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3. BACKGROUND AND RATIONALE:

3.1 Introduction: There is a rapidly growing population of pediatric cancer survivors because of
improved multi-modal treatment regimens. The consequences of cure; however, are not without
a cost. One cost that has been paid little attention, until recently, is the impact of childhood
cancer on an important part of the family unit, the siblings. There are now approximately 270,000
survivors of childhood cancer in the United States (US). Five year survival rates of greater than
75 % have led to a rapidly growing population of childhood cancer survivors in the US and an
even larger and rapidly growing population of siblings that are impacted by childhood cancer.!
Siblings experience a number of losses with respect to physical and emotional availability of
parents. They also experience a number of emotions including sadness, loneliness, rejection,
anxiety, anger, and jealousy. They also suffer from a number of unmet needs with respect to
familial communication, involvement in the care of the patient, and support to continue their
interests and activities.”® Stemming from these experiences, previous reports have noted an
increase in the prevalence of psychological distress as manifested by emotional and behavioral
problems in a subset of siblings after the diagnosis of childhood cancer.”

Based upon the gap in the medical literature with respect to the impact of cancer upon family
members, the National Cancer Institute, Office of Cancer Survivorship recognizes that it is
critical to expand our assessment of the quality of life and care of the family members of cancer
survivors. Therefore, as the population of siblings of pediatric cancer survivors grows, the
investigation of the impact of childhood cancer on the psychological distress of siblings is an
important endeavor.

Tremendous progress has been made in the understanding of the long-term outcomes of adult
survivors of childhood cancer through the efforts of the Childhood Cancer Survivor Study
(CCSS) since this is the largest cohort of long-term survivors that are continuing to be followed.™
This study has also conveniently incorporated the use of a group of siblings as control
participants making this the largest cohort of siblings of childhood cancer survivors. The CCSS
has the potential to be a vital resource in understanding the impact of childhood cancer upon
siblings. Thus, given the paucity of information with respect to the psychological distress of this
large and rapidly growing population of siblings affected by childhood cancer and the resources
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provided by the sibling cohort of the CCSS, the proposed analysis is a justifiable starting point for
understanding the impact of childhood cancer upon the psychological distress of siblings as well
as the socio-demographic and health related factors that modulate these sibling experiences.

3.2 Psychological Distress and Siblings of Childhood Cancer Survivors: Early research with
respect to the psychological distress of siblings focused largely upon bereaved siblings. These
early studies exemplified the severe psychological distress and the emotional and behavioral
sequelae that are associated with sibling loss. ***? Later studies focused on the impact of
childhood cancer upon non-bereaved siblings. These studies showed similar psychological
distress and emotional and behavioral sequelae that are experienced by siblings affected by
childhood cancer in the absence of bereavment.**** In addition to the limited scope of
applicability of previous literature (e.g. bereaved sibling data), other limitations of data were
addressed by increasing the use of non-proxy data and qualitative methods of inquiry. From the
studies described above it became clear that siblings suffer a number of losses with respect to
parental availability on a physical and emotional level. Siblings experience a vast array of intense
emotions including sadness, loneliness, rejection, anxiety, anger, and jealousy. They also
experience a host of unmet communication needs and support needs. %% &2 1316

The limitations imposed by small samples and heterogeneous study designs have been addressed
by the efforts of the Sibling Adaptation to Childhood Cancer Study (SACC)."" This multi-
institutional collaborative effort has reported on the experiences of 254 siblings. Numerous
reports from this study have been published including a report describing the approximate
doubling of the prevalence of parent reported emotional and behavioral problems after diagnosis
of childhood cancer.” Other studies have confirmed an increased prevalence of emotional and
behavioral problems in a subset of siblings after the diagnosis of childhood cancer.®®

With respect to the issue of psychological impairment, many tools have been utilized to help
guantify the degree of impairment. One tool that has been used to quantify the presence of
psychological impairment is the BSI-18 (brief symptom inventory 18). This 18 item instrument is
a self report measure of psychological symptoms that can be completed in a short period of time.
It has been utilized for rapid screening of psychopathology and is regarded as being very sensitive
for the detection of psychological distress.*®

3.3 Predictors of Psychological Distress in Siblings of Childhood Cancer Survivors:

Age and gender have been described previously as factors which modulate psychological distress
and its emotional and behavioral correlates in siblings impacted by the childhood cancer
experience.*® 13519 |n general, younger individuals have been described as more likely to have a
negative perception of the cancer experience and were more likely to manifest emotional and
behavioral problems after diagnosis. On the other hand, older siblings have been described as
more likely to perceive the cancer experience positively, but other reports have noted that older
siblings have had significant internalizing problems. With respect to gender differences, female
siblings were noted to respond less well to their own negative feelings and were noted to
experience more distress. Gender as well as other important variables such as socioeconomic
status indicators has also been found to modulate risk for psychological distress in the general
population. In general, female gender and lower socioeconomic status portend a higher risk of
psychological distress in the general population. *%

In addition to the socio-demographic factors noted above health related factors play a role in the
psychological distress experienced by siblings. Literature demonstrates that there is an
association between patient health issues and the psychological impact of the disease on siblings



in other chronic disease populations.??* Survivor health related factors which may increase
psychological distress in siblings affected by childhood cancer include the presence of chronic
health conditions which have recently been reported in the survivors of the childhood cancer
experience.?* This spectrum of morbidity includes a host of severe, debilitating, or life-
threatening chronic health conditions as well as the extremes of survivor death resulting in sibling
bereavement and the presence of second neoplasms.

4. SPECIFIC AIMS/ OBJECTIVES/ RESEARCH HYPOTHESES:

4.1 Aim 1: To describe the psychological distress levels of siblings of childhood cancer survivors
as measured by the global severity index and symptom specific (anxiety, depression, somatic
distress) subscales of the BSI-18.

4.2 Aim 2: To identify the predictors of psychological distress among the survivors’ siblings, with
focus on: a) siblings’ demographic and health factors, b) survivors’ diagnosis, treatment, and
current physical and mental health status in a case-control cohort of siblings and matched
survivors.

a) Hypothesis 2.1: Sibling factors at patient’s diagnosis including age (younger), gender
(female), and ethnicity (minority race / ethnicity) will be associated with the presence of
increased psychological distress as measured by the BSI-18 amongst siblings of long-term
survivors of childhood cancer. Self-identified long-term sibling factors including poor health
status (self assessment and chronic health severity index) and low socioeconomic status (total
income, unmarried, unemployed, low education attainment ) will be associated with the presence
of increased psychological distress as measured by the BSI-18 amongst siblings of long-term
survivors of childhood cancer.

b) Hypothesis 2.2: Patient factors at diagnosis including disease (e.g. CNS tumor, bone tumor)
and treatment-related factors (combined chemotherapy and radiation therapy) will be associated
with the presence of increased psychological distress as measured by the BSI-18 amongst siblings
of long-term survivors of childhood cancer. Long-term survivor patient factors including
survivors’ poor health status (self assessment, chronic health severity index, death, and second
neoplasm) and survivors’ increased psychological distress (BSI-18) will be associated with the
presence of increased psychological distress as measured by the BSI-18 amongst siblings of long-
term survivors of childhood cancer.

4.2 Aim 3: To identify family relationship between siblings and their matched survivor as
predictors of siblings” psychological distress

Hypothesis 3.1: Patient factors in relation to sibling factors at diagnosis including patient age
(younger age then sibling) and gender (different gender from sibling) will be associated with the
presence of increased psychological distress as measured by the BSI-18 amongst siblings of long-
term survivors of childhood cancer.

5. ANALYSIS FRAMEWORK:
5.1 Sample:

Healthy adult (greater than or equal to 18 years of age at time of responding to baseline
questionnaire) siblings of childhood cancer survivors (n = 3,899)



5.2 Outcomes of Interest and Predictor Variables (data from the first questionnaire):

Aim 1: Outcomes of Interest
The global severity index of the BSI-18
The three symptom specific subscales (depression, somatization, and anxiety)
of the BSI-18.

Predictor Variables
Not applicable, descriptive data

Aim 2: Outcomes of Interest
The global severity index of the BSI-18
The three symptom specific subscales (depression, somatization, and anxiety)
of the BSI-18.

a) Sibling Predictor Variables
Age
Gender
Race / Ethnicity
Health Status (self-reported health status, chronic health severity index)
Socioeconomic Status (income, marital, employment, education)

b) Survivor Predictor Variables
Diagnosis
Treatment Intensity
Psychological Health Status (BSI -18 Global Severity Index and subscales)
Health Status (self-reported health status, chronic health severity index,
death, second neoplasm)

Aim 3: Outcomes of Interest
The global severity index of the BSI-18
The three symptom specific subscales (depression, somatization, and anxiety)
of the BSI-18.

Sibling in Relation to Survivor Predictor Variables
Sibling Older/Younger than Survivor at Diagnosis
Sibling Gender Concordant/Discordant with Survivor

5.3 Statistical Analysis:

The first step in data analysis will be to screen the dataset for any missing data or invalid codes.
Particular patterns in the missing data and variables with moderate to high amounts of missing
data will be used only if these are crucial for a particular analyses. In reports, we will state, as a
caveat, potential mechanisms that may cause non-response. We will look for possible problems
due to outliers or low cell counts. We will collapse categories as needed before additional
analysis. Descriptive statistics of the subject population will include demographic characteristics,
such as, age of the sample, marital status, education, employment status, ethnicity, and cancer
diagnosis of ill brother or sister, age of healthy sibling at time of cancer diagnosis, and time
interval from diagnosis to completion of baseline questionnaire.



Responses on the BSI — 18 will be scored according to the published manual with each participant
getting a T score (mean = 50 and standard deviation = 10) on the global severity index (GSI) and
three symptom specific subscales including depression, somatization, and anxiety. Raw scores
will be transformed into T scores using a linear transformation.

Aim 1: Siblings T-Scores on the BSI-18 Global Severity Index (GSI) and three subscale scores
will be reported by sibling gender, age, marital status, employment status, race/ethnicity, annual
household income, educational status, self-rated health status, and chronic health severity index.
Siblings T-Scores on the BSI-18 Global Severity Index (GSI) and three subscale scores will also
be reported by survivor diagnosis, treatment, self-rated health status, chronic health severity
index, and psychological distress on the BSI-18. Finally, siblings T-Scores on the BSI-18 Global
Severity Index (GSI) and three subscale scores will be reported by sibling age and gender in
relation to survivor age and gender.

T scores will be compared with community normative data by running a one sample t-test (null
hypothesis that sample mean = 50) for the GSI and symptom specific subscales. T-scores will
also be compared within subgroups of siblings by comparing mean t-scores between siblings (e.g.
we will compare sibling mean GSI scores if your survivor had a bone tumor to sibling mean GSI
scores if your survivor had a kidney tumor). These comparisons will be made by running a two
sample t-test.

Aim 2 and 3: Ordinary least squares regression will be used to determine those sibling and
survivor factors that are associated with sibling psychological distress as measured by the GSI
and subscales T-scores. We will utilize an additive model building approach. We will begin by
focusing on sibling sociodemographic (sibling gender, age, marital status, employment status,
race/ethnicity, annual household income, educational status) and sibling health (self-rated health
status, chronic health severity index) factors. We will then focus on survivor diagnosis / treatment
factors (treatment intensity operationalized as combined chemotherapy / radiation) and survivor
health (self-rated health status, chronic health severity index, death, second neoplasm, and
psychological distress on the BSI-18) factors. This model will control for the previous sibling
sociodemographic and sibling health factors. Finally, we will focus on sibling age and gender in
relation to survivor age and gender while controlling for previous factors including sibling
sociodemographic and sibling health factors, survivor diagnosis/ treatment factors, and survivor
health factors.

For the analyses described above we will use a T score of 63 or higher to define survivor
psychological distress on the GSI and subscales of the BSI-18. This represents the upper 10"
percentile of scores reported in a community sample and is considered significantly elevated.
Scores are classified as elevated and not elevated on each of the four scales. Significant elevation
on any of the three symptom specific subscales classify individuals as having psychological
impairment.

Since the outcomes (elevation or no elevation on each of the four scales of the BSI-18 and
classification of an individual as having psychological impairment) variables are dichotomous a
logistic regression will also be utilized to adjust for potential contribution of sibling and survivor
sociodemographic and independent (exploratory) variables that have been described above.
Results will be given as adjusted odds ratios with 95% confidence intervals reported for all
demographic and exploratory variables included in the model. The bivariate analyses and
ordinary least squares regression analysis will help guide the construction and interpretation of
the logistic regression models. Analysis will be completed using STATA version 9.0 (College
Station, TX).
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Table 1 Characteristics of the Sibling Population

Siblings N=3899 (%)

Age

Gender
Male
Female

Race/Ethnicity
Minority
Non-minority

Household Income
Less than $20,000
$20,000 — 59,999
Greater than $60,000

Education

Less than high school
HS graduate

College graduate

Employment Status
Unemployed
Employed

Marital Status
Not married
Married or live as married

Self-Rated Health Status
Excellent/Very Good/Good
Fair/Poor

Chronic Health Conditions
None/Mild
Moderate/Severe/Life Threaten/Disabling

Sibling Age at Diagnosis
Not Yet Born

0-9 yrs

10-19 yrs

>20 yrs

Diagnosis

Leukemia

CNS

Hodgkin Disease
Non-Hodgkin Lymphoma
Kidney Tumor
Neuroblastoma

Sarcoma

Bone Tumor

Treatment
Chemo or Radiation
Chemo & Radiation

Sibling Bereaved
Yes
No

Sibling Age at Bereavement
0-9 yrs

10-19 yrs

>20 yrs

Survivor Second Neoplasm
Yes
No

Sibling Age at Survivor Second Neoplasm
0-9 yrs

10-19 yrs

>20 yrs




Table 2 Siblings T-Scores on the BSI-18 Global Severity Index (GSI) and Three Subscale
Scores by Sibling Gender, Age, Marital Status, Employment Status, Race/Ethnicity, Annual
Household Income, Educational Status, Chronic Health Severity Index, Self-Rated Health

Status

GSI SD P
Mean

Female
Male ref

18-25
25-35
35-45 ref

>45

Unmarried
Married ref

Employed
Unemployed ref

Minority
Non- ref
minority

<$20,000

$20-59,000
>$60,000 ref

Less HS
HS
College ref

Mod/Severe
None/Mild ref

Poor

Fair

Good

Very Good

Excellent ref

#Mean T-score NOT below community norms with p<0.05 on one-sample t-test

Somatization
Mean

SD

P

ref

ref

ref

ref

ref

ref

ref

ref

ref

Depression
Mean

**Statistically significant difference on two-sample t-test

SD

P

ref

ref

ref

ref

ref

ref

ref

ref

ref

Anxiety SD
mean

P

ref

ref

ref

ref

ref

ref

ref

ref

ref



Table 3 Siblings T-Scores on the BSI-18 Global Severity Index (GSI) and Three Subscale
Scores by Survivor Diagnosis, Treatment, and Sibling Age at Diagnosis

GSlI SD
Mean

CNS

HD

NHL

NBL
Sarcoma
Bone
Leukemia
Kidney

Chemo/X
RT
Chemo
Only
Neither

XRT Only

Not Born
0-9 yrs
10-19 yrs
=>20yrs

ref

ref

ref

Somatiz
ation
Mean

SD

P

ref

ref

ref

Depressio
n
Mean

SD

ref

ref

ref

Anxiet SD

y
mean

#Mean T-score NOT below community norms with p<0.05 on one-sample t-test
**Statistically significant difference on two-sample t-test

ref

ref

ref



Table 4 Siblings T-Scores on the BSI-18 Global Severity Index (GSI) and Three Subscale

Scores by Survivor’s Self-Rated Health Status, Chronic Health Severity, Death, Sibling Age

at Death, Second Neoplasm, Sibling Age at Second Neoplasm, and Psychological Distress

GSlI SD P
mean

Poor

Fair

Good

Very Good

Excellent Ref

Life

Severe

Moderate

Mild

None Ref

Death
No Death ref

0-9 yrs
10-19 yrs ref
=>20yrs

Second

Neoplasm

No Second ref
Neoplasm

0-9 yrs
10-19 yrs ref
=>20yrs

GSI Distress

None ref
Somatization

None Ref
Depression

None Ref
Anxiety

None ref

#Mean T-score NOT below community norms with p<0.05 on one-sample t-test

Somatization
Mean

SD

P

ref

ref

ref

ref

ref

ref

ref

ref

ref

ref

Depression
Mean

**Statistically significant difference on two-sample t-test

SD

P

ref

Ref

ref

ref

ref

ref

ref

ref

ref

ref

Anxiety
Mean

SD

10

Ref

Ref

ref

ref

ref

ref

ref

ref

ref

ref



Table 5 Siblings T-Scores on the BSI-18 Global Severity Index (GSI) and Three Subscale
Scores by Sibling Age and Gender in Relation to Survivor Age and Gender

GSlI SD P Somatization SD P Depression SD P Anxiety P
mean Mean Mean Mean SD
Older ref ref ref ref
Younger
Gender
Diff
Gender ref ref ref ref
Same
#Mean T-score NOT below community norms with p<0.05 on one-sample t-test
**Statistically significant difference on two-sample t-test
Table 6 OLS Models examining the association between GSI and subscale T-scores and
sibling sociodemographic and health variables
GSlI SE T P | Somatization SE | T | P | Depression SE T P Anxiety SE P
Coeff. Coeff. Coeff. Coeff.
Age

Female Gender

Ref. Male

Minority Status
Ref. Non-minority

Household Income

< $20,000

$20,000 - 59,000
Ref. >$60,000

Education
Less than high

school

HS graduate
Ref. College

graduate

Employment

Status

Unemployed
Ref. Employed

Marital Status
Not married
Ref. Married

Chronic Health

Prob

Life/Disable

Severe
Moderate
Mild

Ref. None

Health Status

Poor
Fair
Good

Very Good

Excellent

11




Table 7 OLS Models examining the association between GSI and subscale T-scores and
survivor diagnosis and treatment variables%

GSlI
Coeff.

SE

T

P

Somatization
Coeff.

SE

Depression
Coeff.

SE

Anxiety
Coeff.

SE

Diagnosis
Leukemia
Hodgkin

NHL

Bone

Sarcoma
Neuroblastoma
CNS Tumor
Ref. Kidney

Treatment Intensity
High

Moderate

Ref. Low

Sib Age at Diagnosis
Not Born Yet

0-9 years

>20 years

Ref. 10-19 years

% Model constructed controlling for sibling sociodemographic and health variables
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Table 8 OLS Models examining the association between GSI and subscale T-scores and
survivor health related variables%o#

GSlI
Coeff.

SE

T

P

Somatization
Coeff.

SE

Depression
Coeff.

SE

Anxiety
Coeff.

SE | T

Survivor Health
Status

Fair/poor

Good

Very Good

Ref. Excellent

Survivor Chronic
Health Prob
Life/Disable
Severe

Moderate

Mild

Ref. None

Sibling Bereavement
Ref. No

Sibling Age at
Bereavement
0-9 years

>20 years

Ref. 10-19 years

Survivor Second
Neoplasm
Ref. No

Sibling Age at
Survivor Second
Neoplasms

0-9 years

>20 years

Ref. 10-19 years

Survivor Global
Distress
Ref. None

Survivor Somatization
Ref. None

Survivor Depression
Ref. None

Survivor Anxiety
Ref. None

%# Model constructed controlling for sibling sociodemographic, sibling health, and

survivor diagnosis and treatment variables

Table 9 OLS Models examining the association between GSI and subscale T-score and
sibling sociodemographic factors in relation to survivor sociodemographic factors%o#$

GSlI
Coeff.

SE

T

P

Somatization
Coeff.

SE

T

P

Depression
Coeff.

SE

T

P

Anxiety
Coeff.

SE | T

Sibling Age in relation
to Survivor Age
Younger

Ref. Older

Sib Gender Different
in relation to Survivor
Gender

Ref. Same Gender

%#$ Model constructed controlling for sibling sociodemographic, sibling health, survivor
diagnosis and treatment, and survivor health variables
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Table 10 Logistic Regression Model examining the association between GSI and subscale

T-scores (>63) and sibling/survivor sociodemographic, health related variables, and

psychological impairment

Siblings GSI (OR 95%
o))

Siblings Depression (OR 95%
Cl)

Siblings Somatic
Distress (OR 95% ClI)

Siblings Anxiety (OR
95% ClI)

Age

Female Gender
Ref. Male

ref

ref

ref

ref

Minority Status
Ref. Non-minority

ref

ref

ref

ref

Household Income
< $20,000

$20,000 - 59,000
Ref. >$60,000

ref

ref

ref

ref

Education

Less than high school
HS graduate

Ref. College graduate

ref

ref

ref

ref

Employment Status
Unemployed
Ref. Employed

ref

ref

ref

ref

Marital Status
Not married
Ref. Married

ref

ref

ref

ref

Chronic Health Prob
Life/Disable

Severe

Moderate

Mild

Ref. None

ref

ref

ref

ref

Diagnosis
Leukemia
Hodgkin

NHL

Bone

Sarcoma
Neuroblastoma
CNS Tumor
Ref. Kidney

ref

ref

ref

ref

Sib Age at Diagnosis
Not Born Yet

0-9 years

>20 years

Ref. 10-19 years

ref

ref

ref

ref

Survivor Health Status
Fair/poor

Good

Very Good

Ref. Excellent

ref

ref

ref

ref

Survivor Chronic Health Problems
Life/Disable

Severe

Moderate

Mild

Ref. None

ref

ref

ref

ref

Sibling Bereavement
Yes
Ref. No

ref

ref

ref

ref

Sibling Age at Bereavement
0-9 years

>20 years

Ref. 10-19 years

ref

ref

ref

ref

Survivor Second Neoplasm
Yes
Ref. No

ref

ref

ref

ref
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Sibling Age at Survivor Second
Neoplasms

0-9 years

>20 years

Ref. 10-19 years

ref

ref

ref

ref

Survivor Global Distress
Ref. None

ref

ref

ref

ref

Survivor Somatization
Ref. None

ref

ref

ref

ref

Survivor Depression
Ref. None

ref

ref

ref

ref

Survivor Anxiety
Ref. None

ref

ref

ref

ref

Sib Age in relation to Survivor Age

Younger
Ref. Older

ref

ref

ref

ref

Sib Gender Different in relation to

Survivor Gender
Ref. Same Gender

ref

ref

ref

ref

15




REFERENCES:

1 Hewitt M, Weiner SL, Simone JV (eds): Childhood Cancer Survivorship: Improving Care and Quality of
Life. National Academic Press, 2003.

2 Murray JS: Siblings of children with cancer: a review of the literature. Journal of Pediatric Oncology
Nursing, 1999, 16(1), pp. 25-34.

3 Sourkes BM: Siblings of the Pediatric Cancer Patient. In: Psychological Aspects of Childhood Cancer.
Kellerman J (ed.), Charles C. Thomas, 1980, pp. 47-69.

4 Carpenter PJ, Levant CS: Sibling Adaptation to the Family Crisis of Childhood Cancer. In: Pediatric
Psychooncology: Psychological Perspectives on Children with Cancer. Bearison DJ, Mulhern RK (eds.),
Oxford University Press, 1994, pp. 122-42.

5 Wilkins KL, Woodgate RL: A Review of Qualitative Research on the Childhood Cancer Experience
From the Perspective of Siblings: A Need to Give Them a Voice. JPON, 2005, 22(6), pp. 305-19.

6 Sargent JR, Sahler OJ, Roghmann KJ, Mulhern RK, Barbarian OA, PJ Carpenter, Copeland DR, Dolgin
MJ, Zeltzer LK: Sibling Adaptation To Childhood Cancer Collaborative Study: Siblings’ Perceptions Of
The Cancer Experience. Journal of Pediatric Psychology, 1995, 20 (2), pp. 151 -64.

7 Sahler OJ, Roghmann KJ, Carpenter PJ, Mulhern RK, Dolgin MJ, Sargent JR, Barbarin OA, Copeland
DR, Zeltzer LK: Sibling Adaptation to Childhood Cancer Collaborative Study: Prevalence of Sibling
Distress and Definition of Adaptation Levels. Developmental and Behavioral Pediatrics, 1994, pp. 353-66.

8 Lahteenmaki PM, Sjoblom J, Korhonen T, Salmi TT: The siblings of childhood cancer patients need
early support: a follow up study over the first year. Archives of Disease of Childhood, 2004, 89(11), pp.
1008-13.

9 Houtzager BA, Grootenhuis MA, Caron HN, Last BF: Quality of Life and Psychological Adaptation in
Siblings of Pediatric Cancer Patients, 2 Years After Diagnosis. Psychooncology, 2004, 13, pp 499-511.

10 Robison LL, Mertens AC, Boice JD, Breslow NE, Donaldson SS, Green DM, Li FP, Meadows AT,
Mulvihill JJ, Neglia JP, Neshit ME, Packer RJ, Potter JD, Sklar CA, Smith MA, Stovall M, Strong LC,
Yasui Y, Zeltzer LK: Study design and cohort characteristics of the Childhood Cancer Survivor Study: a
multi-institutional collaborative project. Medical Pediatric Oncology, 2002, 38(4), pp. 229-39.

11 Cain AC, Fast I, Erickson ME: Children’s Disturbed Reactions to the Death of a Sibling. American
Journal of Orthopsychiatry, 1964, 34, pp. 741-52.

12 Binger CM, Ablin AR, Feuerstein RC, Kushner JH, Zoger S, Mikkelsen C: Childhood Leukemia:
Emotional Impact on Patient and Family. NEJM, 1969, 280(8), pp. 414-18.

13 Spinetta JJ: The sibling of the child with cancer. In: Living with Childhood Cancer. Spinetta JJ and
Deasy-Spinetta P (eds.). CV Mosby, 1981, pp 133- 142.

14 Peck B: Effects of childhood cancer on long-term survivors and their families. BMJ, 1979, 1, pp. 1327-
29.

15 Kocher GP, OMalley JE: Interviews with Brothers and Sisters. In: The Damocles Syndrome,
Psychological Consequences of Surviving Childhood Cancer. McGraw Hill, 1981, pp. 101 — 11.

16 Murray JS: The Lived Experience of Childhood Cancer: One Sibling’s Perspective. Issues in
Comprehensive Pediatric Nursing, 1998, 21, pp. 217-27.

16



17 Carpenter PJ, Sahler OJ: Sibling Perception and adaptation to childhood cancer: Conceptual and
methodological considerations. In : Advances in child health psychology. Johnson JH and Johnson SB
(eds.) University of Florida Press, 1991, pp 193-205.

18 Derogatis LR: BSI 18 Brief Symptom Inventory 18, Administration, Scoring, and Procedures Manual.
NCS Pearson, 2000.

19 Sahler OJ, Carpenter PJ: Developmental Differences among Siblings’ Perceptions of the Pediatric
Cancer Experience. Developmental and Behavioral Pediatrics., 1987, 8 (2), p. 121.

20 Ettner SL: New evidence on the relationship between income and health. Journal of Health Economics,
1996, 15, pp. 67-85.

21 Hankin BL, Abramson LY: Development of gender differences in depression: Description and possible
explanations. Annals of Medicine, 1999, 31, pp. 372-379.

22 Sharpe D, Rossiter L: Siblings of Children With a Chronic Illness: A Meta-Analysis. Journal of
Pediatric Psychology, 2002, 27(8), pp. 699-710.

23 Barlow JH, Ellard DR: The psychosocial well-being of children with chronic disease, their parents and
siblings: an overview of the research evidence base. Child: Care, Health & Development, 2006, 32(1), pp.
19-31.

24 Oeffinger KC, Merterns AC, Sklar CA, Kawashima T, Hudson MM, Meadows AT, Friedman DL,

Marina N, Hobbie W, Kadan-Lottick NS, Schwartz CL, Leisenring W, Robison LL: Chronic health
conditions in adult survivors of childhood cancer. NEJM, 2006, 355(15), pp. 1572-82.

17



