Institute

and by the American Lebanese Syrian Associated Charities (ALSAC).

REFERENCES

1.

10.

11.

12.

13.

14.

15.

16.

17.

Scheurer, ME.; Bondy, ML.; Gurney, JG. Epidemiology of childhood cancer. In: Pizzo, PA;
Poplack, DG., editors. Principles and Practice of Pediatric Oncology. 6th ed.. Philadelphia, PA:
Lippincott Williams & Wilkins; 2011. p. 2-16.

. Howlander, N.; Noone, AM.; Krapcho, M., et al. SEER Cancer Statistics Review, 1975-2009

(Vintage 2009 Populations). Bethesda, MD: National Cancer Institute; 2012.

. Hewitt, M.; Greenfield, S.; Stovall, E., et al. From Cancer Patient to Cancer Survivor: Lost in

Transition. Washington, DC: The National Academies Press; 2005.

. Robison LL, Armstrong GT, Boice JD, et al. The Childhood Cancer Survivor Study: a National

Cancer Institute-supported resource for outcome and intervention research. J Clin Oncol. 2009;
27(14):2308-2318. [PubMed: 19364948]

. Hudson MM, Ness KK, Nolan VG, et al. Prospective medical assessment of adults surviving

childhood cancer: study design, cohort characteristics, and feasibility of the St. Jude Lifetime
Cohort study. Pediatric blood & cancer. 2011; 56(5):825-836. [PubMed: 21370418]

. Hernan MA, Hernandez-Diaz S, Robins JM. A structural approach to selection bias. Epidemiology.

2004; 15(5):615-625. [PubMed: 15308962]

. Rothman, KJ.; Greenland, S.; Lash, TL. Modern Epidemiology. Philadelphia, PA: Lippincott

Williams & Wilkins; 2008.

. Savitz, D. Interpreting epidemiologic evidence: strategies for study design and analysis. Oxford,

UK: Oxford University Press; 2003.

. Gurney JG, Davis S, Schwartz SM, et al. Childhood cancer occurrence in relation to power line

configurations: a study of potential selection bias in case-control studies. Epidemiology. 1995; 6(1):
31-35. [PubMed: 7888441]

Nohr EA, Frydenberg M, Henriksen TB, et al. Does low participation in cohort studies induce
bias? Epidemiology. 2006; 17(4):413-418. [PubMed: 16755269]

Galea S, Tracy M. Participation rates in epidemiologic studies. Annals of epidemiology. 2007;
17(9):643-653. [PubMed: 17553702]

Johnson TP, Wislar JS. Response rates and nonresponse errors in surveys. JAMA : the journal of
the American Medical Association. 2012; 307(17):1805-1806. [PubMed: 22550194]

Landier W, Bhatia S, Eshelman DA, et al. Development of risk-based guidelines for pediatric
cancer survivors: the Children's Oncology Group Long-Term Follow-Up Guidelines from the
Children's Oncology Group Late Effects Committee and Nursing Discipline. J Clin Oncol. 2004;
22(24):4979-4990. [PubMed: 15576413]

COG. [Accessed January 6, 2012] Long-Term Follow-Up Guidelines for Survivors of Childhood,
Adolescent, and Young Adult Cancers. <http://www.survivorshipguidelines.org/>

ArcGIS. [Accessed 2012 February 13] Environmental Systems Research Institute. <http://
wwwesricom/software/arcgis/arcgisonline/>.

American Community Survey. [Accessed 2012 February 13] Environmental Systems Research
Institute. <http://www.esri.com/software/bao/acs-reports.html#population_summary_panel>.
LaMacchia, RA.; Marx, RW.; Sobel, J. Census blocks and block groups. In: LaMacchia, RA.;
Marx, RW.; Sobel, J., editors. Geographic Areas Reference Manual. Washington, DC: U.S.

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.


http://www.survivorshipguidelines.org/
http://www.esri.com/software/arcgis/arcgisonline/
http://www.esri.com/software/arcgis/arcgisonline/
http://www.esri.com/software/bao/acs-reports.html#population_summary_panel

1duasnuey Joyiny vd-HIN 1duasnuey Joyiny vd-HIN

1duasnuey Joyiny vd-HIN

Ojha et al.

18.

19.

20.
21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Page 8

Department of Commerce, Economics and Statistics Administration, Bureau of the Census; 1994.
Updated 2012

RUCA Data version 2.0. [Accessed 2012 April 23] Rural health Research Center. <http://
depts.washington.edu/uwruca/ruca-data.php>

Hart LG, Larson EH, Lishner DM. Rural definitions for health policy and research. Am J Public
Health. 2005; 95(7):1149-1155. [PubMed: 15983270]

Efron, B.; Tibshirani, RJ. An Introduction to the Bootstrap. London: Chapman and Hall; 1993.

Steyerberg EW, Vickers AJ, Cook NR, et al. Assessing the performance of prediction models: a
framework for traditional and novel measures. Epidemiology. 2010; 21(1):128-138. [PubMed:
20010215]

Helgesson G, Hansson MG, Ludvigsson J, et al. Practical matters, rather than lack of trust,
motivate non-participation in a long-term cohort trial. Pediatric diabetes. 2009; 10(6):408-412.
[PubMed: 19309450]

Drivsholm T, Eplov LF, Davidsen M, et al. Representativeness in population-based studies: a
detailed description of non-response in a Danish cohort study. Scandinavian journal of public
health. 2006; 34(6):623-631. [PubMed: 17132596]

Harald K, Salomaa V, Jousilahti P, et al. Non-participation and mortality in different
socioeconomic groups: the FINRISK population surveys in 1972-92. Journal of epidemiology and
community health. 2007; 61(5):449-454. [PubMed: 17435214]

Korkeila K, Suominen S, Ahvenainen J, et al. Non-response and related factors in a nation-wide
health survey. European journal of epidemiology. 2001; 17(11):991-999. [PubMed: 12380710]
Shahar E, Folsom AR, Jackson R. The effect of nonresponse on prevalence estimates for a referent
population: insights from a population-based cohort study. Atherosclerosis Risk in Communities
(ARIC) Study Investigators. Annals of epidemiology. 1996; 6(6):498-506. [PubMed: 8978880]
Nummela O, Sulander T, Helakorpi S, et al. Register-based data indicated nonparticipation bias in
a health study among aging people. Journal of clinical epidemiology. 2011; 64(12):1418-1425.
[PubMed: 21764556]

Laaksonen M, Aittomaki A, Lallukka T, et al. Register-based study among employees showed
small nonparticipation bias in health surveys and check-ups. Journal of clinical epidemiology.
2008; 61(9):900-906. [PubMed: 18486445]

Alkerwi A, Sauvageot N, Couffignal S, et al. Comparison of participants and nonparticipants to the
ORISCAV-LUX population-based study on cardiovascular risk factors in Luxembourg. BMC
medical research methodology. 2010; 10:80. [PubMed: 20819238]

Greenland S. Response and follow-up bias in cohort studies. American journal of epidemiology.
1977; 106(3):184-187. [PubMed: 900117]

Van Loon AJ, Tijhuis M, Picavet HS, et al. Survey non-response in the Netherlands: effects on
prevalence estimates and associations. Annals of epidemiology. 2003; 13(2):105-110. [PubMed:
12559669]

Ness KK, Leisenring W, Goodman P, et al. Assessment of selection bias in clinic-based
populations of childhood cancer survivors: a report from the childhood cancer survivor study.
Pediatric blood & cancer. 2009; 52(3):379-386. [PubMed: 18989878]

Lash, TL.; Fox, MP.; Fink, AK. Applying quantitative bias analysis to epidemiologic data. New
York, NY: Springer Science+Business Media, LLC; 2009.

Geneletti S, Mason A, Best N. Adjusting for selection effects in epidemiologic studies: why
sensitivity analysis is the only "solution". Epidemiology. 2011; 22(1):36-39. [PubMed: 21150353]

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.


http://depts.washington.edu/uwruca/ruca-data.php
http://depts.washington.edu/uwruca/ruca-data.php

duasnuely Joyiny vVd-HIN 1duosnuey JoyIny vd-HIN

duasnuely Joyiny vd-HIN

Ojha et al.

Potentially eligible

Page 9

(n=4,234)
Ineligible or not
——>  yetrecruited
(n = 686)
4
Source population
(n=3,548)
Uninformative
> addresses
(n = 440)

Participants
(n=1,766)

Evaluable source population

(n=3,108)

Figure 1.
Consort diagram

Non-participants
(n=1,342)

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.




Page 10

Ojha et al.

NIH-PA Author Manuscript

01T 06°0 00T | TCT | STC | ¢¢T | 8. LT—-ST
4" €60 €0T | OVT ve | 9€T | vev ¥T-2¢1
80T 880 860 | 0CT | TIZ | ¢2T | 6.€ 11-6
10T 06°0 860 | G€T 6€C | 8€T 6¢y 8-9
80T S6°0 ¢0T | Tee L0y | L'e¢ | SOL §-¢
S0'T ¢6'0 66'0 | GT¢ | 08€ | 8Tc | 919 ¢-0
ssoufeip Jeoued Arewiid e aby
T S6°0 €0T | 09T ¢8¢ | 99T 187 006 <
107 €6°0 160 | 0'8E T/9 | T6€ | ¥TCT 00S —-TS¢
0T 680 S6'0 | €€¢ ¢y | 9ve T9L 0S5¢ —T0T
ST'T 0T 80T | L¢¢ 07 | 0'T¢ <99 00T -0
(S911W) g HYO(S 01 8WoY Wo 1y 30UessIq
S0'T 06°0 160 | ¢'LT €0 | 94T L¥S W<
10T 86°0 ¢OT | ¢8E | ¥.9 | €LE | 09TT or—-1¢€
€0'T G6°0 660 | Lvy | 68L | T'Sy | TOVT 0€—8T
a1ep 108300 e by
0T ¥8°0 €60 | OET | 0€C | OV | 9tV YM-UON
€01 00T TOT | 048 | 9€ST | 098 | ¢/9¢ UM
aoey
40" 0T 80T | TOS | ¥88 | v OV | Tvl S3jewad
96°0 06°0 €6'0 | 667 | ¢88 | 9€S | L99T S3leN
X3S
sonsieR Yo PAS|-FeNpIAIpU|

soddn | JlmoT % u % N

(80T'€=N)

uolre|ndod

sHw| (992'1=U) 80.nos
30UBPIUOD %456 | 44y | sivedibnied | a|qenfeas

NIH-PA Author Manuscript

T alqel

"TT0Z ‘TE 1900190 Jo se uonejndod aainos
3|gen[eAa ay1 pue 3417cS ayp ul siuedionded usamiaqg sonsiiaoeleyd pooyloqybiau pue ‘aseasip ‘olydesbowap 10} (S44Y) sa1ouanbaly aAle|al Jo oney

NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Page 11

Ojha et al.

aLuooul pjoyssnoy uelps N
1T 860 | vOT | Tve | Sev | T'cc | 81L | ®ewojdip Aousjeainbs fessusbewoldip j0oyds YbiH <
10T 160 | 6670 | 6'GL | TFET | 0L | O6€z | ®ewordip Aousjeainbs |essusbewoldip jooyas ybiH S

uoizeonp3

salsLeRRYD PA|-dnoiD

€01 €60 | 860 | L62 | Ges | €oe | zv6 2002 — 0661
€01 v60 | 860 | LTv | 26L | vzv | 81€T 686T — 086T
(AN 00T | 90T | ove | sev | €€z | €z 66T — 0L6T
vTT 080 | 260 | 6€ | 69 | 0¥ | ser 696T — 296T
B Juswieal |

eTT 190 | 280 | 8T | 1€ | 02 | €9 SENe)
€6°0 vo0 | 820 | vv | 8L | s | 9T SeLI0dJes anssh Jos
20T 880 | s60 | 86T | 6vE | 80z | Sv9 sewoydwA
o't 0T | TTT | gev | 69L | zee | 6TeT selwaxna
S6°0 080 880 | L'ST | 8L¢ | 6.1 | 9SS slown} feuoAiquigy
60'T 980 | 860 | 8L | LeT | 08 | v sjowin} SNO
[44 S6°0 80T 0L 174} S9 c0e siown) auog
dno b asessiq

10T zL0 | oso | ee | es | e | 9rT vz
ITT v60 | soT | 68 | 8T | ¥8 | 29z 6 - GE
10T 680 | 860 | 0vT | 8y | €vT | Svv v€—0€
S0'T 260 | 860 | zT2 | vie | 9Tz | 29 62~ G2
10T 660 | T0T | zve | Lev | ove | swL vZ -0z
10T 260 | 00T | 88T | ¢ec | 88T | S8 6T -GT
9T v60 | 0T | 96 | 69T | 16 | €8¢ y1-0T
a1ep 10eU0d 01SIsoubelp Wo1jSea A

61T 280 | 10T | 8¢ | 29 | 8¢ | /1T 8T

ddn | »emoT % u % N

(80T'€=N)
uolre|ndod

sy (992'T=U) 80.n0s
20UBPIUD %66 | 44y | sivedionred | ajqeneas

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Page 12

Ojha et al.

lendsoH yoseasay s,Ualp|iyD apne IS,

10T 1.0 980 6'v 98 L'S L1T raJe |einy
10T 880 86'0 | 8TT | 60C | T2l | L.€ B3Je UMO} |[ewS
€0°T 980 | v60 | LvT | 65z | 95T | ssv eaJe ueyjodoiiy
90T 10T €0'T | 989 | ¢TeT | 999 | 690¢ eale uepjodonaN
Apiveqin
ST'T 86°0 90°'T | L9T | ¥6C | L'ST | 88F 000'002$ 2
IT'1 10T 60T | ¥8T | ¥¢€ | 69T | S¢S 666'66T$ —000°05T$
SO0'T ¥6°0 00T | OLe | Ly | TLZ | T¥8 666'6vT$ —000'00T$
86°0 06°0 ¥6'0 | 08 | T.9 | vO¥ | ¥SCT 666'66$ >
anfeAswoy uelps N
eT'T 20T 80T | LLc | 68y | L'SC | 008 000°09$ <
€0'T 96°0 66'0 | 899 | €00T | T'ZG | SL.LT 666'65$ — 000°0€$
660 €80 060 | GGT | vz | TLT | €S 666'62$ >

Joddn | smoq % u % N

(80T'€=N)

uolre|ndod

sHw| (992'T=U) 89.In0s
S0UBPIUOD %G6 | JdY | siuedpiired | 8|genfea3

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Page 13

Ojha et al.

a|genfeAs ay) pue 34170S ut siuedioned sjewa) Usamiaq solsiIs1orIeyd pooyloqybiau pue ‘aseasip

NIH-PA Author Manuscript

91ep 1981U02 0} SKsoUleIp WO 4y S e A
91’1 190 ¢6°0 9¢ 4 oy LS 8T <
LT 10T €T | ¥¢T | OTT | O'TT | 8ST LT—-GT
0T'T 880 660 | TvT | G¢T | €¥T | 90C yT1-¢1
ST'T 880 10T [ 66 01T | 6ST 1T1-6
ST'T 06°0 €01 TET | 91T | 8¢T | ¥8T 8-9
80T ¢6'0 00T 6vc | 0¢¢ | 8vC | LSE §-¢
10T ¥8°0 €60 | 90¢ | ¢8T | ¢¢¢c | OcE ¢-0
swsoubelp Jeoued Arewiid reaby
4" 680 10T €61 | SET | T'ST | 8T¢ 006 <
€0'T ¢6'0 160 | L8E | ¢vE | L'6E | ¢LS 00§ — TS¢
0T §8°0 ¥6'0 | ¢¢¢ | 96T | L'€C | TvE 0S¢ —T0T
0C'T 0T T 6'€c | T1¢ | ST¢ | 0T€ 00T—0
(so11w)
eHYO[S 018WoY Wo 1y souessiq
10T 180 960 | 69T | 6VT | ST | ¢S¢ W=
60T 96'0 €01 ¢'8E | 8EE | €LE | LES oy —T¢€
S0'T ¥6°0 660 | 677 | L6€ | €SV | <299 0€—8T
a7ep 108100 e by
7T 980 660 | 6€T | €T | O¥T | <20C aYM-UON
0T 86°0 00T 798 | T9L | 098 | 6ECT UM
aoey
SolisleRRYD PAa-[eNPIAIpU|

Rddn | Mo % u % N

(Try'1=N)

44y uolre|ndod

(¥88=U) 90.n0s
sywi| syedpiied aewsy
S0USPHU0D 94656 Sewsd a|qenfens

Il a|qeL

NIH-PA Author Manuscript

"TT0Z ‘TE 1990100 Jo se uonendod 82inos sjewsay
‘a1lydesBowap Joj (s44Y) sarouanbaly aAlR|a4 JO Oljey

NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Page 14

Ojha et al.

86°0 8.0 880 | 6%T | ¢€T | 01T 174 666'62$ >
awioou pjoyssnoy uelps
oT'T 00T 80T v'9¢ | eez | vyz | TSE | @0.169p padueApY IO S,I0[3ydeg JO Jeak-0MI/a1e100SSY
00T S60 | £60 | 9€L | 199 | 952 | 060T | ‘ewojdip Aausjeainbs fessusbrewoldip jooyds ybiH s
uo1eanp3
saps1eeeyd pre|-dnolo
SO'T 160 160 | 98¢ | €S¢ | v'6C | vev ¢00¢ — 0661
SO'T S6°0 00T 6¢y | 6L | 8¢y | LT9 686T — 0861
Tl §6°0 0T Ove | LTe | L€ | T¥vE 6.6T — 061
0C'T €L°0 160 oy ot} v 69 696T — 2961
o JUBWes J |
0C'T S¥'0 ¢80 971 T 6T 8¢ sisylo
160 €90 ¢L0 1% 9¢€ 99 18 Sewo0dJes anssi) Jos
IT'T ¥6°0 S0'T 08T | 69T | T'LT e sewoydwAT
€TT 0T 10T €6y | 00V | Tey | L09 selwsynaT
66°0 080 680 | ¥'8T | €9T | 90C | L6¢ siowny [euoAiquig
oT'T €L°0 160 9 LS TL ¢0T siown} SNO
cET €60 AN 29 qS 99 08 sijown) auog
dno b asessiq
IT'T 0.0 €6°0 L'E €€ oy 89 o<
vT'T 080 86°0 6L 0L 78 LTT 6€ —GE
10T €80 G6°0 | v¥T | LZT | T'9T 1T¢ ¥€—0¢€
oT'T €6°0 10T 0¢c | ¥v6T | LT | <CI€ 6¢—SG¢
60T ¥6°0 0T ove | LTe | ¢ve | 8¥E ¢ —0¢
10T 980 96'0 | SLT | SST | ¢8T ¢9¢ 6T —GT
8¢'T 86°0 €T'T 00T 88 8'8 12T y1-0T

Rddn | emoq % u % N

(Tr7'T=N)

44y uolire|ndod

801n0s
sHw| deus)
S0UBPHUOD %G6 a|qenfens

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Page 15

Ojha et al.

[endsoH yoseasay s, Ualp|iyd apne 1S,

00T 090 080 67 15474 79 88 eale |einy
oT'T 180 G6°0 | 90T ¥6 1T | T9T B3Je UMO] |[eWS
90T €80 S6°0 | L¥T | OET | 99T | €c¢ eaJe ueljodosolin
10T 00T ¥0'T | 00L | LT9 | 229 | 696 eale ueljodonsiy
Apiueqin
6T'T 16°0 60'T | ¢LT | ¢ST | 8'ST | 8¢¢ 000'002$ =
LTT 1670 L0T | ¢8T | T9T | OLT | S¥C 666'66T$ —000°05T$
60T €6°0 10T | 64C | v | 9LC | 86€ 666'67T$ — 000'00T$
66°0 180 €6'0 | L9 | ¥¢E | 96 | 0LS 666'66$ >
anfeAswoy uelps N
Tl 1670 ¥0'T | €8¢ | 0S¢ | T'Z¢ | 06€ 000'09%$ 2
90T 16°0 ¢0'T | 899 | ¢0S | 699 | 908 666'65$ — 000'0€$
Rddn | emoq % u % N
(Tv'1=N)
44y uolire|ndod
(y88=U) 80.In0s
sHwi| sjuedired aews}
S0UBPHUOD %G6 deurd a|qenfens

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Page 16

Ojha et al.

NIH-PA Author Manuscript

4N ¢80 86°0 4 18 ¥'6 99T ¥T-0T
a¥ep 19e3U02 01 SKS0UleIp WO ) S ea A
8¢€'T 780 0Tt (274 13 9¢ 09 8T <
0T L0 06°0 67T S0T | C¢¢€T (/44 LT—GT
6T'T €6°0 90T 8€T | ¢¢1 | TET | 8T¢ yT-2¢1
T ¢80 96'0 | L¢T | ¢TT | C¢€T | 0cC 11-6
L0'T ¢80 G6°0 | OVT | €T | L¥T | SG¥e 8-9
4" <60 0T ¢T¢ | 18T | 6°0C | 8V€ §-¢
ST'T S6°0 S0'T G'¢c | 86T | ¥'IC | 9S€ ¢-0
ssoufeip Jeoued Arewiid e aby
8T'T ¥6°0 90T L9T | LvT | 8'GT | €9¢ 00§ <
€0T 06°0 160 | €L8 | 62 | 98¢ | ¢¥9 00S - TS
90T 880 160 | Sv¢ | 9T¢ | ¢S¢ | Ocv 0S¢ —T0T
ST'T ¥6°0 S0'T §T¢ | 06T | S0C | ¢ve 00T -0
(o)1)
pHYOCS 018wWoy wolysouessig
0Tt 680 660 | LT | ST | L'LT | S6¢C W<
60T S6°0 0T T8E | 9€€ | ¥'LE | €29 oy —1€
S0'T €60 660 | ¥vv | ¢6€ | 6%V | 6VL 0€—-8T
a1ep 198102 e aby
66°0 IZA0) 980 | T¢T | 0T | OVT | ¥EC MYM-UON
0T 00T 0T 6,8 | GLL | 098 | €EVT AMUM
aoey
sonsieR Yo PAS|-FeNpIAIpU|
soddn | JlmoT % u % N

8 | (zgg=u) Fm%m.. _Hsugwm

ST sjuedpiyred | 80inosafew

S0UBPHUOD 9456 E1E1 ) a|genens

lrajgeL

NIH-PA Author Manuscript

"TT0Z ‘TE 1900190 Jo se uonejndod 82.unos ajew
3]genfeAs ay1 pue 341710S ul suedioied sfew usamiaq sallsLIaIdRIRYD pooyloqybisu pue ‘asessip ‘alydelBowsp 1oy (S44Y) saiouanbal) aAle|al JO oy

NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Page 17

Ojha et al.

07T 00T | orT | T2 | 6€z | 9vz | o1p 000'09% =
20T €60 | 860 | 895 | T0S | T8S | 696 666'65$ — 000°0€$
v0'T 280 | €60 | TOT | evT | €21 | s8¢ 666'6¢$ >
aLooul pjoyssnoy uelps
60T 680 | 660 | 8Tz | 26T | 0z | L9¢ | @8iBop paoueApY JO S,10]3ydeg O Jeak-0Ml/a1eId0ssy
€0'T 160 | 00T | 28L | 069 | 0'8L | 00€T | ewoidip Aousjeainbs |essusbewoldip jooyas ybiH S
uoireonp3
sons1eRRYD PAI-dNoID
10T 160 | 660 | 80¢ | 2z | TTE | 818 2002 — 066T
€01 160 | 260 | 90ov | 8s€ | Ter | TOL 6867 — 0861
8T'T 660 | 80T | Lvz | 81z | 622 | e8¢ 66T~ 0.6T
121 120 | 260 | 6€ | v€ | ov | 99 696T — 2961
B Juswieal |
121 850 | 260 | 6T | 4T | T2 | se SENTe)
S0T v90 | ¥80 | 8v | av | s | <6 SeLU0dJes anssh 1Jos
00T 780 | 060 | 5Tz | 06T | 6€C | 66€ sewoydwiA
071 10T | ¥TT | 81v | 692 | L9g | 219 selwaxna
96'0 2,0 | ¥80 | o€t | o1t | 96T | ese sJown) [euoAiqw3
12T 880 | 0T | 16 | 08 | 18 | S¥T slown SNO
T 680 | 20T | 8L | 69 | €L | zet slown} auog
dno b asessiq
71 1650 | s80 | oe | 9z | g€ | s8s ovz
€T G660 | eTT | 66 | 28 | L8 | ST 66— SE
YT 880 | 00T | L€t | Ter | LeT | sez ve -0
v0'T v80 | s60 | voz | 08T | 9Tz | 09 62~ G2
oT'T 760 | 00T | 8¢€c | o1z | 8€c | 2l6€ vz -0z
YT €60 | ¥0T | Toz | 221 | v'6T | €ze 6T —GT
ddn | »emoT % u % N
d84 | (zgg=u) ,m%w_ _H:uguw
S [o]] 90Jnos afew
B0UBPIJU0D %656 S a|qenfens

NIH-PA Author Manuscript

NIH-PA Author Manuscript

NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Page 18

Ojha et al.

lendsoH yousessay s,ualp|iyd spne 1S,

€TT 690 16°0 67 1514 €9 68 eale |einy
V1T 180 10T | 0€T | SIT | O€T | 9T¢ BaJE UMO) |[eWS
SO0'T 180 ¢6'0 | 9VT | 62T | L'ST | S9¢ Bale uep|odosoIN
90T 86°0 ¢0T | §/9 | S6S | 099 | 00TT eaJe ueyjodonaiN
Apeqin
IT'1 160 €0T | T9T | ¢¥vT | 99T | 09¢ 000°00¢$ 2
1T 86°0 OT'T | 8T | €9T | 89T | 08¢ 666'66T$ —000'05T$
10T 06°0 860 | T9C | 0gC | 992 | €vv 666'67T$ — 000'00T$
0T 680 96'0 | €6€ | L¥E | TTV | V89 666'66$ >
anfeAawoy uelpa N
Joddn | smoq % u % N
d84 | (zgg=u) ,m%w_ _H:uguw
sHwi| sjuedpired | 80Inosaew
S0UBPHUOD %G6 E1E7 a|qenfens

NIH-PA Author Manuscript

NIH-PA Author Manuscript NIH-PA Author Manuscript

Pediatr Blood Cancer. Author manuscript; available in PMC 2014 May 01.



Ojha et al. Page 19

Table IV

Performance characteristics of overall and sex-specific multivariable models for predicting participation in
SJLIFE.

Discrimination Calibration
95% confidence
Mode AuC2 limits HosmeFE_\-II;]erur;@mN
Lower | Upper
Overall 0.61 0.59 0.63 0.38
Females 0.62 0.59 0.65 0.68
Males 0.60 0.58 0.63 0.85

a . . -
Avrea under the receiver operating characteristic curve
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