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Abstract

Introduction: We investigate the risks of subsequent primary bone cancers after childhood and adolescent cancer in 12
European countries. For the first time, we satisfactorily address the risks beyond 40 years from diagnosis and beyond 40 years
of age among all survivors.

Methods: This largest-ever assembled cohort comprises 69460 five-year survivors of cancer diagnosed before age 20 years.
Standardized incidence ratios, absolute excess risks, and multivariable-adjusted relative risks and relative excess risks were
calculated. All statistical tests were two-sided.

Results: Overall, survivors were 21.65 times (95% confidence interval = 18.97 to 24.60 times) more likely to be diagnosed with a
subsequent primary bone cancer than expected from the general population. The greatest excess numbers of bone cancers were
observed after retinoblastoma, bone sarcoma, and soft tissue sarcoma. The excess number of bone cancers declined linearly with both
years since diagnosis and attained age (all P < .05). Beyond 40 years from diagnosis and age 40 years, there were at most 0.45 excess
bone cancers among all survivors per 10000 person-years at risk; beyond 30 years from diagnosis and age 30 years, there were at most
5.02 excess bone cancers after each of retinoblastoma, bone sarcoma, and soft tissue sarcoma, per 10000 person-years at risk.
Conclusions: For all survivors combined and the cancer groups with the greatest excess number of bone cancers, the excess
numbers observed declined with both age and years from diagnosis. These results provide novel, reliable, and unbiased
information about risks and risk factors among long-term survivors of childhood and adolescent cancer.
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Survival after childhood and adolescent cancer has improved
substantially, with approximately 80% of those diagnosed sur-
viving at least five years (1). As a result, there are now an esti-
mated 300000 to 500000 survivors of childhood and adolescent
cancer in Europe (2). However, increased survival comes at a
cost because the treatments utilized to achieve such successful
survival rates are also associated with adverse health outcomes.
One of the most serious such outcomes concerns subsequent
primary neoplasms (SPNs), with reports on cancer-related or
treatment-induced SPNs first being published in the 1970s (3).
Since then, numerous studies have demonstrated that there are
substantially higher risks of SPNs among the overall population
of childhood and adolescent cancer survivors compared with
that expected from the general population (4-9), with risks rang-
ing from three- to sixfold that expected (4-12). In particular,
when assessed by the SPN site, several reports have indicated
that, of all SPNs, subsequent primary bone cancers have the
greatest multiplicative excess risk (5,6), ranging from 10-fold to
45-fold that expected (4-6,8,13,14). However, the previous litera-
ture has generally been limited by a small number of bone
SPNs, and apart from European cohorts based on patients diag-
nosed before 1970 in France (14), the Nordic countries (4), and
the United Kingdom (5), the interval of follow-up from diagnosis
has been limited in other previous studies.

Thus, we sought to understand the risks of bone SPNs, both
overall and for specific morphological subtypes, using the
PanCare Childhood and Adolescent Cancer Survivor Care and
Follow-Up Studies (PanCareSurFup), the largest cohort of child-
hood and adolescent cancer survivors currently available. With
nearly 70000 five-year survivors of cancer diagnosed before the
age of 20 and 235 observed bone SPNs, the latter being 2.5 times
more than in the largest previous report (5), the PanCareSurFup
SPN cohort gives an unrivaled opportunity to assess the long-
term risks of bone SPNs. In particular, our aims for this study
were to determine the risks and risk factors for bone SPNs in
this Europe-wide cohort and, in particular, to assess the risks
among survivors followed beyond 40years from diagnosis or to
attained ages beyond 40 years.

Methods

PanCare Childhood and Adolescent Cancer Survivor
Care and Follow-Up Studies

PanCareSurFup (15) is a pan-European project within the larger
PanCare initiative (16) that seeks to better understand the fre-
quency, severity, and impact of late effects of childhood and ad-
olescent cancer. For this study, 13 population-based and
hospital-based cohorts of childhood and adolescent cancer sur-
vivors from the following 12 European countries were pooled to
assess the risk of bone SPNs: Denmark, Finland, France,
Hungary, Iceland, Italy, the Netherlands, Norway, Slovenia,
Sweden, Switzerland, and the United Kingdom. Ethical approval
was obtained separately within each participating country, ob-
serving all relevant national laws and requirements. The larger
European cohorts relating to specific countries included here
have been described in detail in a separate publication, together
with an overview of PanCareSurFup (17).

Cohort Ascertainment

All childhood and adolescent diagnoses within each of the 13
participating cohorts were pooled (n = 105015). In order to

classify the first primary neoplasms (FPNs) of each survivor
according to the International Classification of Childhood
Tumors (ICCC), third edition (18), all first primary neoplasms
(FPNs) were coded using the third revision of the International
Classification of Disease Oncology (ICD-O) with the aid of the
International Agency for Research on Cancer (IARC)/
International Association of Cancer Registries Check and
Conversion Program (19). As only typography data were avail-
able for Slovenian diagnoses before 1983, these survivors could
not be classified according to the ICCC (typography and mor-
phology required); these individuals were not excluded from
the study, but rather grouped into a “not classifiable” FPN type.
All remaining diagnoses that did not conform to the ICCC were
excluded. Furthermore, FPN diagnoses that did not have a ma-
lignant behavior were excluded, except for intracranial tumors
where benign and unspecified behaviors were included. To en-
sure consistency between cohorts, survivors diagnosed with
Langerhans cell histiocytosis, myelodysplastic syndromes,
chronic myeloproliferative, lymphoproliferative disorders, or
immunoproliferative diseases were excluded. Finally, only
those surviving at least five years after an initial diagnosis be-
fore age 20 years were included. Ultimately, 69460 five-year sur-
vivors of childhood and adolescent cancer, diagnosed between
1940 and 2008, were included in this study (Supplementary
Figure 1, available online).

Subsequent Primary Neoplasm Ascertainment

The ascertainment method for SPNs varied by country
(Supplementary Table 1, available online), but the following
sources were utilized: population-based cancer registries, late
effect clinics, questionnaires, medical records and hospital
data, national mortality records, and health insurance regis-
tries. Validation of all SPNs was undertaken principally using
pathology reports, although occasionally other definitive diag-
nostic reports were used. To be included, SPNs had to be histo-
logically different from the FPN and have a malignant behavior
code. For this study, all bone SPNs occurred in a bone site and
were classified according to the following morphological
groups: osteosarcoma, chondrosarcoma, Ewing sarcoma, and all
other bone SPNs (Supplementary Table 2, available online).

General Population Cancer Rates

General population cancer rates were obtained from the IARC’s
Cancer Incidence in Five Continents Time Trends (20). Country-
specific rates for bone cancer overall were available for all coun-
tries, except Hungary. Morphology-specific bone cancer rates
were available for all countries, except Hungary, Slovenia,
Sweden, Norway, and Finland. To estimate missing rates, we
utilized the Italian general population rates for Hungary and
Slovenia and Danish general population rates for Finland,
Norway, and Sweden; Italy and Denmark were selected due to
their relatively close geographical proximity to the correspond-
ing countries with missing general population data. If the range
of calendar years for the general population rates did not cover
the ascertainment period of the SPNs for a country, rates from
the closest available year were used.

Statistical Analyses

Follow-up for a bone SPN began five years after the FPN diagno-
sis date and ended at the first occurrence of loss to follow-up,
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death, or the study exit date (Supplementary Table 1, available
online). Standardized incidence ratios were calculated as the ob-
served divided by the expected number of bone cancers.
Absolute excess risks per 10000 person-years were calculated as
the observed minus the expected number of bone cancers, di-
vided by person-years at risk and multiplied by 10000. For both
the standardized incidence ratio and absolute excess risk calcu-
lations, multiple SPNs were included to avoid bias. We concen-
trate on absolute excess risks rather than standardized incidence
ratios because of their direct and clear interpretation as the ex-
cess numbers of SPNs beyond that expected per 10000 person-
years. The expected number of bone cancers was calculated by
multiplying the person-years for each sex-, age (five-year)-, and
calendar year (one-year)-specific stratum by the corresponding
general population cancer rate and then summing across the
strata. Using multivariable Poisson regression models, we also
provide relative risks (RRs) and relative excess risks (RERs), which
can be interpreted as the ratios of standardized incidence ratios
and absolute excess risks, respectively, with respect to a speci-
fied reference category having adjusted for all other explanatory
factors included within the model. The following explanatory
factors were adjusted for within the models: sex, cohort, FPN di-
agnosis, age at diagnosis, treatment era, and years since diagno-
sis or attained age; years since diagnosis and attained age were
not included in the same model due to collinearity. Likelihood ra-
tio tests were utilized to test for heterogeneity and linear trends.

The cumulative probability of bone SPNs, in relation to years
since diagnosis, was calculated including the first bone SPN
only, where death was treated as a competing risk. All statistical
analyses were conducted using Stata 13.1 (21), where the crite-
rion for statistical significance was a two-sided P value of less
than .05.

Data Availability

The data are not publicly available due to them containing
semi-identifiable information that could compromise research
participant privacy. Nonetheless, additional summary tables of
count data or person-years are available from the correspond-
ing author upon request.

Results

Study Characteristics

Individuals in the cohort were followed-up for a total of 1126
424 person-years. The median follow-up time from FPN diagno-
sis was 2l.4years (range = 5.0-66.6years), and the median
attained age was 29.7years (range = 5.0-79.4years) at study
exit. Among the 69460 cancer survivors included in the cohort,
235 bone SPNs were observed among 230 survivors (Table 1).
Bone SPNs were most frequently observed among survivors of
retinoblastoma (73 SPNs), bone sarcoma (37 SPNs), and soft tis-
sue sarcoma (STS) (37 SPNs), which when combined accounted
for nearly two-thirds of all bone SPNs observed.

Risks and Risk Factors of Bone SPNs Overall

Overall, survivors were 21.65 times (95% CI = 18.97 to 24.60
times) more likely to experience a bone SPN than expected,
which equated to 1.99 (95% CI = 1.72 to 2.26) excess bone can-
cers per 10000 person-years (Tables 2). When the risk of a bone
SPN was assessed by FPN diagnosis, all diagnostic groups were
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found to have at least a fivefold increased risk compared with
that expected (Table 3). Retinoblastoma survivors were found to
have the greatest excess risks both in multiplicative and abso-
lute terms, with a standardized incidence ratio of 134.91 (95% CI
= 105.74 to 169.62) and 12.03 (95% CI = 9.25 to 14.81) excess bone
cancers per 10000 person-years. Bone sarcoma and STS survi-
vors had the next greatest excess risks at 78.18-fold (95% CI =
55.04 to 107.75) and 46.77-fold (95% CI=32.93 to 64.47) that
expected, respectively. After all FPNs combined, there was not a
statistically significant linear trend in excess risks (RRs or RERS)
of bone SPN with either age at diagnosis of FPN or treatment era
of FPN when adjusted, but as years since diagnosis and attained
age increased, both the relative risks and relative excess risks
statistically significantly declined (all Pyeng < .001). Specifically,
from the age range of five to 19years to 40+ years of age, the
standardized incidence ratio declined from 28.98 (95% CI =24.62
to 33.88) to 6.96 (95% CI=2.55 to 15.14). Beyond 40 years from di-
agnosis and age 40years, there were at most 0.45 excess bone
SPNs per 10000 person-years. At 45years since diagnosis, the
cumulative incidence of a bone SPN was 0.6% compared with
0.03% of the expected (Figure 1A).

Risks and Risk Factors of Bone SPNs by FPN

As retinoblastoma, bone sarcoma, and STS survivors experi-
enced the greatest risks of developing a bone SPN, these three
groups were explored in more detail. When explanatory factors
were assessed, male retinoblastoma survivors were found to
have a statistically significantly greater absolute excess risk
than female retinoblastoma survivors after adjustment for po-
tential confounders (Pheterogeneity = -04) (Table 4); no statistically
significant effects were observed for the sex of bone sarcoma or
STS survivors. There was no evidence of a relationship between
excess risks (RRs or RERs) for bone SPNs and age at diagnosis, af-
ter adjustment, for bone sarcoma or STS survivors; age at diag-
nosis was not assessed as a risk factor for retinoblastoma
survivors as 95.3% of these survivors were diagnosed at zero to
four years. There was also no evidence of an increasing or de-
creasing linear trend in the excess risks (RRs or RERs) for bone
SPNs among survivors of retinoblastoma, bone sarcoma, or STS
treated in more recent eras. For retinoblastoma, bone sarcoma,
and STS survivors, as years since diagnosis and attained age in-
creased, the RERs declined linearly (all Pyeng < .05). Beyond
30years from diagnosis and age 30years, there were at most
5.02 excess bone cancers per 10000 person-years among survi-
vors of each of retinoblastoma, bone sarcoma, and STS. In Table
4, we also provide the excess numbers of bone SPNs after all
FPNs except retinoblastoma, bone sarcoma, and STS. Overall,
0.85 (95% CI=0.65 to 1.04) excess bone SPNs were experienced
per 10000 person-years. This excess number declined (all Pirena
< .05) linearly with increased years from diagnosis and attained
age. When the cumulative probability was assessed by FPN
type, the risk was greatest for retinoblastoma survivors, reach-
ing 3.2% at 25 years from diagnosis, while the corresponding cu-
mulative probabilities for bone sarcoma, STS, all other FPNs,
and that expected from the general population were 1.4%, 0.9%,
0.2%, and 0.02%, respectively (Figure 1B).

Risks and Risk Factors of Morphology-Specific Bone
SPNs

When assessed by morphological subtype, 179 osteosarcoma,
14 Ewing sarcoma, 21 chondrosarcoma, and 21 other bone SPNs
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Table 1. Participant characteristics overall and by whether they have a subsequent primary bone neoplasm*

Survivor characteristic

Overall 69230 (100.0)
Sex
Male 37597 (54.3)
Female 31633 (45.7)
Cohort
United Kingdom 17869 (25.8)
France 3098 (4.5)
Hungary 4875 (7.0)
Italy (population-based) 7466 (10.8)
Italy (hospital-based) 1484 (2.1)
Netherlands 6025 (8.7)
Denmark 4831 (7.0)
Sweden 7700 (11.1)
Norway 3776 (5.5)
Finland 6216 (9.0)
Iceland 274 (0.4)
Slovenia 1250 (1.8)
Switzerland 4366 (6.3)
Age at diagnosis, y
0-4 26832 (38.8)
5-9 15542 (22.4)
10-14 15384 (22.2)
15-19 11472 (16.6)
First primary neoplasm diagnosis
Leukemia 16582 (24.0)
Hodgkin disease 5984 (8.6)
Non-Hodgkin lymphoma 3345 (4.8)
Central nervous system tumors 14084 (20.3)
Neuroblastoma 3163 (4.6)
Retinoblastoma 2505 (3.6)
Wilms 4742 (6.8)
Bone sarcoma 3111 (4.5)
Soft tissue sarcoma 4466 (6.5)
Other 10887 (15.7)
Not classifiable 361 (0.5)
Treatment era
1940-1969 8944 (12.9)
1970-1979 13395 (19.3)
1980-1989 20843 (30.1)
1990-1999 19226 (27.8)
2000+ 6822 (9.9)
Years since diagnosis
5-9 13367 (19.3)
10-19 23056 (33.3)
20-29 17 683 (25.5)
30-39 10033 (14.5)
40+ 5091 (7.4)
Attained age, y
5-19 16279 (23.5)
20-29 22593 (32.6)
30-39 17404 (25.1)
40+ 12954 (18.7)

No. of patients without a bone SPN (%)

No. of patients with at least 1 bone SPN (%) Total No. (%)

230 (100.0) 69460 (100.0)
141 (61.3) 37738 (54.3)
89 (38.7) 31722 (45.7)
91 (39.6) 17 960 (25.9)
40 (17.4) 3138 (4.5)
10 (4.3) 4885 (7.0)
10 (4.3) 7476 (10.8)
6 (2.6) 1490 (2.1)
19 (8.3) 6044 (8.7)
9(3.9) 4840 (7.0)
9(3.9) 7709 (11.1)
7 (3.0) 3783 (5.4)
13 (5.7) 6229 (9.0)
1(0.4) 275 (0.4)
2(0.9) 1252 (1.8)
13 (5.7) 4379 (6.3)
136 (59.1) 26968 (38.8)
45 (19.6) 15587 (22.4)
39 (17.0) 15423 (22.2)
10 (4.3) 11482 (16.5)
13 (5.7) 16595 (23.9)
16 (7.0) 6000 (8.6)
5(2.2) 3350 (4.8)
12 (5.2) 14096 (20.3)
6 (2.6) 3169 (4.6)
73 (31.7) 2578 (3.7)
14 (6.1) 4756 (6.8)
36 (15.7) 3147 (4.5)
35 (15.2) 4501 (6.5)
18 (7.8) 10905 (15.7)
2(0.9) 363 (0.5)
49 (21.3) 8993 (12.9)
84 (36.5) 13479 (19.4)
57 (24.8) 20900 (30.1)
34 (14.8) 19260 (27.7)
6 (2.6) 6828 (9.9)
75 (32.6) 13442 (19.4)
114 (49.6) 23170 (33.4)
32 (13.9) 17715 (25.5)
7 (3.0) 10040 (14.5)
2(0.9) 5093 (7.3)
152 (66.1) 16431 (23.7)
47 (20.4) 22640 (32.6)
25 (10.9) 17429 (25.1)
6 (2.6) 12960 (18.7)

*SPN = subsequent primary neoplasm.

were observed (Table 2); the corresponding standardized inci-
dence ratios were 41.37 (95% CI=35.53 to 47.90), 5.71 (95%
CI=3.12 to 9.58), 11.39 (95% CI=7.05 to 17.41), and 9.37 (95%
CI=5.80 to 14.32). At 30 years from the FPN diagnosis, the cumu-
lative probabilities for osteosarcoma, chondrosarcoma, and
other bone SPNs were approximately 70 times (0.3%), 40 times
(0.04%), and 50 times (0.05%) that expected for each respective
morphological subtype; the cumulative probability for Ewing

sarcoma SPNs at 20years was 20 times (0.02%) that expected
(Figure 1C).

As 76.2% of the bone SPNs observed were osteosarcomas, poten-
tial explanatory factors were investigated only for this group (Table
3). Although both standardized incidence ratios and absolute excess
risks were generally numerically greater for osteosarcoma than for
bone SPNs overall, the pattern of relationships with explanatory
factors was very similar to those seen for bone SPNs overall.
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Table 2. Standardized incidence ratios and absolute excess risks for bone subsequent primary neoplasms overall and by morphological

subtype”

Type of subsequent primary neoplasm O/E SIR (95% CI) AER (95% CI)
All bone 235/10.9 21.65 (18.97 to 24.60) 1.99 (1.72 to 2.26)
Osteosarcoma 179/4.3 41.37 (35.54 to 47.90) 1.55(1.32t0 1.78)
Ewing sarcoma 14/2.5 5.71(3.12 t0 9.58) 0.10 (0.04 to 0.17)
Chondrosarcoma 21/1.8 11.39 (7.05 to 17.41) 0.17 (0.09 to 0.25)
Other bone 21/2.2 9.37 (5.80 to 14.32) 0.17 (0.09 to 0.25)

*AER = absolute excess risk; CI = confidence interval; E = expected; O = observed; SIR = standardized incidence ratio.

Discussion

Our study is the largest ever to assess the risk of bone SPNs
among childhood and adolescent cancer survivors, with 69460
five-year survivors, 1126424 person-years at risk, and 235 ob-
served bone SPNs. There were more than 100000 and 30000
person-years accrued among survivors beyond age 40 years and
beyond 40years from diagnosis, respectively, enabling satisfac-
tory assessment of excess risks for these groups of survivors for
the first time. Among all five-year survivors, as years from diag-
nosis and attained age increased, both multiplicative and abso-
lute excess risks declined linearly; among those surviving
beyond 40years from diagnosis and beyond 40 years of age, the
excess number of bone cancers did not exceed 0.5 per 10000
persons per year. After each of retinoblastoma, bone sarcoma,
and STS, the excess number of bone cancers also declined line-
arly with both increased years from diagnosis and increased
attained age; beyond 30years from diagnosis and age 30years,
there were at most five excess bone cancers observed per 10 000
person-years for each FPN type. Finally, there was no evidence
of a relationship between excess risks (RRs or RERs) for bone
SPNs and either age at diagnosis or treatment era, after taking
into account confounding.

Overall, the risk of a bone SPN was 22 times that expected
from the general population, which is consistent with previous
studies (4-6,8,13). The risk of a bone SPN was observed to vary
by morphological subtype, with the multiplicative excess risks
ranging from six times that expected from the general popula-
tion for Ewing sarcoma SPNs to 41 times that expected from the
general population for osteosarcoma SPNs.

Survivors of retinoblastoma, bone sarcoma, and STS were
observed to have the greatest risks of a bone SPNs, with risks of
135, 78, and 47 times that expected, respectively; these results
are consistent with previous reports (6,13,22-30). The large in-
creased risk observed in retinoblastoma survivors likely corre-
sponds to the fact that heritable retinoblastoma survivors
develop bone SPNs, particularly osteosarcomas, at substantially
greater frequencies than the general population due to a genetic
predisposition (13,28,30), in addition to the increased risk result-
ing from radiotherapy and chemotherapy experienced by both
heritable and nonheritable survivors. For bone sarcoma and STS
survivors, exposure to radiation and chemotherapy, specifically
alkylating agents, has been previously shown to increase the
risk of bone SPNs (13,22,26,28). Previous reports have also found
increased risks of bone SPNs among bone sarcoma and STS sur-
vivors independent of treatment, which suggests potential ge-
netic predisposition as well (6,28).

Previous studies have suggested that bone SPNs after child-
hood and adolescent cancer largely occur in the short term fol-
lowing the original cancer, but these reports were based on
limited follow-up (10,22). Our findings indicate for the first time

that the excess number of bone cancers decline with both years
from diagnosis and attained age to beyond 40years in each
timescale. It is important to remember, however, that the cur-
rent survivors living beyond 40 years from diagnosis or attaining
ages beyond 40 years may not be representative of future survi-
vors reaching these milestones. Therefore, the presented find-
ings are only applicable to survivors who have at least 40 years
since diagnosis or 40 years’ attained age at the time of the study,
which largely comprises survivors of central nervous system
neoplasms, Hodgkin lymphoma, retinoblastoma, and Wilms
tumors. It will be important to reassess our findings with addi-
tional follow-up in order to determine whether the risks of bone
SPNs remain low among more recently treated survivors reach-
ing mature adulthood.

Finally, the excess number of bone cancers observed did not
vary with more recent treatment era after all cancers, retino-
blastoma, bone sarcoma, or STS, whereas five-year survival has
improved substantially over the recent treatment eras covered
by our data. For example, in Britain, five-year survival after all
childhood cancers diagnosed in 1966-1970 and 1996-2000 in-
creased from 28% to 77%,; corresponding figures after retinoblas-
toma, bone sarcoma, and STS were 86% to 96%, 23% to 64%, and
32% to 66%, respectively (31). As treatment intensity generally
increased in order to achieve such substantial improvements in
five-year survival over the treatment eras covered by our data,
it is very reassuring that the excess numbers of bone SPNs have
not increased following treatment from 1940-1969 to beyond
2000.

A potential limitation of our study is the statistically signifi-
cant heterogeneity in bone SPN risks between cohorts. The
most likely explanation of this heterogeneity relates to different
cumulative levels of exposure to radiation (from radiotherapy)
and cytotoxic drugs carcinogenic to bone between countries,
resulting from differences in treatment practices over time (32).
Although we were not able to find evidence of this in the litera-
ture for the at-risk groups identified in this study, variations in
British, German, and Nordic treatment regimens were clearly
documented for acute myeloid leukemia patients (33-35), and
thus our explanation seems plausible. As detailed treatment in-
formation was unavailable in this study, we were not able to in-
vestigate further this hypothesis within our data, nor calculate
dose-response relationships between the risk of development
of bone SPNs and cumulative doses of radiotherapy and chemo-
therapy. Also, information on cancer-predisposing genetic con-
ditions was lacking, and therefore it was not possible to stratify
results by, for example, heritability status for retinoblastoma
survivors. However, as we are undertaking nested case-control
studies as a part of PanCareSurFup, we shall overcome each of
these limitations in the future, particularly in regards to
whether there is evidence of variation in dose responses be-
tween cohorts.

o
(]
2
=)
o
V)
Q.
(]
[oN
-
=
o
3
=3
=
ko]
7]
=
V)
[¢]
o))
[o N
]
3
o
o
c
o
(@]
o
3
=
>
)
Q.
V)
=1
Q
]
T
V)
o
%)
aQ
=
o)
Q
Q
<
=
o
o
2
N
=~
=
(o]
w
<X
N
N
w
by
N
(o]
©
o
<

6102 YoJe LQ uo tssn


Deleted Text: <sub>,</sub>
Deleted Text: 5
Deleted Text: ,
Deleted Text: <sub>,</sub>
Deleted Text: over
Deleted Text: <sub>,</sub>
Deleted Text: <sub>,</sub>
Deleted Text: of age 
Deleted Text: 5
Deleted Text: ,
Deleted Text: of age 
Deleted Text: ,
Deleted Text: -
Deleted Text: 6-
Deleted Text: -
Deleted Text: -
Deleted Text: -
Deleted Text: -
Deleted Text: -
Deleted Text: -
Deleted Text: CNS 
Deleted Text: 5
Deleted Text: 5
Deleted Text: -
Deleted Text: -
Deleted Text: 5
Deleted Text: as
Deleted Text:  
Deleted Text: -

| JNCIJ Natl Cancer Inst, 2018, Vol. 110, No. 2

188

Downloaded from https://academic.oup.com/jnci/article-abstract/110/2/183/4237499 by Turun Yliopiston Kirjasto user on 01 March 2019

(panunuoo)
100> 100> 100> 100> 100> 100> 100> 100> ApuaBoraa g
- (107 0389°0-) 99'T - (80°S6T 03175°9) 00%S  0°0/C - (96'€ 03 €£°0-) 19T - (86'8£03€97)0£TC  10/c  6I8TT  S[qBUISSEP 10N
(c08103%27) 569 (0£T01Ch0)98°0  (€6°E€T 03 £2T) €9°S (Frsh 0366'ST) 864 9°0/9T (660103 €8T) 9y (¢S TOIHS0)€0°T (tzLoveLT)sse (ce'0c03%0'8) 9T'ET  ST/0C 06T6LT Y10
BUWIODIES
(cevbor10e9) TL9T  (9v010z2)8be  (0T€€0161°9)2EFT  (L6'€ET 01 /hC9)8C€6  €0/6C  (1€£201859)seCT  (€8501b67) 6€F (LSBT 0ICZTS) SL'6 (tFv9 03 e6'2E) LL°9Y  80/LE  60ST8 anssn 1J0s
(L7701 0108°€T) £6'2€ (8L 03 £E€)8E'S  (96'S£0ITTET) 89'TE (26'9€C 03 €6'80T) €6'€9T  T'0/8C (8S¥9 03 LETT) LT8C (96603G.%) 90, (I¥Tv03TOTT)19TC  (SL£0T03I¥0'SS)8T'8L  SO/LE  HSLTS BUIODIES dUOg
(18603190T) €2°€ (59T 035€°0) 00T (€£/£0160T) 06T (92%% 01 £9TT) ¥V ¥0/0T  (IF90310T)¥5C  (21'201650)9€T (9zv03z01) 12T (S2€203%L'2)STHT  OT/HT 26856 SWIM
(0€'£0T 03 1T°9T) 0£'TF (8E'€T03€T'8)9L0T (cT¥801289T) £9'£€ (0€°€LE 03 ¥0'92T) 88'C6C T0/S9 (€165 0128TT) €5°4C (18¥1 03G2'6) €0CT (ST'TH 03 0€TT) ££TC (29691 03 ¥L'SOT) T6HET  S'O/€L  8TT09  BWOISEIqOULDY
(t£9018z0) 86T (IT'T0IT1°0-) 050 (12501 £80) 9T (£9'££01997) 68CT  TO/E (60503 6v°0)8ST (58T 0321°0) 860 (817 0365°0) £S'T (6T'€203116'€)S90T  9°0/9  S/CSS  BWIOISE[QOINSN
(6£5031150) LT (95003 £0°0) TE0 (08 v 01290) TL'T (€981 03 80'%) 9%'6 8°0/8 (tzeorgy0)eeT  (€£003%1°0) €70 (¥6'2 0309°0) €€'T (18601267 59s  TT/el TIvsee s10wmn3 SND
ewoyduwAy
(cLzr03290)08C  (STTOITI0-) TS0 (856 01£9°0) S¥'T (FE1r 03 26T7) STHL  TO/E (106 01€80) 72T (¥9'T0310°0) £8°0 (oe90382°0) 2T (e¥'T20186'7) 816 S0/S  ¥8LES un{3poH-UoN
(sz6101€T)82'S  (1ST01520)880 (€841 0128T)0T'S (6vesorzs1n) ¥z €0/8  (90/1031£27) 089  (€9703¥80) 4T (061103 £ST) €SS (98°'7€0195'TT) €20z 80/9T  C19/8 9SEISIp UMSPOH
Gar) T (15003 %0°0) £T°0 @)1 (8T%1 03 ££77) 889 0T/L @)1 (08°00391°0) 8%°0 (o) T (OT601587)9€'S  ¥T/EL 0S661C BTSN
stsouderp wiserd
-oau Arewrud 3s11g
g 100> ST 100> lia 100> 1T 100> puen g
(¥8T 01020090  (£9°00350°0) 9€'0 (s¥'T01220) 950 (€97€01%8'S) I6'ST  ¥0/9 (8571 03£2°0)990  (£67003 £T°0) £SO (57’1 032€°0) 89°0 (0s9T 0308%) £6'8@  T'T/OT €E8HST 61-ST
(r9101€50) €60 (6%'T 03 /9°0) 80T (62103 %%0) S£0 (€€250190%2) Tz9e  80/8¢  (8¥'1031950)160 (56T 0386°0) 9%'T (92'1 0305°0) 6£°0 (tsvz018L7TT)86'/T  TT/6E SO9TST $1-0T
(tTro370) 240 (09T 03%£0) LT'T (90T 03 1%°0) 99°0 (8T'6£016/'81) 0922 TT/1E  (8TT03%50)€80  (L1TOIHTT)99°T (c1'10315°0) 520 (902 0320°TT) 89T LT/S¥  9STSST 6-S
(a1 (98201 96'1) T Gt (c£'99 03 18'SY) ¥5°'SS  T'T/HIL @1 (ev'g 03 evT) €6C Gor) T (9e'¥€ 0325 HT) €E1'6C  8V/TPT  0€LV9¥ 0
£ ‘sisouderp ye a3y
100> 100> 100> 100> 100> 100> 100° 100> ApuaBoradyy
(#0€01520) 15T (v£'€01T6°0)EET (¥1'z01€50) £0'T (98'€8 010¥'€7) £89F  TO/IT (620319901921  (€TH 01 LT'T)0LT (#6'10195°0) ¥0°T (96'T7 03 90°€T) ¥S¥C  S0/ET  0TCOY PUBRLISZIIMG
AN (68T 03%€07) £L0 dN (091603 £0'€) 9€'ST 10/ dN  (¥8'T010%0-) 2,0 dN (ce've 03 ST'T) 05°6 o/t 0z8ve BIUSAO[S
(0s'9z 0167°0) 19 (1580318C-)S8C (€101 0361°0) OF'T (c1'88€039/°1)99'69  00/T  (IT'9T030€0)61C (95803 /8C-) 64T (£6'6 0361°0) 8E'T (6T'T£1038£°0)TL08 00/T  T9%bE puUE[ed]
(e€T012€0) 590 (85103 92°0) 280 (0T 01 920) €50 (e£9v 019z TT) 29T +0/6 (e€1036£°0)2£0 (€8T 036V°0)9T'T (ce'1 030v°0) €£°0 (90°'2z 03 €¥'8)28'ST 80/l  6/6%0L pue[uld
(ev101910) 70 (ST 03200-) L0 (9Tt 015T°0) TH'O (82°05015€°S) ¥9°6T  TO/M (t7101520)190 (02T 01520) €T T (£€'1 0362°0) €9°0 (856203 ££°G)9EHT S0/  9L0€S KemioN
(r£00311°0)820  (06°0 03 £0°0) 8%°0 (zo00121°0) £2°0 (bE'620156'%) 8Y'ET  H0/9 (v£003%1°0) 280 (12T 0361°0)0L0 (9£°00361°0) 850 (tz41 03 22%) €86 0l/6 78eSIL uspams
(86:00311T°0)2€0  (ST'T01%0°0) 09°0 (82:003121°0) 1€°0 (cT6€03%7°S) 9L9T  €0/S (#17103%20)€50 (08T 031TE0) 90T (£1'10362°0) 650 (£T9z 03€€9)¥8'ET  L0/6  8¥68L spewuRqQ
(86103 £50)90T (#1203 /9°0) 0¥'T (6103 2%0) 940 (trgroigeal) /I'6c  S0/ST (29T 03150)160  (¥520388°0) T£T ({11 031%°0) 69°0 (06'Tz 03 %¥'8) 20%T  ¥'T/61 SLTEOL spueIayiaN
(paseq
(9970124 0) I¥'T  (6920302°0-) ST'T (o¥v o1 2h0) 9g'T (TovoT 01 9€°2) 655 T'0/€ #1%010L0) 12T  (ISF0ITH0) 9%'C (£€'€0119°0) €¥'T (c6'zsorces)zevc  ¢0/9  8Iber  -[endsoy) Afen
(paseq
-uonerndod)
(csT 01620990 (69T 0312T0) 560 (ee'T 031 £2°0) 09°0 (£87501TL0T) €99 €0/L (9€'1031€0)%9°0 (8T 01 €°0) TET (€11 0162°0) LS50 (SS¥T010¥'9) SE'ET £0/0T  TISLOL Arear
(82°2018%°0)S0T (9903 5%0) 95T 1Tz 03 £+°0) 660 (68'820167°LT) %00V  2'0/8 (96'10105°0)660  (8€'€ 018£°0) 80T (£5'10121°0) 18°0 (cg'cc 1 ¥¥'6) 068T  9°0/IT  ZITOS Kre3uny
(68203127) 8T  (ST'S018%T) 18°€ (€cz01%6'0) S¥'T  (8T'SET 03105°69) 956 €0/2€  (£8TOrTeT)¥6'T  (8¥/901THE) S6% (0ez0380T) £5T (18'%9 03 95¥%€) S6'L¥  60/cy  ¥80€8 2ouely
(a1 (6¥'2031951) €0'C Gt (cLeL01¥'9%) 0685 €T/9L @)1 (v6z0326'T) EV'T @Fort (€0vE0ITYTT) 8L°LC  €€/66 L6889 WOPSULY payun
10y0D
10° 00" 59’ 4% T ¥0° s 99° ApuaBoraa
(c600187°0) 90  (6¥'T01680)6TT (£T101890) €6'0 (196v0126'62) 58'8€  9T/49 (90T 03190)080  (S0TOIEET) 69T (cv'103%8°0) 60T (0s'zzorzr8T)Shee  TH/e6  ¥88¥TS Srewag
@)1 (cczorest) 81 Gt (€S TS O ¥'SE) €6°Ch  L'T/STL Gan) T (#9z03981)SCT @For) 1 (P6'%C 0328 LT) 91'TC  £'9/chl  0bSTO9 SN
X3S
H1o%se) ¥ad {1D%S56) 43V 11D %se) (1D %S6) 9IS 1/0 HI1D %56) 434 {10 %S6) ¥4IV (1D %S6) 1D %s6) IS /0 sieak SNSURIORIRYD
IS WIS -uosiad I0A1AINS

swsejdoau Arewtid jusanbasqns euwod1€S091S0

swisejdoau Arewitid Jusnbasqns suoq [V

s1030e] A10yeuerdxa £q ‘swisejdoau Arewrnid
jusnbasqns ewod1es031s0 pue [[e12Aa0 swsejdosu Arewnd jusnbasqns auoq 10j SYSLI SSOX SANR[DL PUR ‘SYIS SU} JO SYSLI SANIR[I ‘SYSLI SSOXD DIN[OSCR ‘SOIBI SDUSPIUI PIZIPIBPURIS °E S[GEL




189

M. M. Fidler et al.

Downloaded from https://academic.oup.com/jnci/article-abstract/110/2/183/4237499 by

user on 01 March 2019

*f1L1eaUI[[0D 0} 9NP [9POUL SUIES Y} UI PIPN[DUL 10U 1M SISOUSEIP 9DUIS SIeak pue ade paurele ‘sisouderp aouls sieak Suissasse sas
-Areue 103 a8e paurene jo ade[d ut pasn sem sisouSerp aduts siesx “19praoid elep Y3 AJLIESUI[[0D 0} NP [SPOW S}BLIBATINW Y} Ul PIPN[OUL JOU Sem S[RYISSE[D 10U, Jo sisouSerp wise[doau Arewrid 15117 *o8e paureije pue ‘e1s juswt
-1ean ‘stsouSerp wiserdoau Arewnid 1s11j ‘stsouSerp 1e a8e ‘Iapiaoid elep ‘Xas JUNODDE 0JUI {00 1BY) [9POW UOSSIO [qELIEATI[NW B UTYILM SS9} OTBI POOYI[AXI] PapIS-0m] SUISN Pale[nded dIam puai} pue A11ouadoralay 10f s1saLt
*OL}E1 9DUSPIDUI PIZIPIEPUR]S = YIS ‘ONBI 9DUSPIOUL PIZIPIBPUE]S 9Y} JO YSLI SANIE[I = YISWY ‘PIAISSQO = O ‘SIaqUINU [[ews K14 03 anp a1e[nored L[qer(a1 o3 a[qissod jou
= dN ‘pa109dxa = 7 ‘UI2]1SAS SNOAISU [BIIUSD = SND ‘[BAISIUI 9DUSPYUOD = [D S[SLI SSIIXD 9IN[OSA. = YTV [9POUL UOSSIOJ SIELIBAIUN B UTYIIM S1S9] OTBI POOYI[SXI] PapIS-0m] SUISn paje[noed aiam puai} pue £19usS01919Y 10J SIS9L,

100> 100> or £0° 100> 100> 100> 100> puen g
(1€003€0°0) 010 (89003 10°0-) ¥€°0 (82'10391°0) 970 (09%903£89)€T'5C O/ (62001€00)0T°0  (£8°001€0°0) §7°0 (8%°0 03 60°0) 020 (¥1'5T 0355°7) 96'9 60/9 SIZTYIL +0¥
(,€0031T°0)0z0  (86'0030€°0) ¥9°0 (19T 03 05°0) 06'0 (se'z90156TT) ¥TOF €01 (SH003/1°0)820 (95T 01%9°0) OT'T (¢6'0 03 ££70) 85°0 (9792 03 15'TT) 6241 ¥'T/ST  9ST¥IC 6£-0¢
(t¥0010z0) 160  (0TT 03650) 680 (111031050 520 (S0T¥01££°02) S962  TT/9¢  (##003020) 060  (LFT018L0)ETT (v£:0 03 ££°0) TS0 (€461 0306°0T) ¥8%T  TE/LV 06T68E 6¢-0C

(a1 (esc019v27) 66T @) T ((TLS 01 ¥6'68) 66'LF  9°T/STL (o) T (tevor1re) 1€ G T (88'€£ 03 29%7) 86'8C  ¥'S/LST  £9/80% 61-S

£ ‘a3e paureny
100> 100> y0° 9 100> 100> 100> 20 pueng
(18°003%0°0) 10 (15T 0392°0-) 290 (t€z01€1°0) 950 (cLvsT0161°9) €8Ty 00/ (¢8003200)21°0 (€T 03%E0-) S50 (9£°003%0°0) 81°0 (£8'52 03 £8°0) 9L €0/c  SvETE +ov
(#£'003€0°0)60°0  (59°0 03 90°0-) 0£°0 (s6'0 01 60°0) 62°0 (86’1903 £E%) 1TTC  T0/€ (s%°003 £0°0) £T0 (61T 03CT°0) S9°0 (€9°003€1°0) 620 (6T'TC0IETH) 8COT  £0/L L1996 6£-0€
(0900112°0) 50 (S€'T0355°0) 560 (56’1 018%°0) 18°0 (6€792 03 £T°CE) 16'0S  S0/€T (89°0012z0)€¥0  (S£T01180)8CT (#6'0 03 6€°0) 19°0 (6€'c 03 LT€ET) OV'6T  9'T/cE  0T0LET 62-0C
(v€'101£90)56'0  (£€T0IPST)S6'T (11031 £50) 280 (09zs o Tv¥ve) 082y T2/06  (6€T015£0)20T  (L6T0120°T) 6% (61T 03 «m 0) £8°0 (€6'82 03 96'6T) ¥1'VC  8¥/L11 VEL6VY 61-0T
Gar) T (ovzorey1) 16T Gan) T (6%'6¥ 03 £¥'67) TS8E  9T/19 Gan) T (162 031181) 96T (o)1 (€€'82 03 68'£1) L9CC  ¥'E/LL (S9TIE 65

sisouderp

wuﬁmm SIB3 A

74 99° 08’ S00° 66" 86" 5:3 Y0 puen g
(szg010v0) €T  (1T°€03110°0-) 09T (ET¥015%0) 9€'T (¥9'£6 036€°0T) ET'8E  T0/% (Freo1zs0)eeT  (cev 01 LE0) ¥ET (6€'€03€5°0) ¥E'T (9s%¥ 0315°2) L¥OT  €0/9  0SEWT +000¢
(081032501960 (56T 036£0) LE'T (¥6'10109°0) 80T (8e'svor/1'6T) be0e  80/6c  (LT203€L0)92T  (SLTOIEET)H0T (6020392£70)9C'T (5z'9z 03ST'€T) £8'8T  6'1/SE %OV TIT 6661-0661
(55101290)860  (08'10166°0) OF'T (0’1 03850) 060 (LzTr 0199€7) 86T ST/6Y (871 031€90)960  (T0TOIHIT) LS'T (62'1 01 £5°0) 98°0 (85°0C 03 €0°CT) 88'ST  9°€/LS  6EE6EE 6861-086T
(€1zorze0)0FT  (eb'COISHT) 6T (L6101 £8°0) 1€T (€802 039¢°Ch) ST'SS T'T/29  (6£C03CI'T)€9T  (£2€0301°7)89C (¥1z 03 «o 1) 05T (928 03 92¥%2) 6205 67T/L8 SISELE 6/61-0/61

Gar) T (¥8'T0196°0) 07T Gan) T (£6'89 03 87°9€) ¥8°05  80/T¥ Gan) T (STZ038TT) £9T (o)1 (9’62 03€5°9T) LTCC  TT/OS S1898C 696T-0761
Blo JUusuuleal],
Hio%s6) ¥ (1D%S6) ¥4IV 1D %s6) (1D %s6) d1S 1/0 1D %56) ¥Td (1D %S6) 4avV 1D %S6) (1D %S6) WIS /0 smeak onSUIORIRYD
IS MISTHY -uosiad I0AIAING

swserdoau Arewid yuanbasqns Bwod1eS031S0

swisejdosu Arewinid yusnbasqns sauoq [V

(penunuod) "¢ 3[qeL



| JNCIJ Natl Cancer Inst, 2018, Vol. 110, No. 2

190

Downloaded from https://academic.oup.com/jnci/article-abstract/110/2/183/4237499 by Turun Yliopiston Kirjasto user on 01 March 2019

(panunuod)

10 S00° 6T ST 100> 100> 100> 100> pueng
(1£00111°0) 82°0 (co'80311077) T0'S (es101520)290  (60TCT0190%E) T8 TO/IT  6091T (£2°00310°0) 900 (¥1'€ 0385°0-) 8Z'T (¢v00120°0) OT°0 (€£°6£01£97) L0TT  10/c  006¥%1 +0€
(t£001€1°0) 0€'0 (8T8 01 £0°7) 8T'S (F€'10152°0)850  (S9PIT0I66TE)80P9  TO/IT  0260C (09°0015T°0) 0£°0 (sz01 03 5677) 069 (€8°00112°0) ¢H'0 (66°05T 03 £E'6€) 0T'C8  T'0/0T  069ST 62-0C

Gar) T (ve'¥T 0388°£) TT'9T [ESEIR (6T°9/1 036/£'65) 28901  TO/ST  ¥TT6 @on) 1 (¥9'52 03 TE'ST) LV 0T @)1 (8€'86C 0156'THT) 85°S8T  €0/19  8€96C 61-5

£ ‘93e paureny
$0° 50" o€’ o€’ 100> 100> 100> 100> pueng
(0£'1 01 50°0) 92°0 (c690122'1-) s8°C (181 0380°0) 860 (69°0cT 01 50%) Th'ee 10/ 5089 (6%°00320°0) TT°0 (8°€0189°0-) 65°T (%50 0320°0) 0T°0 (e¥¥601/T€)¥T'9C  T0/c  SIPCL +0€
(szT01/T0) SP'0 (s9°60110°T) €€°S (8€z012e0) £80  (€50L10168T)¥E8L  T0/9  60LTL (€£0011T°0) 820 (9201 52°0) 90% (59001 01°0) 520 (SS9Z1 01 ETT) PI'8S  1°0/9  SESHL 62-0C
(L5101 %E°0) €£0 (tz1r 03 29°€) 2L (6£701250) 2T (S99¥T 03 £L'6Y)T6'88  TO/ST 86661 (8970188°0)¥ST  (2L'8C 03 68'ST) 0£'CC (910 55'0) 840  (88'622 0320L2T) £8'TLT  €0/LF  0S60C 61-0T
(a1 (62°ST 0169%) 66'6 Gan) T (os6c1012S'SY) 9z'e8  TOML  THBEL (o)1 (LT1T018L L) €SV Gan) 1 (cL£1€0191°61T) €0°T0C  T0/8T  6T€CT 6-S

stsouderp

DDUIS SIE9A

53 74 9 9 4 z0° o v pueng
(56'6 012Z°0) 8¥'T (6vTy 01 1027) pL1  (€£0101520)29T  (08°€950106'8T) 80'9ST  0°0/C [raas (c6%01£00)85°0 (8999 03 9£°TZ-) 9¥'TT (82°90380°0) ££°0 (ez99zT 0154'9) 9T L2 0°0/T {544 +000z
(922 0160°0) 970 (¥0'6 03 £9°0-) 8TF (0g'z 01 01°0) 6%°0 (tvstrorerg) 1v6E 10/ 8869 (05T 0381°0) 250 (ce'82 01 50°€) 89'ST (6€°1 03 £1°0) 6%°0 (€9°61€ 01 68°€S) S8'9VT  0°0/9 008€ 6661-0661
(15701 0€°0) 98°0 (s5°01 03 0%'7) 879 (9570110680 (89421 03152€) 6449  TO/OT  L0TST (€9T019%°0) £80  (66'9C O3 £F'0T) €£'8T (0e'T 03860040  (c0°S5C©3198°00T) TT'S9T  1°0/0C  T90T 6861-0861
(977 0189°0) 2T (8591 0186'5)860T (697 01€£°0)S8T  (SOTIZOITITL) 96£CT  TO/ST  LSSEL (0s'T 01 %%°0) 18°0 (6241 010€79) 08'TT (b1 031 £€°0) 89°0 (8ST6T 03 %8T/) 2T TCl  T'0/8T  HELST 6/61-0L61

(a1 (IT801¥T°T) 29% (a1 (£s0zT 03 €5°€T) T5'8S  T'O/L  188¥L (o1 (c9z1 03 9£'9) 616 Gan) T (98'8/1 03 %C'T8) 9,621 T0/8CT  9€T ‘0 6961-0¥61T

BlIo juswaleal],
¥s ot o 18 - - - - pusng
(597 03161°0) S6'0 (s£9011007) LE°€E (s8'€031/10) 180  (ch2I10396T1)I6'€F  T0/F  L091TT - - - - 0°0/0 Yas 61-ST
(c8'€0168°0) 2T'T (cocr 01 ££%) 6E°8 (tTg0o1ec0) 10T (cT9vT 03 1T'65)99'S6  TO/IT  LSL¥T - - - - 0°0/0 S0€ $1-0T
(vE'z 0102°0) 89°0 (€€TT 03 £6'T) 59'9 (€070181°0)09°0  (€T'92T03%9'£2) T0%9  T0/8  SPRIL - - - - 0°0/0 1£9¢ 6-S
[ES30R4 (¥z'zz 0321°0) 8T'TT Gar) T (S£1420126'87) ¥1°90T  0°0/F Shse - (65'ST 03 $£'6) 99'CT - (568410195 TIT) TETHT  SO/EL  9€TLS 0

£ ‘stsouSerp e 33y

67 o1’ e 1z o 20 30" 50" fpusBoraney g
(ev9orseo)set (Scvc0150%-) 0101 (e£v016T°0) 760 (cz9ce 01 ¥6°0T) 1€06  00/C  6S6T (cecrect)gse  (1Legtee)ovsy  (€9£019TT)86C  (99'€€80389°CIT) COHOY 00/ TL¥T PUB[ISZIMS

- - - - 0'0/0 Sve - - - - 0°0/0 9z€ BIUSAO[S

(689110192 T) ¥EHT  (€0°89T 036575 TL9S (21’59 0186°0) 208 (88'765F 01 88°07) 69728  0'0/T YA - - - - 0°0/0 €6 pueed]
(¢6'1 01 €0°0) 220 (91'5018£'1-) 69°T (991 03 €0°0) 12°0 (Fr1CIONSS0) PLTT 00/T €79 (6€'C 03 0£°0) ¥8°0 (5281 0301°0) 81'6 (0gz 03 62°0) 28°0 (€6'082 01 06'67) TL'60T  0°0/% 3454 pueluld
- - - - 0°0/0 0152 (5£°€019%°0) TET (0¥'s€ 0192°0) €8°£1 (ogg 01 2H0) LT'T (15°€SP 0197°8Y) €T°4LT  0°0/F 1€2C KemioN
(907 0160°0) €¥°0 (01'601951-) ££°€ (£6'1 03 60°0) €70 (so'szrorzg9)ov'8y 00/ 9615 ({11 0320°0) ST'O (501 £6'1-) £8T (c0'1 031200 ¥1°0 (68811 0195°0) ¥E€TC  0°0/T 3015 uspams
(€6 03%00) S€'0 (tzgorzLz)ese (682 0150°0) 9€°0 (e5'£610106°0) S'SE  0°0/T 1/5¢ (99'T 03 5T°0) 05°0 (e£21 03 £8°0-) €6'S (€971 03 51°0) 05°0 (19012 01 98'%1) L0TL  0°0/€ 066% spewuaq
(sezorczo) Lo (68'T1 0300°0) S6'S (651 015T°0)6%°0  (0V'0£T 0188°€T) €605 T'0/F €659 (18601 /T0) 62T  (S£'SP0100°GT-) LE'ST (s9£01€1°0) 20T (L1069 01 1°€) £8'€CT  0°0/T SH9 SPUBLIDYISN
(paseq

(€'£10112°0) 06T (czer 03 18°€1-) %L (ev'£10322°0)96'T (¥5'£06032T%) 8829T  0°0/T 00 - - - - 00/0 44 -Texdsoy) Are
(paseq-uon

(99°€ 01 ST°0) 20 (16'€1 03 £8T7) LL'S (61°€ 03%1°0) 89°0 (6e11T0160°2) 2585 0°0/C 90te (86'€ 03 ¥€°0) LT'T (£8:0€ 0320C-) TP (61°€ 0382°0) S6'0 (¥1°18€ 0106'97) THOET  0°0/€ 90T -emndod) Arear

(90'£038€°0) S9'T (159203 %£'1-) 662T  (€0903GE°0) ST (98%£€ 03 54'92) LT'8CT  0°0/E £0%C (€97 01€2°0) 20T (£z1€0102'S) v0'ET (95°€ 03 £1°0) 8£°0 (95'26€ 03 9T°€T) £9'80T  0°0/C 0zsT Kre3uny
(mberra)

(L6T01S0) ST'T (£z1T0180°€) £1TT  (0£T015€°0) 060 (6€°9v 0180°8Y) 85611 T°0/L 2045 (6% 0196°0) £0'T (ceov 01 £€8) PEVT (1r€018£0)0€9T  (65°€Th 01€0°20T) ¥1'€2C  0°0/6 189¢ odouel]
wop3ury

@)1 (€£'%1 010E%) 156 Gon) 1 (0v'10z 03 T£'279) 84 LTT TO/EL  0SSEL Gon) 1 (cz'ST0116'2) 9S°TT Gan 1 (9£°06T 03 €7°66) ¥S'6ET  €£0/6€ 98V EE panun

110YyoD

24 1T 8" o $0° €0 124 v’ fpusBormay g
(Te'T 01 €€°0) 99°0 (67801 9%°7) LS (81017400 €60 (0V'STTOISO6E) E€EL  TO/EL  SEVET (86°0 03 ££°0) 09°0 (ovzr 03 £9) 68 (#€'T 01 15°0) £8°0 (FTPL10389°£L) T6'8TL  T0/9C  [V8ST Srewa]

(a1 (9411 01 86'%) £E8 (a1 (€9°0ZT 0356'15) LOT8  €0/FC  61E8T (o)1 (9T'6T 03 65°0T) £8'%1T Gan) T (18°€61 0160°£0T) SL'SYT  €0/LF  18ETE STen
XoS
$(1D %56) ¥Td 1D %s6) 93V +(ID %56) WIS WY 1D %s6) IS /0 smeak 11D %S56) ¥2d 1D %s6) 93V H(1D %S6) uIs 1D %s6) 9IS /0 sk onsuLeIRYd
-uosiad -uosIad JIOAIAING

SIOAIAINS BUIODIES dUOg

SIOAIAINS EUWIOISE[OUTIY

BUWIODIES SNSST] 1JOS 10 ‘BWIODIES SUO( ‘BUIOISBIqOUNaI Jo sisouderp wisejdoau Arewtid 1Sy B Y1IM SIOAIAINS

10§ ‘s1030ej A1ojeuerdxs Aq ‘[[ereao swiserdosu Arewrid jusnbasqns auoq 10j S3SLI SSI0Xd SAIIR[SI PUEB ‘SYIS SY} JO SISLI SANB[I ‘SHSLI SSIDXD 9IN[OSOE ‘SONEI SDUSPIOUI PIZIPIEPUBIS ‘b S[qe.L




191

M. M. Fidler et al.

Downloaded from https://academic.oup.com/jnci/article-abstract/110/2/183/4237499 by

user on 01 March 2019

£)11B9UI[[0D 0] AN [9POW SWIES S} UL PIPNIIUI J0U dI9M SIsouderp aduts s1eak pue a3e paurele ‘sisouSerp adurs sieak Surssasse sasA[eue 10§ 93k paurelre jo adeld ut pasn sem sisouSerp
Qouls s1eax o8k paurejle pue ‘ers jusunean ‘sisouSerp je o8e ‘Iapraoid elep ‘X3S JUNODDE OJUI J0O0) JEY) [OPOUL UOSSIOd S[BLIBALI[NUIL B UIYIIM S}S3} OI}EI POOYI[SXI] papIs-om) Suisn paje[no[ed aiam puaii pue fjreusdoralay 10§ siso Lt
*A11189UI[[0D 0] NP [9POW SWIES S} UL PIPNIIUT J0U 21am SISOUSeIp 9duls s1eak pue a3k paurele ‘sisouderp aduls sieak Suissasse sasAjeue 10J a3e paurele jo adeld ut pasn
sem sIsouSerp aduls s1eax 'o8e paulelle pue ‘eld Juswiear)} ‘Iopiaoid Blep ‘XSS JUNODDE 0JUI 300} JBY) [PPOUL UOSSIO S[qELIEAT}[NW B UIYIIM S1S9] OI1el POOYI[SYI] PapIS-om] SUISN Paje[nd[ed a19m puai) pue A1ousadorslay 10 sisoLt

‘OT}e1 9DUSPIDUT PIZIPIEPUER]S = YIS ‘OTBI 9DUIPIDUL PIZIPIRPUE]S U] JO (SLI dATIB[AI = YISIWY ‘PAAISSQO = O ‘SI9qUINU [[ews A19A 01 anp a)e[nored A[qerfai o} a[qissod jou

= JN ‘pa10adxa = T ‘WI9)SAS SNOAISU [BIIUID = SND {[EAISIUI 3DUSPYUOD = [D ‘ISLI SS3DXd N[OSqR = YTV [9POUW UOSSIO SJBLIBATUN B UTYILM S1S9] OTBI POOYI[SHI] PIPIS-0Mm] SUISN Paje[no[ed a1am puan) pue A119uado1alay 10J s1S9L,

100> 100> S0’ 20 4} 100> st 10 pueng
(£5003101°0) %20 (69°00191°0) ¢H'0 (11 0182°0) 950 (cczror08€) 1L 8T/ET  891H9C (coT0121°0) S0 (ceemstro)est (cg'T01220) £9°0 (Fh65 03 £28) LF'ST  TO/S  €69LT +0€
(c9001 £1°0) 2E'O (9£:003%2°0) 050 (S0'T 1 %€°0) 09°0 (6TTT 032ED) LT LT/6T LTV STE (68003 5T°0) 9£°0 (6% 0185°0) 6%°C (1%'1 03 52°0) 650 (shp9018521)8CTE  TO/L  T9TLT 62-0C
(a1 (€6T01£0T) 05T (a1 (88'STOI¥T6) €TCT  9W/9S  LVETHE Gan) T (05°cT 01 8€°5) ¥6'8 (a1 (L7'660109°€h) 8E'L9  ¥0/ST  ¥SS LT 61-S
£ ‘93e paureny
10° 40} as 8T $0° 10 ST 60° puang
(90'T 03 60°0) TE'0 (06'0 03 10°0-) ¥¥°0 (6£'T 01 6T°0) IS0 (£0'91 23 $27) 68°9 £0/S  €LT9%6 - - - - 10/0  TESTT +0g
(c0'1 03%2°0) 60 (0'1 03 82°0) 99°0 (55T 03 1%°0) 08°0 (€S/103T£'S)SYOT  €T/4T  SLOE6L (59T 03 02°0) £50 (e8'50185°0) TT’€E (6£°C 01 0€°0) ¥8°0 (cro010186'91) LT9F  T°0/9  26C8L 62-0C
(€11 018€°0) 99°0 (ET'T0115°0) 280 (FTT01€%°0) 0£°0 (£6'T1 01 66'5) 198 TH/SE  98SLLE (rSz01550) 61T (tre016%°€) 09 (sez0o1150) 0T'T (92°06 01 06'5€) L£'8S  €0/0c  6611E 61-0T
(a1 (09T 03%£0) £TT (o)1 (6791 0180°8) 99T 6T/FE  666%9C (a1 ('8 0160°7) 92'S (a1t (0088 0355%2) 8T'6%  TO/IT  £8Y0C 6
stsouderp
QOUIS SIEdX
[4:3 ¥ 9’ or 34 20 ot [a% puan g
(€690112°0) 0T (60 01 8%°0-) 18°0 (trs01%c0) 9Tt (£ L2 01 €6'0)89°L €0/c  655TC  (¢6'50£0119°0)99°€T (6662 0156'£7) 208 (68'9/C 01 58°0) 9€°ST (S5°T9E 1 $9T) 6879  0°0/T ezl +0002
(6% 0122°0) 82T (c810329°0) 2TT (r9€03€£0) €9'T (cz8101€072) £9TT  9T/6T  6vZThl  (90°£/1038€T)T9ST (6821 0328T)98L  (ShPET 0369°T)80'ST  (SLTETOITLST)¥6'€9 10/ 996 6661-0661
(¥8'1 019€°0) 18°0 (88°00382°0) 85°0 (esT019€0) ¥£0 (0001 03 56°€) £¥'9 1'€/0c  Se816C  (LF'S801¥L0)€6°L (tssoreso)zre (5229 0188°0) 6€°£ (85z901TZTT) LEOE  TO/L  €891C 6861-0861
(9g€ 038£°0) 29T (65T 03 %£°0) LT'T (88'20308°0) ZS'T (ve'61018Y'6) LL'€T  VT/ee  68ST9C  (LFL070191T)8TIC  (9E°€T030£'S) €66 (9E'TST 03 $977) 8661 (92'TST0199'19) 1966 C0/IZ  ¥8TTT 6L61-0461
(o)1 (¢6°:0 03 £2°0) 85°0 (o)1 (€0%T 01 £5%) 9£'8 LT/FT 0SLETT Gan) 1 (86°0 03 2'0-) 82°0 (1)1 (L£vT 01110 SPY TO/L 86LT 6961-0¥61
Blo juswaleal],
8¢’ 10 7 €T 125 100" 80" S00° pueng
(c8'50125°0) LT (v£°00320°0) 8€'0 (r€ 01 6%°0) SET (€8'€T 03 £€°7) S€'9 60/9  ELvTEl - - - - 10/0  LELOT 61-ST
(0£z 03 £7°0) $O'T (¢80 03 £1°0) 6¥°0 (T£1 03 %4°0) £8°0 (6211 03 6%°€) SL°9 8T/Cl  €8890C (90T 03 82°0) 9£°0 (17’5 0125°0) £6C (££10352°0) £9°0 (08'9z0156'2T)6T°SE  TO/9 09961 $1-01
(5921 16'0) 55T (89°'T012£0) 0T'T (or'z01080) 0€'T (0sz1a91'8)612T  Hz/6e  OeLTTe (9s'T 01 62°0) £9°0 (cozoreTT) OTH (6€'T 01 £2°0) 290 (b8'8£ 03 /T /1) T00F  T0/8  0OT06L 6~
(a1 (¥£'T0199°0) 00T (a1 (60%T 01S¥'2) 60T 6'€/TF  9PBOLE (a1 (89°6 01 10'%) ¥8°9 (a1 1 (18°00T 0365°TH) 6149  €0/T  COLEE 0
£ ‘sisouderp je 98y
123 4% 6T’ as ST €0 61" or’ fareusBoranay g
(681 03 %0°0) £2°0 (80T 03 1€°0-) 6€°0 (9€'1 03 £0°0) TE'0 (v8'ST 03 £5°0) 6EF S0/c  9/86€ (c98 03 £€°0) 69'T (9z'9t 03 ££°2-) SL°9 (€1°£0382°0) TH'T (S9°01z03190°2) €8S 0°0/C €167 pueRZIMS
(£9:€ 0191°0) 9£°0 (86’1 012¥°0-) 80 (e o 29 180 (86°9€ 03 «Nd 0L TO/Z  60LET - - - - 0°0/0 066 BIUBAOIS
0°0/0 6£8¢C - - - - 0'0/0 £5€ puead]
(e€'10321°0) 00 (€8°0 03 £0'0-) 8E°0 (ev1 o1 LT ov [520) (tz'sT 0329 : ¥6'S L0/F 65698 (6£:8032£0) 15T (526 0120°0) 88°% (81°01 01 £80) 86°C (89°'551 03 £5'91) 08°09  T'0/F 8508 pueruig
(LTT 0 %0°0) 1€°0 (£6700192°0-) S€°0 (99'T 03 60°0) 6£°0 (15°£10365°0) 8% vo/c  YeLYY (0£°603%1°0) 8T'T (Lzgor08) €Lt (6£:801%1°0) 0T'T (90°'sz1 03 080)2r1E 00/T ThSE KemioN
(9%'1 03 £1°0) 670 (€0'T 03 %0°0) £5°0 (9%'1 03 $2°0) 65°0 (so9r01127) 88, 80/9 L9516 - - - - 1°0/0 STLL uspams
(96’1 0191°0) 950 (L1103 £0°0-) S50 (£8'T012C0) %90 (€561 031807) €9'L S0/F  SEE€9 (918 0121°0) £6'0 (cTy b1 T (L5801 €1°0) LOT (Lz6601S7°0) 28 LT TO/T 250L srewuaq
(51 0322°0) 85°0 (T 03 ST°0) 8£°0 (oT'1 03 22°0) 670 (65°€T 01 86°2) 06'9 T8 LS9/8 (€0 03 55°0) 99'T (917101 08°T) €0'L (v9°€ 03 0%°0) TT'T (5021 032€°07) LE'SS  T'0/9 08¢8 SPUBMaYIaN
(paseq
(oT% 01 €%°0) ZE'T (£5°€ 01 £0°0-) SL°T (8%'€ 03 1H°0) 0Z'T (eLvworoLv) v (1 TOW  69S1T (051701570 08T (S£TE019£01-) 00TT  (61°02 03 92°0) 62°C (v0'£1903087) SLOTT  0°0/T 106 -Tendsoy) Arei
(paseq-uon
(€51 0321°0) TH'0 (611 0360°0-) 550 (82'1 03 ST°0) €¥°0 (€8'ST 0389°T) 81'9 90/ 12609 (29°5 03 80°0) 99°0 (69901 0¢2) 61T (c6'7 03 £0°0) 09°0 (egccr o1 950) 22T 00/1 09€¥ -emndod) A7eir
(€2T0192°0) 920 (€0T0120°0) €0'T (£8'10192°0) 690 (08'zz 03 £T°€) LL°6 S0/S  099€¥ (059 0380°0) ¥£°0 (091101 16°€-) ¥8°E (09°5 03.80°0) 89°0 (90961 01 68°0) 61°SE  0°0/T 144 Areduny
(mfera)
(TEv 01 1TT) 61T (€2°€ 03 ¥6°0) 60'C (82°€ 03 26°0) ¥L'T (€67 038ETT)28'0C  LO/FT  TO6€9 (61'80352°T) 1T (L0'61 01 12°5) ¥T°TT (66903 1T°T) 6£C (cz’007 03 €2°65) TIFIT  T'0/CT 6616 2oueI]
(o)1 (0¥'1031%9°0) 20'T (a1 (0o/T03€€8)0T'CT  £T/SE  HES6C (a1 (#1503 98°0) 00°€ (1)1 (508903 16%1) €5%E  T0/8  [16SC N
1apiaoid ejeq
Y7 09 g e’ 18 9% 9 4% ArsusBornayg
(6'1 0185°0) £6'0 (,oT01150) 620 (68T 0118°0) ¥C'T (F0'ST01S£7£) 9601 S€/8E  8THIEY (11201950 80°T (1s90181°7) se% (c8z01920) 9%'T (c6'c603TLTE) CTLS  €0/9T  HL19€ arewa]
(a1 (81T 0129°0) 06'0 (o1 (18’11 03 59'9) 968 9'5/0S 505 S6¥ (a1 (9g9 01 8%°7) Th'v Gan) T (942903 1#'52) 90Ty S0/IT  SEE9H STeN
XoS
$(1D %56) YT {10 %s6) 93V $(ID %56) WIS WY 1D %s6) uIS /0 sreak (1D %S56) 34 1D %s6) ¥av H(1D %Ss6) uIs 1D %s6) a1s /0 sk onsuLeIRYd
-uosiad -uosiad JIOAIAING

SIOAIAINS I9YI0 [[V

SIOAIAINS BUIODIES 3NSST) 1JOS

(ponunuod) ‘% 3[qeLl



>
]
=
(9]
=
t

192 | JNCIJ Natl Cancer Inst, 2018, Vol. 110, No. 2

A

Cumulative probability x 100

Expected
—

5 10 15 20 25 30 35 40 45
Time since diagnosis, y

35

Retinoblastoma

25

Bone sarcoma

Soft tissue sarcoma

Cumulative probability x 100
2
1

w0
All other first primary neoplasms
o - e e — - XPECRY
e T e B e IR e e e B L e e e e |
5 10 15 20 25 30 35
Time since diagnosis, y
[top
o Osteosarcoma
S <
<
2
3 o
o)
<
o
(]
= N
E :
>
S
]
O ~—
Other bone
Chondrosarcoma |
o - s e o oo e
T T T T T T T T T
5 10 15 20 25 30 35 40 45

Time since diagnosis, y

Figure 1. Cumulative probability curves for bone subsequent primary neoplasms (SPNs), by time since diagnosis. A) The observed cumulative probability for a bone
SPN, with the corresponding 95% confidence intervals (dashed lines), compared with the expected cumulative probability from the general population. B) The cumula-
tive probability for a bone SPN for survivors of retinoblastoma, bone sarcoma, soft tissue sarcoma, and all other first primary neoplasm types compared with that
expected from the general population. C) The cumulative probability for an osteosarcoma SPN, chondrosarcoma SPN, Ewing sarcoma SPN, and all other bone SPNs
compared with that expected from the general population.
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This largest-ever investigation into the risk of bone SPNs af-
ter childhood and adolescent cancers has provided strong evi-
dence that the excess number of bone SPNs observed after all
childhood cancer, retinoblastoma, bone sarcomas, and STS
declines linearly with both increased years since diagnosis and
attained age. Beyond 40years from diagnosis and age 40years,
there were at most 0.45 excess bone SPNs among all survivors
per 10000 person-years at risk; beyond 30years from diagnosis
and age 30years, there were at most 5.02 excess bone SPNs after
each of retinoblastoma, bone sarcoma, and STS per 10000
person-years at risk. Despite the substantial improvement in
five-year survival after each of these cancer groups since 1940
and the associated more intensive treatment, the excess num-
ber of bone SPNs observed has not increased among survivors
of more recent treatments. The evidence assembled in this
study provides reliable and unbiased information about risks
and risk factors among long-term survivors not previously
available, which is likely to be helpful to both survivors and
health care professionals.
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