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Abstract

Background—We examined whether survivors from the Childhood Cancer Survivor Study were
less likely to be in higher skill occupations than a sibling comparison and whether certain
survivors were at higher risk.

Methods—We created three mutually-exclusive occupational categories for participants aged
>25 years: Managerial/Professional and Non-Physical and Physical Service/Blue Collar. We
examined currently employed survivors (N=4845) and siblings (N=1727) in multivariable
generalized linear models to evaluate the likelihood of being in the three occupational categories.
Among all participants, we used multinomial logistic regression to examine the likelihood of these
outcomes in comparison to being unemployed (survivors N=6671; siblings N=2129).
Multivariable linear models were used to assess survivor occupational differences by cancer and
treatment variables. Personal income was compared by occupation.

Results—Employed survivors were less often in higher skilled Managerial/Professional
occupations (Relative Risk=0.93, 95% Confidence Interval 0.89-0.98) than siblings. Survivors
who were Black, were diagnosed at a younger age, or had high-dose cranial radiation were less
likely to hold Professional occupations than other survivors. In multinomial models, female
survivors’ likelihood of being in full-time Professional occupations (27%) was lower than male
survivors (42%) and female (41%) and male (50%) siblings. Survivors’ personal income was
lower than siblings within each of the three occupational categories in models adjusted for
sociodemographic variables.

Conclusions—Adult childhood cancer survivors are employed in lower skill jobs than siblings.
Survivors with certain treatment histories are at higher risk and may require vocational assistance
throughout adulthood.

Corresponding author/reprints: Anne Kirchhoff, 1100 Fairview Avenue North, M3-B232 Seattle, WA 98109 (p) 206-667-4372 (f)
206-667-5977 akirchho@fhcrc.org.
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Introduction

Methods

Participants

There are over 328,000 childhood cancer survivors (CCS) in the United States.! During the
past four decades, survival from childhood cancers has improved substantially due to new
and improved treatments and advancements in supportive care.? Cure, however, is not
without consequence. Surgery, chemotherapy, and radiation are associated with late health
effects that can affect survivors’ physical, psychosocial and cognitive functioning.3-8 As a
result, researchers have increasingly sought to identify the effect of treatment-related health
problems on the social and economic characteristics of adult survivors. Many survivors
report education difficulties, unemployment, and lower incomes, and are more likely to have
public health insurance coverage in contrast to non-affected populations.’-11 The impact of
childhood cancer on occupational achievement, however, has not been reported.

Assessing occupations can capture several aspects of socioeconomic status, summarizing the
income, education and skill requirements associated with achievement of specific job types.
Studies of other high risk populations, such as employed adults with disabilities, find that
even after accounting for educational attainment, these workers are disproportionately
employed in entry-level, lower-wage jobs.12 Such jobs are associated with an increased risk
of morbidity and mortality3, 14 and more exposure to workplace hazards and job instability.
15 Employees in lower-skilled jobs, such as the service industry, have fewer opportunities
for employer-sponsored health insurance, retirement savings, disability leave, and career
advancement than management and professional occupations.16

Certain CCS may be at higher risk for poor occupational outcomes due to their treatment
histories. Survivors treated with cranial radiation face cognitive limitations, hearing loss or
other neurosensory problems.®, 6 Bone tumor and soft tissue sarcoma survivors may have
amputations or limb-sparing surgeries that affect their functional status!” and limit their
ability to perform tasks required for some occupations. Other factors, such as female sex and
younger age at diagnosis, have been associated with lower levels of employment in adult
survivors,® and could potentially impact occupational achievement.

The purpose of this study was to 1) assess whether employed CCS are underrepresented in
higher-skilled occupations and are disproportionately in jobs that require fewer skills
compared to a sibling cohort and 2) determine whether specific risk factors (e.g., female sex
or a history cranial radiotherapy) predict survivors’ occupational attainment. Because many
CCS report physical limitations,1° we were interested in evaluating whether survivors who
were employed in lower-skilled occupations reported their jobs required physical activity,
since we hypothesized that physical problems could limit the types of jobs available to
survivors with fewer employment skills. We also examined whether personal income
differed within occupations for survivors compared to siblings.

The Childhood Cancer Survivor Study (CCSS) is a multi-institutional research initiative
started in 1994 to investigate health outcomes in childhood and adolescent cancer survivors.
The cohort includes survivors diagnosed when younger than age 21 years, and a group of
randomly selected age-matched siblings.20 Participants were diagnosed between January 1,
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1970 and December 31, 1986 and had survived at least five years from the time of diagnosis.
21 22 Eligible diagnoses included leukemia, central nervous system (CNS) malignancies (all
histologies), Hodgkin’ s lymphoma (HL), non-Hodgkin lymphoma (NHL), Wilms tumor,
neuroblastoma, soft tissue sarcoma, or malignant bone tumor. The Human Subjects
Committees at the 26 participating institutions reviewed and approved the CCSS protocol.

CCSS participants have completed a baseline survey (1994-96) and four follow-up surveys.
We performed the current cross-sectional analyses using the second follow-up (2003),
because detailed information was asked about current occupation at this time. Information
on cancer type, treatments received, and clinical characteristics of the survivors was
obtained from medical records.

At baseline, there were 14,357 survivors and 3,418 siblings. By the second follow-up, 8.2%
survivors had refused contact or were lost to follow-up, and 11.3% had died; 10.5% of
siblings were no longer being followed. Of the remaining 11,560 survivors and 3601
siblings, the second follow-up was completed by 9289 survivors and 2792 siblings. Because
26% of survivors between ages 20-24 were still in school, we excluded 2145 survivors and
512 siblings who were <25 years of age at survey completion. Students engaged in post-
secondary education likely have jobs that do not reflect their eventual occupational
attainment. We used no upper age limit, because the oldest eligible survivors and siblings
were 54 years and 58 years respectively.

We generated two analysis samples from the remaining N=7144 survivors and N=2280
siblings. First, we excluded the 473 survivors and 151 siblings with missing employment
information. Then, because of the high levels of unemployment (survivors 27%, siblings
19%), we performed analyses comparing the occupations of employed to unemployed
participants (N=6671 survivors and N=2129). We also performed analyses limited to
participants who were currently employed (N=4845 survivors, N=1727 siblings).

Occupation measures

CCSS participants were asked to list their main job title and tasks. These were coded
according to the US Department of Labor Standard Occupational Classification (SOC)
System (http://www.bls.gov/soc/). The SOC has 23 major occupational groups that include
detailed information on occupations requiring similar job duties, skills, education, or
experience. We excluded military due to potential differences in skill requirements (N=10
survivors; N=16 siblings).

The remaining 22 groups were classified into three mutually exclusive occupational
categories (Figure 1). First, occupations were coded as “Professional/Managerial” or
“Service/Blue Collar.” We grouped Professional/Managerial positions according to
assessment of skill levels and/or experience to capture higher skill and experience jobs.
Because of medical conditions potentially limiting survivors from performing physical labor
common to Service/Blue Collar occupations, we coded the remaining occupations as
Physical or Non-Physical. Participants reporting mostly heavy labor or physically
demanding work were coded as “Physical.” Those reporting primarily sitting, standing or
walking were coded as “Non-Physical.” We used the 5-point Job Zone classification
developed by occupational experts from the Occupational Information Network (O*Net)
database (http://onetcenter.org) to assess agreement with our created occupational
categories.23 Occupations with higher Job Zone scores require more education, preparation
and training, and the “Professional/Managerial” average Job Zone scores (3.4-5.0) were
higher than Service/Blue Collar (1.0-2.7).
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Other measures

Statistical

Results

For the survivor-sibling comparisons, we included current age, sex and race in all models.
Full-time employment was considered as working =30 hours per week and part-time <30
hours. Cancer recurrence and secondary cancers (not including nonmelanoma skin cancers)
were examined to account for subsequent events. For chemotherapy and radiation treatment,
we evaluated whether survivors received any of these therapies as well as the specific types
of chemotherapeutic agents (platinum, alkylating agents, anthracyclines, and bleomycin) and
the location of specific radiation regions (brain/head, neck, chest, spine, abdomen, pelvis,
arm/leg, or total body irradiation). We hypothesized that cranial radiation would be highly
related to occupation and created a 7-level categorical variable to investigate doses. All
other cancer-related variables are listed in Table 2.

analyses

The proportions of survivors and siblings in each occupational category (including
unemployed) were calculated overall and by demographic characteristics. Additional
proportions were calculated for survivors by cancer and treatment characteristics.

To compare survivors to siblings, we used multivariable regression with robust variance
estimates to account survivor-sibling correlations24 adjusting for age, sex, and race. We
limited the analyses to employed participants, comparing survivors in each cancer diagnosis
group to siblings, separately for Professional/Managerial, Non-Physical, and Physical
occupations. Because of the high proportion of participants in each occupational category,
the results are reported as relative risks (RR) with 95% confidence intervals (95% ClI).2°
Sensitivity analyses examined the impact of excluding the highest and lowest average Job
Zone values and were consistent with the overall regression estimates. Next, to assess
differences in occupations and unemployment between survivors and siblings, we calculated
predicted probabilities from multinomial logistic regressions for the categories of full- and
part-time Professional/Managerial, Non-Physical, and Physical Occupations and
Unemployed?* with an interaction for survivor/sibling status by sex.

To estimate associations of cancer and treatment-related variables with the occupational
categories, we next performed multivariable relative risk regressions limited to employed
survivors. Cancer diagnosis was not included due to being closely related to treatment. We
first examined the 7-category cranial radiation dose variable with current age, sex and race.
We then investigated the other treatment variables, considering that many of the cancer
treatments are related. We also calculated predicted probabilities from ordinal logistic
regressions for yearly personal income for the survivors and siblings by occupation. Because
of potential endogeneity with occupational status, we examined educational attainment
separately for all regressions. Analyses were performed using Stata version 11.0 (Stata Corp,
College Station, TX). All reported p-values are two-sided and considered significant at
a=0.05.

Twenty-seven percent of survivors were unemployed compared to 19% of siblings
(P<0.001). Unemployment was due to staying at home to take care of family or children, or
being a student or retired (survivors 12%; siblings 14%), not working because of health
limitations (survivors 9.3%; siblings 1.5%), and being unemployed but currently seeking
work (survivors 5%; siblings 2.7%). Among survivors, 39% reported a Professional
occupation compared to 48% of siblings (P<0.001), although the distribution of specific jobs
within this category did not differ (Figure 1). The proportions reporting Physical (25% vs.
27%) and Non-Physical (7% vs. 7%) occupations were similar between survivors and
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siblings; however, within these categories there were differences in the proportions reporting
certain jobs.

Survivors in all occupational categories tended to be younger or male more often than
siblings, while the proportion working full-time did not differ (Table 1). Fewer survivors
with leukemia or CNS tumors were in Professional jobs and those with higher doses of
cranial radiation were less often employed or working in Professional jobs (Table 2).

Survivor-Sibling comparisons

In multivariable regression models restricted to currently employed participants (Table 3),
survivors were less likely to hold Professional occupations (RR=0.93, 95% CI 0.89-0.98)
and more likely to be employed in Non-Physical occupations (RR=1.15, 95% CI 1.07-1.24)
than siblings. Leukemia, CNS tumor, and NHL patients reported fewer Professional
positions, while bone cancer patients were more likely than siblings to be working in a
Professional occupation (RR=1.12, 95% CI 1.04-1.21). Leukemia patients were more likely
(RR=1.26, 95% CI 1.03-1.54) and bone cancer patients less likely (RR=0.37, 95% CI 0.23-
0.61) to report Physical occupations. The estimates remained similar when adjusted for full-
or part-time employment status and education. Except for neuroblastoma, survivors of all
cancer types reported more unemployment compared to siblings.

In our multinomial models, we found differences by sex in the proportion unemployed and
for part- or full -time employment (Figure 2). Both male and female survivors were more
likely to be unemployed (males 17%, females 38%) than siblings (males 9%, females 25%).
Twenty-seven percent of female survivors, 42% of male survivors, 41% of female siblings
and 50% of male siblings held a full-time Professional occupation.

Survivor risk group comparisons

When we limited the analyses to only employed survivors, female survivors were actually
more likely to hold Professional (RR=1.13, 95% CI 1.07-1.19) and Non-Physical (RR=1.19,
95% CI 1.10-1.29) occupations than male survivors, and less likely to report Physical
occupations (RR=0.19, 95% CI 0.14-0.25) (Table 4). Black survivors were 33% less likely
to report Professional occupations, and Black, Hispanic and Other race survivors were 33—
36% more likely to be unemployed compared to White survivors. Survivors diagnosed at
age =5 had an increased odds of Professional and decreased odds of Non-Physical and
Physical occupations.

Employed survivors with cranial radiation doses >18 Gy were between 22%—29% less likely
to hold Professional positions than survivors without this treatment, and more likely to be
employed in Non-Physical jobs. For Physical occupations and cranial radiation, there was a
parabolic effect in that only mid-range doses between 18-24 Gy were significant (RR=1.57,
95% CI 1.20-2.05). Doses of =235 Gy were associated with a 1.61 higher risk of
unemployment (95% CI 1.39-1.87). CNS tumor resection imparted a decreased odds of
Professional (RR=0.82, 95% CI 0.73-0.92) but increased Non-Physical (RR=1.23, 95% CI
1.09-1.40) occupation. Platinum chemotherapy was associated with a decreased likelihood
of Physical employment (RR=0.34, 95% CI 0.14-0.80). No other chemotherapy agents or
radiation sites were significant. The estimates remained similar when adjusted for education
except cranial radiation attenuated.

Personal income

Yearly personal income differed by occupation for survivors and siblings in models adjusted
for age, sex, marital status, and full- or part-time employment status (Figure 3). Survivors
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were more likely than siblings to make less than $20,000 per year and were less likely to
report incomes greater than $40,000 per year in each of the occupation categories. The
income differences remained similar in magnitude when education was included.

Discussion

Studies of adult CCS have increasingly sought to identify and explain the impact of late
effects on their social, economic and demographic outcomes. We found that adult survivors
were less likely to be employed in higher-skill occupations when compared to siblings.
Survivors, particularly those with a history of CNS tumors and leukemia, reported jobs that
were non-physical more often than siblings. Because of the physical late effects from cancer,
we hypothesized that CCS would be less likely to report occupations that required high
levels of physical activity, but this was only significant for bone cancer survivors.

Our results that suggest survivors are more often employed in lower skill occupations have
implications for their economic status throughout their lifetimes. The average yearly income
from the 2003 Bureau of Labor Statistics for our Professional/Managerial category was
approximately $49,000 (range: $32,400-$70,870) compared to less than $24,000 (range:
$15,390-$34,290) for Service/Blue Collar.26 Within occupational categories, personal
income was lower for survivors compared to siblings even when adjusted for education.
Future studies should examine more detailed assessment of survivors’ career decisions and
occupations and the effect on income. There may be work experiences or lifestyle decisions
that differ between the survivors and siblings not captured in our categories. Additionally,
survivors with chronic health problems may be intermittently employed, affecting their
income potential despite working in similar fields as siblings.

Certain cancer and treatment-related factors were linked to occupational differences. CNS
tumor resection was associated with decreased Professional employment, and all surgery
types were associated with unemployment. Platinum chemotherapy, which was primarily
used in the CCSS cohort for osteosarcoma patients, conferred a 66% decreased likelihood of
reporting Physical work, although due to the small number in this category, this finding
should be interpreted with caution. Conversely, the bone cancer diagnosis group was the
only diagnosis group more likely to be working in Professional jobs than siblings. Among
CCS, a younger diagnosis age is associated with cognitive impairment and learning
disabilities requiring special education’, 11 and an increased risk of specific medical
conditions.2” We found as age of diagnosis increased, the likelihood of Professional
employment increased, while survivors diagnosed at a younger age were more likely to hold
Service/Blue Collar jobs.

Fewer survivors were employed in Professional jobs and more survivors were in Non-
Physical jobs with increasing doses of cranial radiation. Mid-range doses (18-25 Gy) were
the only cranial radiation dose associated with an increased likelihood of Physical work,
suggesting that survivors with a history of higher doses may not be physically able to work
in certain occupations. Patients receiving cranial radiation — typically CNS and leukemia
patients — often face neurocognitive deficits, including motor skill limitations and decreased
abilities in acquiring new skills and information, although the risk decreases with lower
doses.?, 8, 28 Not only are these survivors at a higher risk for poor health outcomes and
unemployment,8, 18 but if they are working, our findings suggest they may be
disproportionately employed in lower skill positions.

Black survivors were less likely to be employed in Professional and more often in Non-
Physical occupations than white survivors, while no racial/ethnic differences were found for
siblings. Black survivors report similar health status as white survivors when adjusting for
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socioeconomic status,2? and when we controlled for socioeconomic variables, such as
education, our racial and ethnic occupational differences persisted, suggesting that there may
be factors beyond health status influencing racial/ethnic employment differences. CCS
report difficulties obtaining employment,39 and minority race survivors may face differential
discrimination by employers for hiring or providing access to training or career
advancement opportunities.

The differences in our results depending on the inclusion of unemployed or only employed
survivors demonstrates the necessity in comparing both groups due to the high proportion of
unemployed female survivors. In analyses limited to employed survivors, female survivors
were more likely than male survivors to be employed in Professional occupations. However,
when we considered the proportion unemployed in the denominator, female survivors were
less likely to work in these occupations and more likely to be unemployed compared to male
survivors and male and female siblings. These results suggest that future studies should
investigate how the cancer experience differentially affects career decisions for female
survivors, including the decision to work, and whether to work full- or part-time. Coupled
with our earlier analyses that found female survivors at an increased risk of health-related
unemployment,3! female survivors may particularly vulnerable for poor labor force
outcomes.

There are certain limitations with this study. Aggregating occupations may obscure further
job skill differences between survivors and siblings. Although there are well-known
indicators of occupational status and social class available, such as the Duncan
Socioeconomic Index, we hypothesized that occupational groupings tied to potential
differences in skills and physical ability would best describe our population and our
sensitivity analyses showed the robustness of our classifications. Using cross-sectional
occupational information limited our ability to detect further differences if we had been able
to summarize years of experience in specific occupations or other longitudinal occupational
measures. Also, we did not have information on comorbidities beyond cancer recurrence and
secondary cancers, which may impact on CCS occupational outcomes.

Childhood socioeconomic status and parental occupation are predictive of adult employment
and occupational status, and were not available in the current study. However, by comparing
the survivors to a sibling cohort, we provided some control for childhood socioeconomic
status, although not all survivors had a sibling pair (N=1,592 pairs in the full sample).
Additionally, 24% of survivors and 19% of siblings have been lost to follow-up or refused
participation since baseline; because individuals with lower socicoeconomic status are less
likely to participate in health surveys, our estimates of the proportion of survivors in low-
skill jobs may be conservative.

CCS are less often employed in higher-skill occupations. Future studies are needed to
determine why survivors make specific career decisions, to elucidate what survivors need to
be successful in the workplace, and to assess the barriers survivors face in developing their
careers. Long-term survivorship programs should offer vocational assistance to CCS from
the point of initial treatment throughout their careers, and may need to provide a broad array
of services depending on a survivor’ s psychosocial or health status to maximize their
occupational potential. High-risk survivors, due to their treatment history or demographic
background, may also need additional resource assistance from community vocational or
educational services.

Barriers exist to getting occupational services to the neediest survivors. Uninsured CCS may
not be able to obtain survivorship services, and, even for insured survivors, occupational
rehabilitation services may not be covered. Furthermore, current national policies that
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encourage workforce participation for individuals with disabilities should be extended to
provide those employed in low-skill and entry-level jobs — such as many adult survivors of
childhood cancer — opportunities to advance their careers.12 As research continues to
acknowledge the social, psychological and financial impacts of childhood cancer,
identifying survivors for occupational intervention will help to improve their quality of life.
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.

Healthcare support

Famming, fishing, and forestry

<y

Percent

Figure 1. Distribution of jobs among survivorsand siblings by occupation

* N=4845 survivors and N=1727 siblings who were currently employed; Professional:
N=2589 survivors and N=1026 siblings; Non-Physical N=1787 survivors and N=551
siblings; Physical N=469 survivors and N=150 siblings

TThe proportions reporting specific Professional jobs did not differ significantly between
survivors and siblings.

The proportion of survivors and siblings reporting Non-Physical work was significantly
different for this job.

8The proportion of survivors and siblings reporting Physical work was significantly different
for this job.
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Figure 2. Predicted probabilities of occupational statusfor survivorsand siblings by sex*
*Survivors (N=6662) and siblings (N=2072); estimates adjusted for current age and race and
an interaction for survivor status by sex. Unemployment does not include full or part-time
status.
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Figure 3. Predicted probabilities yearly personal income by occupation for survivorsvs. siblings
*Income category difference significant at p<0.05; models adjusted for sex, age, race,
marital status and full- or part-time employment status

Cancer. Author manuscript; available in PMC 2013 January 17.

B Survivors

O Siblings



Page 13

Kirchhoff et al.

S 8T L LTT LT 14 L 1€ 6 67 g T6 6 06 9 197 8 CLT 9 90% uelpeued
OURINSU| Yl[eaH

4 62T 69 080T 6€ 89 €9 96¢ A [4ir4 €9 TCTT 144 [3¢14 €9 ot or cv8 29 8ETY ON

89 €LC 144 9L 19 c6 LE €LT €9 6vE LE 999 99 €S LE 86 09 18¢1 8¢ €€5¢ SIA
uaIpiyo

0€ [44) 99 ST0T or 09 TS ove 8¢ T1e €9 cv6 123 {5424 [4% 8L0T Ge 9€L 18 Glce patirew 10N

0L 8¢ 144 708 09 68 6 8¢¢ 29 LEE Ly 9€8 L9 189 89 €0ST 99 G8ET 6v TLEE pateN
§SnIEs ele N

18 LvE [ 68¢T 99 L6 cL 8€¢ 6. [454 LL €LET 96 186 56 S9ve 18 1981 Z8 S9YS a1ow Jo 3a]10d dwos

€T S 8¢ €09 G€ ¢S 8¢ 0€T TC 8TT €¢ 90¥ ¥ 44 ] Tt €T 99¢ 8T 09TT [ooyds ybiH s
#uoieonp3

4 L 6 19T 1% 9 9 6¢ 4 17 9 10T € 9¢ 9 6vT € 0S L 9EY paxiw/isyio

14 T S 78 € S 14 LT € 1 € Jeie} 4 LT € €8 € 18 % 6€C oluedsiH

4 L 14 LL T T 4 T 4 €T 14 L 4 8T 4 114 4 6€ € 80¢ dluedsiH-uou Hjoelg

€6 65€ 8 96T c6 SET c6 1144 €6 S67 88 9597 ¥6 8¢6 68 ¥0€C €6 LT6T 18 ASYAS] J1UBdSIH-UOU ‘BNUYAN
4%y

9L L0€ ¥9 LTT 0¢ 0€ €T 69 €9 ¥6¢ 8 0S8 4] €S o 002T e} SoTT 67 98¢¢ dlewa

124 56 9€ 6v9 08 0ctT 18 (044 Ly 1G¢ [4s} LE6 8y 4514 S 68€T °14 96 18 G8€Ee dleN
xS

€T €9 8 [44" 11 LT 9 9¢ LT 96 8 LET LT ¢LT ) TlLC 9T 8€e 6 9/G +Sy

A 9T ve €79 LE 99 6¢ SET € €TC [43 189 8¢ 06€ 8¢ €6 8¢ 908 e ¢0¢€e y—G€

0S 414 69 TL0T 19 LL 99 80¢€ 1474 (4724 09 6907 17 Yor ¢S SYET o G86 LS €6.E ¥€-G¢
(s1eak) abe 1ua 1und

% N % N % N % N % N % N % N % N % N % N

20v=N'sBullgiS  9Z8T=NSIOAIAINS

0ST=NSBUIOIS  69Y=NSIOAININS  TGG=NSBUIQIS  /8/T=NSIOAININS  9Z0T=NSBUIOIS  685¢=NSIOAININS  62TZ=NSBUNgIS  T/99=N SIOAIAINS

pakojdweun

feasAud

[eosAyd-UoN [eUOSSaJ0 Id (%N
Sldures jn4

paAojdw3z

$watermark-text

$watermark-text

snyess Jeuonednado Aqg sBuljqis pue SIOAIAINS JO SonsLdloeteyd J1ydesbowsg

T alqel

$watermark-text

Cancer. Author manuscript; available in PMC 2013 January 17.



Page 14

Kirchhoff et al.

sBullqIs GZTZ=N ‘SI0AIAINS £299=N AQ paniodas soueinsul Yyjes

Hy

sBunqs TgTz=N ‘SIOAIAINS 9799=N pauiodal snyels _E_%_\,_de

sBulqIs £2TZ=N ‘SI0AIAINS GZ99=N Aq paniodai uo1eaNpa panaiyoe 1seybiH

't

sBullqIs /G0Z=N ‘SIoAIAINS 0G99=N Aq payiodal Z_o_E:m\m_%w_uN

'snyels JuswAodwia Joy 1daoxa ajdwres ||ns ay3 10y100°0>d

1e Jueoubis suosLredwod Buljqis-10AIAINS |1y "siuedionued pakojdwa AjJuaiind Joj pare|najea Ajuo si yoiym ‘snyess JuswAojdwa 10y 1daoxa uolrewloul jeuoriednado pue juswAojdwa ajgejiene Yium sieakgg zsiuedionted pafojdwaun pue pafojdws Jo pastidwod si ajduwres |jn4
*

€T 6T L T€ 0T o] qT 19¢ 6 ) L 88T 0T 89T 0T L8V (sinoy pg>) swn-ued

VN VN /8 TET €6 8¢y 06 96v G8 6TST 16 [43%3] €6 Tove 06 6GST 06 8GeY (s1noy pg=) swn-In4
snyels JwewAodw3

T 8G 8T GTE 0T qT 9T 9L 8 [44 1 68T 14 [44 14 STT 8 19T T G69 ON

18 vee 9L 89€T €L 80T LL 65 €8 09t ¥8 66T 18 768 68 96¢¢ 78 9811 €8 2¢ss SOA

% N % N % N % N % N % N % N % N % N % N
20v=NsBul|qIS  9Z8T=NSIOAIAINS  OST=NSBUIQIS  69F=NSIOAIAINS  TGG=NSBUIIQIS  /8/T=NSIOAIAINS  9Z0T=NSBUIqIS  68GZ=NSIOAIAINS  62TZ=NSBUIIQIS  T/99=N SIOAIAINS
rosAud leSAU-UON eUOSSO0 Id (%N
pakojdweun 2ldures jjn4
paAojdw3

$watermark-text

$watermark-text

$watermark-text

Cancer. Author manuscript; available in PMC 2013 January 17.



Page 15

Kirchhoff et al.

1z 06¢ 9 69 Lz a8 or Ta4 690T €/-0L6T
elo Juswieal |

L2 092 9 LS 9 152 or 98¢ 56 0e<

1z TVTT L 967 Lz rA4ns 8¢ 65T 0Lty 0e-T¢

8z sey 8 9TT Sz 6€ o 219 1¥ST 0zs
ssoube|p aouIs S 1ea A

1z 01T L 957 Lz 80.1T 6€ 29e 9£€9 ON

Ge 91T 4 €1 ve 6. 8¢ Lzt gee SOA
S Jooued A repuodes

1z €291 L 62 Lz 8197 6€ 6Y€C 6709 ON

T€ €0C 9 o 9 691 L€ ove 259 SOA
QUL 1IN3B 1 JBIURD

Sz 99 S €L e ore o 6.9 yorT s1eak GT2

12 29y 9 0T Sz ey rag 1zl 621 s1eak y1-0T

62 98y 8 vET 8z oLy 9 909 969T s1eak 6-G

62 218 6 LGT 0€ 95 € LS z8L1 s1eak v S
ssoubelp reaby

62 20T [ LT 144 st Ly Gze 969 130ued Buog

24 €aT L 14 e 65T o 162 059 BLIODJES BNSST} YOS

72 €L 9 1T 1z 8. 154 61T 182 BLUOJSE|GOINAN

L2 62T 9 8z Lz 0€T or G6T 287 Jowiny SWiIp

4 evT 6 [AS] LT 65T 6¢ €2 685 ewoydwAT unibpoH-uoN

vz 652 9 9 ve 192 A4 z18 960T aseasid s ,UDIBPOH

44 79€ 9 0S Lz 12 4 L6T 628  WRISAS SNOAIBN [eus)

Sz 905 6 96T 7€ €9 g€ €TL 90T eIWNST
ssoubeiq

% N % N % N % N

(%) 69v=N [eosAud  (9%L¢) 28.T=N [edisAyduoN  (%6€) 6852=N [elefeue N/euossaj0ld N T/99=N

(9%g2) 928T=N pako|dwsaun

paAojdw3

$watermark-text

$watermark-text

. SN1e1s [euor1ednado A SIOAIAINS J0) SIIISLIB)RIRYD Pale|al-JusLuyeal) pue Jsdue)

¢?olqel

$watermark-text

Cancer. Author manuscript; available in PMC 2013 January 17.



Page 16

Kirchhoff et al.

194 L2 S € ve 91 o¢ 14 99 Burreds-quin
1€ 9€eT € T 12 26 44 06T ey uoneinduwy
s915 AbIng
62 9z 6 sl 8z £22 ve 91z 018 JDuIssIN
Ly 882 g 62 9z 291 2 vET €19 A9 gez
9z ve 9 8 9 oy € Ty 621 A9 ye-5z
74 81 T z8 €e vz 1€ 822 1271 A9 yz-81
2 Lzt 8 14 0€ 65T 6¢ 802 6€S £9 81>
a4 v 8 ST 1z ov ov 26 681 401y someas
vz sy 5 16 74 oLy oy 898 1881 §MOI J3nEdS
asop anneInwiny
9 29y L 811 T4 ovy oy L 29LT 3UON
Fuonelpel eiue.d
82 59T 6 v 0g 9.1 ze 681 85 JDussIN
9 09 L 81T T4 gey oy 9€L 6v.T uonelpel oN
8z 7027 L 162 1z 97T 8¢ 99T 8eey Auy
uotielpey
8z 9T 0T 55 0g €T ze 981 8.5 JDussIN
1z 965T L 60 1z 45T 6€ 1622 9585 wnuierd o
8z 99 z g T4 09 Sy 90T L€2 Auy
Ade jayjowaydp wnuire|d
62 €91 6 s 0¢ T ze 8T 8.5 JBuIssIN
0€ 107 9 L le 6S€E 8¢ G0S 6EET Adesayrowayo oN
1z 1921 L ove 9 5621 o 8681 vSLY Adesaypowayo Auy
Ade Joylowayd
9z 86v L 8eT 9z 16 ov 181 88T 98-286T
8z FAslS L YT 1z 9€g 8¢ 69. 9002 18-8L6T
8z 98y L 1T 8z Gy L€ 8¢9 AR LL~Y16T
% N % N % N % N
(%2) 69v=N reosAud  (%/2) 28.T=N EoSAUdUON  (%6E) 68G¢=N [elebeue N/eUOSSa0Id N T.99=N

(%€2) 928T=N pafojdweun

paAo|dwg

$watermark-text

$watermark-text

$watermark-text

Cancer. Author manuscript; available in PMC 2013 January 17.



Page 17

Kirchhoff et al.

(Ao ss

01 T<) AgJeau sem juawIeal) Ing ‘Juswibas 0} Juawyeal) 19a11p ou=yB1y Janeos ‘(A9 T> 01 o< abues asop) Apog ayp 40 Lied WO 0) UOIIBIPR] PaAIZda] JusIed INg ‘Urelq JO pesy 03 JUBWILaI) OU=MOT J311eds

s

*(T98G=N) UOIBWLIOJUI UOIRIPE [eIUBID UM 81nsodxe uolelpel BulAIoas syusiied Jo Jaquinu si Jojeuliousq

't

*sInsodxa JuaLwiea.) pajielsp BuipseBal UoIEWIOUI [DIPaL JO 3Ses|al 104 JUBSUOD 3pIA0Id 10U pIp oym $108lgns sapnjoul

4/
MoJ Ag parejnajea sabeiusdlad
*

154 98¢ 9 LS 8z €92 9z e 056 uondasal SNO
% N % N % N % N
(9%¢2) 69v=N E0SAUd  (%/2) /8/T=N eosAyduoN  (%6€) 685Z=N [el.efeueN/euOSSS0ld N T/99=N

(%€2) 9281=N pafojdweun

paAo|dw3

$watermark-text $watermark-text $watermark-text

Cancer. Author manuscript; available in PMC 2013 January 17.



Page 18

Kirchhoff et al.

‘syuedionued pakojdws 03 paAojdwaun pasedwod [apow uoissaifial pakojdwaun ayL

4

*(xas pue aoel ‘abe) sajgerren alydelbowsp pue jeuoiednaoo
a|qeyiene pey oym (029T=N) sBujqis pue (9€8y=N) SIOAIAINS papnjoul sasAjeue ay] ‘siuedionued pakojdws Buowe sariobaled [euonednddo omi Jaylo ays 0] 1saaiul Jo uoirednado ay) aredwod suoissalbay
¥

T000> 08T'SeT 99T T000> T90-€20 L€O 2.0  €TT¥80 L60 €000 TZT¥0T <2IT 180ued auog
v000  6Y'T'80T 22T 190  8ZT-890 €60 180  ¥TT-G80 860 IS0  CT'T-G60 €0T BLUODIES 3NSSH YOS
900 €5T'660 €ZT 160  ZET-ES0 G80 €0  YET-T60 OTT 050  60T-€80 960 ewolse|qoInaN
T000> 6ST'CTT €T 120  €2T-/60 ¥80  LT0  O0€T-S60 TITT TL0 60T-880 860 Jowny swyim
T000> €.T%2T LT  Tv0  S€T-6.0 10T  S00  €ET-00T 9TT €00  66'0-T80 680 ewoydwA] unbpoH-uoN
1000> O0STYTT TET 900  2T'T-¥90 GS80 880  ¢U'T-/80 660 820  TTT-L60 0T asessiq S.uniBpoH
T000> 992°0TC 982 S0  TvT-LL0 %0T T000> 29T-TET 8yT T000> T80-G9'0 2.0  WalSAS SNoAISN [eus)
7000> TYTTITT 92T +000 ¥ST-€0T 92T T000> OVI-9TT LT 10000> G80-v.0 6.0 elwayna
T000> 09T'Z€T ST G20  9TT-280 /60 TO00> +gT-/0T GT'T €000 860680 €60 SIOAIAITS ||V
T 1 T T (e e 1) sburgis
aneAd 1D %S6  HY  OnPeAd 1D %S6  dY  eneA-d 1D %S6  HY  eneAd 10 %S6  dY
Pefojdwsun Jeoshud [eosAyd-uoN LJeuossaj01d

$watermark-text

,.SBurqis 01 pasedwod snjels [euoiednado ,SI0AIAINS JO (1D 9%S6) S[RAISIUI 30USPIILOD 04G6 PUe (HY) dSU aAeIaY

€9lgel

$watermark-text

$watermark-text

Cancer. Author manuscript; available in PMC 2013 January 17.



Page 19

Kirchhoff et al.

T000> /87T-6€T T9T 80 T¥r1-G9°0 960 T000 <2ST-ZI'T OET 2000 ¢60-/90 8.0 £9 gez
180  ZrT-9.0 ¥0T ¥80 ¢8T-8Y0 €60 <2000 6LT-vI'T 2yl 8000 260-LG0 €L0 A9 ye-Gz
960 9TT-S80 00T TO00 S0Z-02T LST TO0O0> LyT-GTT 62T T000> 080790 TLO A9 yz-81
Ge0  0TT-9.0 160 /80 T¥T-9.0 €0T 900 €€T-660 GIT 200 860-8.0 880 £9 81>
G680  TE€T-2L0 /60 T80 6LT-€90 90T 920 ETT-S90 G880 8¥0 02T-¢60 GSOT ybuy Jeneds
6,0 TTT-/80 860 TT0 SOT-€90 ¢80 660 TU'T-060 00T 990 80T-G60 T0T MO] 131780

T 1 T T (4a1) suoN

uoljelpe. felue.Id
yT'0  90T-89°0 S80 G000 08020 6y0 200 TOT-890 €80 T000> CSTVIT TET s1eak GT=
TT0  €0T-S.0 880 2000 €80-¢r0 650 TO0 960-T.0 €80 T000> 9YT-8TT TET sieak 47-0T
v€0  L0T-280 ¥60 €00  L60-.G0 S0 6T0 ¥OT¢80 <¢60 €000 LZT-SOT 9TT s1eak 6-G
T T T T (Jas) sieahky s

sisoufelp e aby

T000> SST-LTT V€T 6.0 6€T-G90 S60 960 8I'T-S80 00T 060 CT'T-880 660 PAXIW/IBYO

¥000 T9T-60T €T 8T0 82¢-980 OVT /y0 LTT-TL0 T60 €80 9T'T-€80 860 o1uedsiH

1000 0LT-60T 9€T 990 28T-6€0 v¥80 T000> G8T-¥¢T TIST 000 880-1S0 290 a1uedsiH-uou oe|g

T 1 T T (J81) owuedsiH-uou ‘sHym
ey

T000> TT'Z-9.T €6T T000> G2O0-¥T0 670 T000> 62T-0TT 6T T000> 6TT-20T €TT a[ewad

T 1 T T (a1) a1
x5
6,0 92T-¥.0 960 ¢€0 /p2-SL0 9T  ¥80 GZT-9.0 860 S0  TITT-I80 S60 +Siy
090 0ZT-060 ¥0OT 060 OVI-¥.0 ¢0T 860 ¥T'T-/80 00T €60 60T-T60 00T vy
T T 1 T (1) ve-G2
(sJeak) abe Jus 11nD
d 1D %S6 oY d 1D %S6 Y d 1D %S6  dd d 1D %S6  dd

(928T=N) 4+ pofojdweun

(69v=N) | PeosAUd

(£8LT=N) | leo5AUL-UON

(6852=N) | lPUOES3J0.1d

_Gv8y=N) poroldwis

$1010B) pale|al-1uswieal) pue Jadued Aq snyels [euoiednado ,SIOAIAINS JO (1D 9G6) S|eAISIUT 92USPIIU0ID 9466 PUR (HY) MSIY aAlR|aYy

$watermark-text

v alqel

$watermark-text

$watermark-text

Cancer. Author manuscript; available in PMC 2013 January 17.



Page 20

Kirchhoff et al.

'G86G=N Sem azIs ajdwes ‘sI0AIAINS paAoldwa ay} 03 SIoAIAINS pakojdwiaun sy pasedwod parewnss uolssaibial pakojdwaun ay .Jp

"JUBWIBA.} U0 UoHewWIojuI Buissiw

01 8Np GY8Y UBY) JB|[ewWS 8Je 858} ‘85Z=N [291SAUd Pue ‘6GZ7=N [e2ISAUd-UON ‘TZiy=N [BUOISSa}01d 8JaMm sazis a|dwies "sa1i0Ba1es omi Jay10 8y} 0} 158183Ul JO UoIednao0 sy asedwod m_s_mh,é_.%w_k

"S|3POW [& Ul JUBDIHIUBIS-UOU SeM UDIYM “eld Juswieal) 1oy paisnipy
*

S00  L6'T-00T O¥T
T

SOA
(Ja1) oN

Bulreds-quii

€000 SST-60T O€T
T

SOA
(Ja1) oN
uolreIndwy
T000> 8¥VI<¢IT'T 621
T

1000

or'T-60T €¢'1

1

1000 26'0-€L°0 SIA

(301) oN
uondese J JOWNISND
080410 €0
T

SOA
(301) oN

d D %s6 ¥4 d D% ¥4 d D%se ¥4 d 1D %6 A
(69¥=N) | oAU (£8L1=N) | POBAUd-UION  (68G2=N) | [UOISSBJ0 1]

(9281=N) 4+ pafoidweun

(G8y=N) peAojdw

$watermark-text $watermark-text $watermark-text

Cancer. Author manuscript; available in PMC 2013 January 17.



