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Abstract
Background: Evidence suggests that physical activity (PA) is beneficial for reducing fatigue in colorectal cancer
(CRC) survivors. However, little is known regarding long-term effects of PA on fatigue and whether pre-diagnosis PA
is associated with less fatigue in the years after diagnosis. Our study aimed to investigate the association of preand post-diagnosis PA with long-term fatigue in CRC survivors.
Methods: This study used a German population-based cohort of 1781 individuals, diagnosed with CRC in 2003–
2014, and alive at five-year follow-up (5YFU). Physical activity was assessed at diagnosis and at 5YFU. Fatigue was
assessed by the Fatigue Assessment Questionnaire and the EORTC Quality of Life Questionnaire-Core 30 fatigue
subscale at 5YFU. Multivariable linear regression was used to explore associations between pre- and post-diagnosis
PA and fatigue at 5YFU.
Results: No evidence was found that pre-diagnosis PA was associated with less fatigue in long-term CRC survivors.
Pre-diagnosis work-related PA and vigorous PA were even associated with higher levels of physical (Beta (ß) = 2.52,
95% confidence interval (CI) = 1.14–3.90; ß = 2.03, CI = 0.65–3.41), cognitive (ß = 0.17, CI = 0.05–0.28; ß = 0.13, CI =
0.01–0.25), and affective fatigue (ß = 0.26, CI = 0.07–0.46; ß = 0.21, CI = 0.02–0.40). In cross-sectional analyses, postdiagnosis PA was strongly associated with lower fatigue on all scales.
Conclusions: In this study, pre-diagnosis PA does not appear to be associated with less fatigue among long-term
CRC survivors. Our results support the importance of ongoing PA in long-term CRC survivors. Our findings might be
used as a basis for further research on specific PA interventions to improve the long-term outcome of CRC survivors.
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Background
With over 1.8 million estimated incident cases and 881,
000 estimated deaths in 2018, colorectal cancer (CRC) is
the third most common cancer and the second most
common cause of cancer-related death worldwide [1].
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Early detection and improvements in treatment as well
as the aging of the population have substantially contributed to the increasing number of CRC survivors [2, 3].
In developed countries, CRC survivors represent the
third largest cancer survivor group next to breast and
prostate cancer survivors [4].
Many CRC survivors still experience detriments in
(health-related) quality of life (QOL) years after their
diagnosis [5–7] and fatigue has been reported to affect
QOL more than other symptoms such as pain or
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depression [8, 9]. Therefore, it is of great relevance to
identify interventions that have the potential to decrease
fatigue in CRC survivors and thereby improve the QOL
of this population.
Physical inactivity is an important modifiable risk factor for non-communicable diseases including CRC [10].
Furthermore, evidence has accumulated that physical activity (PA), especially leisure time PA is prognostically
relevant for CRC patients. Aside from a better prognosis
for CRC survivors who are physically active [11–14],
studies reported that CRC survivors who were more
physically active tended to report less fatigue [15–18].
Although one study [19] investigated the association of
pre-diagnosis PA and fatigue 2 years after diagnosis so
far, no study has investigated associations of pre- as well
as post-diagnosis PA with fatigue specifically in longterm (≥5 years post-diagnosis) CRC survivors. Moreover,
the available evidence regarding the association between
PA and fatigue among CRC survivors is mainly based on
studies with a cross-sectional design [15–18].
Recent studies assessing PA after treatment [16, 20–
22] and also prehabilitation programs including PA before cancer treatment [23–25] found PA to be beneficial
for cancer survivors’ physical and psychological health.
Furthermore, it has been reported that exercise/PA
might have long-lasting effects on individuals’ health
[26–28]. Therefore, we hypothesized that pre-diagnosis
PA might be beneficial for the fatigue of long-term CRC
survivors since survivors who were physically active before diagnosis may already have laid a basis of positive
lifestyle strategies that they may use to maintain wellbeing during treatment and in the years of survivorship.
The aim of this study was therefore to additionally investigate the prospective association between pre-diagnosis
PA and fatigue in long-term CRC survivors. Further, this
study investigated the potential effects of different
domains of pre-diagnosis PA such as leisure time and
work-related PA as well as different PA intensities on
fatigue of long-term CRC survivors.
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speaking, and physically and mentally able to participate
in an interview of approximately 1 h. Approximately
50% of all eligible patients are recruited by 22 hospitals
in the study area. Incomplete recruitment of patients is
largely due to lack of time among the clinicians in
charge of notifying the study center in the routine setting. Further details of the study have been described
elsewhere [11, 29–31]. The DACHS study was approved
by the ethics committees of the University of Heidelberg
and the state medical boards of Baden-Wuerttemberg
and Rhineland-Palatinate. All participants gave written
informed consent.
Data collection and follow-up

Patients with newly diagnosed CRC are identified by
their treating clinician during their hospital stay and are
interviewed in the hospital or contacted by mail shortly
after their discharge by clinicians or clinical cancer registries. At baseline, sociodemographic information, medical, and lifestyle history (including PA) are obtained by
trained interviewers using a standardized questionnaire.
Three years after diagnosis, detailed information about
treatment, other diseases, and recurrence is collected
from attending physicians, using a standardized questionnaire. In order to obtain follow-up data including
changes in lifestyle (including PA), medical, or recurrence history, and fatigue, CRC patients are sent a questionnaire by mail 5 years after diagnosis. Information
about recurrence, other diseases, and new cancers is
verified by the patients’ physicians. Patients’ vital status
is regularly checked through population registries.
Study population

For this analysis, 1781 participants who were recruited
between 2003 and 2010 and participated in the five-year
follow-up (5YFU) between 2009 and 2016 were included
(see Fig. 1 for detailed information on participants
included in the analysis).
Assessment of physical activity

Methods
Study design

This analysis is based on CRC patients recruited within
the ongoing population-based DACHS (Darmkrebs:
Chancen der Verhütung durch Screening) study. The
study is carried out in the Rhine-Neckar region in the
southwest of Germany; an area that has a population of
about 2 million people. To date, the study includes over
6000 patients with both symptomatic and screendetected CRC, recruited since 2003. Eligible cases with a
histologically confirmed diagnosis of primary CRC
(International Classification of Diseases, 10th Revision
[ICD-10] codes C18-C20) have to be older than 30 years
at diagnosis, residents of the study region, German

At baseline, information on retrospective PA was collected by trained interviewers in a personal interview for
each age decade between 20 and 80 years, depending on
participant’s age at diagnosis. Patients were asked for the
hours per week they had engaged in different activities.
One question was asked to estimate the amount of time
spent on hard work-related PA (e.g. in agriculture, as
health care worker or in the military), one question on
light work-related PA (housework, gardening, as sales
person, hairdresser), one question on walking (e.g. going
for walks, going shopping, walking to and/or home from
work), one question on cycling (e.g. means of transportation in everyday life, using the bike to and/or home from
work), and one question on sports (e.g. soccer,
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Fig. 1 Flow diagram of patients with colorectal cancer included in the analyses

swimming, skiing, mountain climbing, jogging). These
retrospective data have been used to address the prognostic impact of PA in recent papers [11, 32]. Five years
after CRC diagnosis, information on average PA during
the past week was assessed with a mailed questionnaire
that included the short-form of the International Physical Activity Questionnaire (IPAQ). The questionnaire
asks for the number of days and minutes per week spent
with vigorous PA e.g. jogging, moderate PA e.g. swimming, walking, and sitting.
Based on activity-specific metabolic equivalent
(MET) score values described by Craig et al. [33],
MET hours per week (MET-h/wk) were calculated according to activities performed at baseline and at
5YFU. The following task-specific MET-h/wk score
values were used at baseline: hard work = 8 MET-h/
wk, light work = 2.5 MET-h/wk, walking = 3.3 MET-h/
wk, cycling = 6 MET-h/wk, sports = 8 MET-h/wk; and
at 5YFU: vigorous PA = 8 MET-h/wk, moderate PA =
4 MET-h/wk, and moderate walking = 3.3 MET-h/wk
While from both assessment methods these MET-h/
wk can be derived, the wider range of PA domains
assessed at baseline compared to the 5YFU and the
difference in the assessment methods (personal interview and mail) might hamper the comparability of
the obtained METs from baseline and 5YFU and
should be kept in mind.

From the baseline assessment, activity-specific lifetime
MET-h/wk were derived from the MET-h/wk spent at
ages 20, 30, 40, 50, 60, 70, and 80 (assessed at baseline),
considering the current age at diagnosis of the patient
and the years spent in each decade. Information from
the age decade preceding the patients’ current age at
diagnosis was used to calculate the activity-specific
MET-h/wk for the last age decade (e.g. PA at diagnosis
age 60 for participants in the age group 60–69). The
activity-specific MET-h/wk were summed up to create
the variables baseline PA lifetime and last decade.
In subgroup analyses, baseline PA was categorized into
different PA domains (leisure time PA [walking, cycling,
sports] and work-related PA [light work, hard work])
and intensities (light PA [light work], moderate PA
[walking], and vigorous PA [cycling, sports, hard work]).
Physical activity was classified according to the second
version of the Physical Activity Guidelines for Americans
[34]: light-intensity PA = 1.1–2.9 METs, moderate
PA = 3–5.9 METs, and vigorous PA = ≥6 METs.
From the 5YFU, the MET-h/wk of the last week were
calculated for each of the specific activity types and then
summed up to obtain the 5YFU PA.
Based on sample distribution, quartiles (Q) for PA at
baseline for the last age decade (Q1 = < 74.7 MET-h/wk,
Q2 74.7- < 118.3 MET-h/wk; Q3 118.3- < 183.0 MET-h/
wk; ≥183.0 MET-h/wk) and 5YFU (Q1 = < 11.6, Q2 =
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11.6- < 34.1, Q3 = 34.1- < 79.0, Q4 = ≥79.0) were calculated. Patients in Q1 were defined as physically inactive
whereas patients in Q2-Q4 were defined as physically
active. To assess associations of different PA levels with
fatigue, the lowest quartile was used as the reference
category. Further, these quartiles were used to classify
survivors in four groups: active maintainers (active at
baseline and at 5YFU), increasers (inactive at baseline,
active at 5YFU), decreasers (active at baseline, inactive at
5YFU), and inactive maintainers (inactive at baseline and
at 5YFU).
For the main analyses, baseline PA information of the
last decade was used and defined as pre-diagnosis PA
whereas PA at 5YFU was defined as post-diagnosis PA.
Assessment of fatigue

At 5YFU, fatigue was measured using the Fatigue Assessment Questionnaire (FAQ) developed by Glaus et al.
[35], and the Quality of Life Questionnaire-Core 30
(QLQ-C30) [36] which was developed by the European
Organization for Research and Treatment of Cancer
(EORTC). The FAQ assesses the dimensions physical,
cognitive, and affective fatigue. Since in the DACHS
study, only the cognitive (3 items) and affective (5 items)
questions of the FAQ were assessed, the fatigue scale of
the QLQ-C30 (3 items) was included to additionally assess the physical aspect of fatigue [37, 38]. Scoring was
performed according to the FAQ and the QLQ-C30
scoring manuals [35, 39]. Cognitive scores were linearly
transformed to a 0–9 point scale, affective scores to a 0–
15 point scale, and physical fatigue to a 0–100 point
scale. Lower scores on cognitive, affective, and physical
fatigue imply less fatigue.
Statistical analysis

To estimate the ordinal association between pre- and
post-diagnosis PA, Kendall rank correlations were calculated. Adjusted means were computed using multivariable linear regression models to explore the association
of pre-diagnosis PA quartiles with fatigue. Comprehensive covariate adjustment included baseline variables
such as age, sex, marital status, residential area, education, comorbidities, alcohol intake, smoking, body mass
index (BMI), cancer site, cancer stage, radiotherapy,
chemotherapy, and stoma.
Multivariable linear regression analyses were repeated,
calculating beta values (ß) with 95% confidence intervals
(CI) and modeling pre-diagnosis PA as a continuous
variable (per 100 MET-h/wk) for different domains
(leisure time vs. work-related) and intensities of PA (low
vs. moderate vs. vigorous) with fatigue. In order to assess
the independent association of the PA domains with
fatigue, the multivariable models were additionally
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mutually adjusted for the other domain. The same procedure was implemented for the intensities of PA.
Additionally, multivariable linear regression models
were calculated to explore the association between postdiagnosis PA quartiles and fatigue. Covariate adjustment
included the same covariates (updated with information
at 5YFU) as used in the analysis of pre-diagnosis PA and
fatigue. In sensitivity analyses, pre-diagnosis PA was
added to the model, and in a second step CRC recurrence. Since the results did not substantially change
using the additional covariate adjustments, only results
of the first covariate adjustment are reported. Moreover,
partial r2-values were calculated to assess the independent proportion of the explained variance of fatigue by
pre- and post-diagnosis PA after adjustment for potential confounders.
Multiple linear regression models were repeated for
the association between changes in PA and fatigue, using
the same covariates (updated with information at 5YFU)
as used in the analysis of pre-diagnosis PA and fatigue.
Complete case analyses were performed since the proportion of missing values was generally low. Information
regarding fatigue at 5YFU was missing in less than 2.5%
of all cases. No adjustment for multiple testing was performed, given the exploratory nature of the analysis. The
statistical software SAS 9.4 (SAS Institute) was used to
perform all data analyses. All statistically significant results mentioned in this study refer to a p-value < 0.05 in
two-sided testing.

Results
Overall, 1781 long-term CRC survivors were included in
the analysis. Participants were on average 66.1 years old at
baseline and 60% were male and 40% female (Table 1).
The tumor was located in the colon in almost 60% of participants, and confined to the intestine (UICC stage I or
II) in around 60% of all cases. Primary treatment included
radiotherapy and chemotherapy in 20 and 42% of cases,
respectively. Five years after diagnosis, 23% of all survivors
still had a stoma and around 9% of the survivors had experienced a CRC recurrence. Average pre-diagnosis PA
levels were two to three times higher than post-diagnosis
PA levels. The comparison of pre- and post-diagnosis PA
quartiles revealed a weak correlation (Kendall rank correlation coefficient: pre-diagnosis PA, last decade = 0.16;
p < 0.0001; pre-diagnosis PA, lifetime = 0.07; p < 0.0001).
The correlation between pre-diagnosis PA of the last
decade and the lifetime pre-diagnosis PA was stronger
(Kendall rank correlation = 0.37).
Association of pre- and post-diagnosis physical activity
with fatigue

As shown in Fig. 2a, survivors who were physically active
pre-diagnosis did not report significantly lower physical,
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Table 1 Colorectal cancer participant characteristics

Overall

Total sample

Total sample

N (Col. %)

N (Col. %)

1781

1781

30–59 years

431 (24.2)

Q1 (< 74.7)

440 (25.0)

60–69 years

655 (36.8)

Q2 (74.7- < 118.3)

438 (24.9)

70–79 years

560 (31.4)

Q3 (118.3- < 183.0)

439 (24.9)

80+ years

135 (7.6)

Q4 (≥183.0)

443 (25.2)

Mean (SD)

66.1 (9.9)

Mean (SD)

143.5 (107.1)

Post-diagnosis PAb (MET-h/wk)

Sex
Female

706 (39.6)

Q1 (< 11.6)

447 (25.5)

Male

1075 (60.4)

Q2 (11.6- < 34.1)

428 (24.4)

Marital statusc
Unmarried

89 (5.0)

Married

1338 (75.1)

Divorced

106 (6.0)

Widowed

245 (13.8)

Residential area

Q3 (34.1- < 79.0)

441 (25.1)

Q4 (≥79.0)

438 (25.0)

Mean (SD)

54.9 (60.4)

Cancer sitec
Proximal colon

524 (29.4)

Distal colon

510 (28.6)
742 (41.7)

Village (< 10,000)

635 (35.7)

Rectum

Small town

611 (34.3)

Cancer stagec

City (> 100,000)

535 (30.0)

Educationc

I

511 (28.7)

II

616 (34.6)

≤ 9 years

1153 (64.7)

III

591 (33.2)

10–11 years

312 (17.5)

IV

56 (3.1)

≥ 12 years

313 (17.6)

BMI (kg/m2)c

Detection of cancer
Symptoms

651 (36.6)

Screening

517 (29.0)

25- < 30

781 (43.9)

Other

99 (5.6)

≥ 30

347 (19.5)

Never

763 (43.0)

Former (> 1 year)

760 (42.8)

Current

253 (14.3)

Alcohol (grams/day)d

Radiotherapyc
Yes

353 (19.8)

No

1427 (80.1)

Chemotherapyc
Yes

751 (42.2)

No

1029 (57.8)

Stomae at 5YFU

None

456 (25.6)

0.9–6.1

360 (20.2)

Yes

405 (22.7)

> 6.1–14.4

292 (16.4)

No

1327 (74.5)

> 14.4–30.7

330 (18.5)

> 30.7

319 (17.9)

Comorbiditiesc,g
<2

945 (53.1)

≥2

835 (46.9)

Associations between changes in physical activity from
pre- to post-diagnosis and fatigue

Active maintainers and increasers scored significantly
lower on all fatigue scales compared to inactive maintainers with the strongest associations for physical fatigue (Fig. 2c). No differences were found when
comparing decreasers to inactive maintainers.

1165 (65.4)

< 25

Smokingc

a

Overall

Pre-diagnosis PAa (MET-h/wk)

Age

cognitive, or affective fatigue 5 years post-diagnosis compared to survivors who were physically inactive prediagnosis. Pre-diagnosis PA also explained very little of
the variance of long-term fatigue with 0.2% on the physical, 0.06% on the cognitive fatigue, and 0.1% on the
affective fatigue scale.
In cross-sectional analyses, a strong and significant association between higher post-diagnosis PA and lower
physical, cognitive, and affective fatigue was found (Fig.
2b). Only the association between Q2 vs. Q1 was not
significantly associated with lower cognitive fatigue.
Post-diagnosis PA explained around 30% of the variability of physical fatigue but only approximately 1% of the
variability of cognitive and affective fatigue. Still, a
significant trend was observed for post-diagnosis PA and
all fatigue scales.
In sensitivity analyses using lifetime PA instead of PA
of the last decade to investigate the association between
pre-diagnosis PA and fatigue, the aforementioned pattern
of the results did not change (Supplementary Table 1).

Recurrencec at 5YFU
Yes

162 (9.1)

No

1617 (90.8)

last age decade before diagnosis; bat 5-year follow-up; c1–10 missings; d11–27
missings; e47 missings; flinear model age-adjusted; gincluding heart attack,
heart failure, stroke, diabetes, depression, other cancers, hypotension,
circulatory disturbances heart, circulatory disturbances brain, circulatory
disturbances legs, gout, arthritis, rheumatism, arthrosis, morbus crohn, colitis
ulcerosa; Abbreviations: Col. column, SD Standard deviation, BMI Body mass
index, PA Physical activity, MET-h/wk Metabolic equivalent hours per week,
5YFU 5-year follow-up; apart from post-diagnosis PA, stoma, and recurrence all
presented variables only include baseline information

Associations between different domains/ intensities of
pre-diagnosis physical activity and fatigue

No association was found between a higher amount of
pre-diagnosis leisure time PA (per 100 MET-h/wk) and
any of the fatigue scales (Fig. 3). A higher amount of
pre-diagnosis work-related PA (per 100 MET-h/wk) was
significantly associated with higher physical, cognitive,
and affective fatigue. No associations were found for
pre-diagnosis light or moderate PA with fatigue, apart
from a higher amount of pre-diagnosis moderate PA
(per 100 MET-h/wk) being significantly associated with
lower affective fatigue (Fig. 4). In contrast, a higher
amount of pre-diagnosis vigorous PA (per 100 MET-h/
wk) was significantly associated with higher physical,
cognitive, and affective fatigue.

Discussion
Major findings

Higher levels of pre-diagnosis PA did not appear to be
positively associated with fatigue among CRC survivors
5 years after diagnosis. Pre-diagnosis work-related PA
and vigorous PA were even associated with higher physical, cognitive, and affective fatigue. In cross-sectional
analyses, post-diagnosis PA was strongly associated with
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a

b

c

Fig. 2 Associations between pre-, post-diagnosis and changes in physical activity and fatigue. a: Associations between pre-diagnosis (last decade)
physical activity and fatigue. b: Associations between post-diagnosis physical activity and fatigue. c: Associations between changes in physical
activity from pre- to post-diagnosis and fatigue. Abbreviations: Q physical activity quartile (Q1 = inactive, Q2-Q4 = active), AM active maintainers, I
increasers, D decreasers, IM inactive maintainers,5YFU five-year follow-up, BMI body mass index. Footnote: Linear regression analyses adjusted for
a: age at baseline, sex, marital status, residential area, education, number of comorbidities at baseline, alcohol intake at baseline, smoking at
baseline, BMI at baseline, cancer site, cancer stage, treatment, stoma; b and c: age at 5YFU, sex, marital status, residential area, education, number
of comorbidities including information from baseline until 5YFU, alcohol intake at 5YFU, smoking including information from baseline until 5YFU,
BMI at 5YFU, cancer site, cancer stage, treatment, stoma

lower physical, cognitive, and affective fatigue. Moreover,
survivors being physically active pre- and post-diagnosis
and survivors who became physically active postdiagnosis scored significantly lower on all fatigue scales
compared to survivors who remained inactive from preto post-diagnosis. The results of this study highlight the
importance of ongoing PA throughout survivorship for
the reduction of fatigue of CRC survivors, which is one
of the most burdensome symptoms in cancer survivors
[40]. However, the cross-sectional results should be

interpreted with caution due to possible reverse
causality.
Relationship with previous findings

Our study found no beneficial effects of pre-diagnosis
PA on long-term fatigue. This is in in line with a French
study [19] which also used the EORTC QLQ-C30 fatigue
subscale. That study, which included CRC survivors, also
did not find an association between pre-diagnosis PA
and fatigue in cancer patients 2 years after diagnosis. A
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Fig. 3 Associations between different domains of pre-diagnosis physical activity (MET hours per week in the last decade) and fatigue. Abbreviations:
CI confidence interval, PA physical activity, BMI body mass index. Footnote: Linear regression analyses adjusted for age at baseline, sex, marital status,
residential area, education, number of comorbidities at baseline, alcohol intake at baseline, smoking at baseline, BMI at baseline, cancer site, cancer
stage, treatment, stoma, leisure time or work-related PA; leisure time PA including walking, cycling, sports; work-related PA including light work, hard work

possible explanation for these findings could be that in
both studies, PA information was only available before
diagnosis and 2 or 5 years after diagnosis. As such, it is
not known how patients could have changed their PA
habits over the course of their disease. Therefore it can
be assumed that the time gap of five as well as 2 years
might have been too long to still detect possible buffering effects [26–28] of pre-diagnosis PA and on fatigue
two as well as 5 years post-diagnosis.
Of interest, we found that higher levels of prediagnosis work-related PA and vigorous PA were even
positively associated with all fatigue scales. This suggests
that survivors who had a physically demanding job before cancer diagnosis might still suffer from fatigue even
years after their CRC diagnosis. Although all analyses

within our study have been adjusted for education, the
possibility of residual confounding, for example by lower
socioeconomic status, has to be kept in mind. For example, CRC survivors who worked in manual labor
might have lower autonomy, less pay, and more challenging working conditions (e.g. night shifts). These factors
might be linked to depression and fatigue even years
after diagnosis. Pertinent literature supports this assumption. It has been shown that cancer survivors with
low education and low socioeconomic status were at
higher risk for financial difficulties [41] and financial difficulties were associated with higher self-reported depression among cancer survivors [42]. However, the
reported associations need to be interpreted with caution since effects were rather small using the 100 MET-

Fig. 4 Associations between different intensities of pre-diagnosis physical activity (MET hours per week in the last decade) and fatigue.
Abbreviations: CI confidence interval, PA physical activity, BMI body mass index. Footnote: Linear regression analyses adjusted for age at baseline,
sex, marital status, residential area, education, number of comorbidities at baseline, alcohol intake at baseline, smoking at baseline, BMI at
baseline, cancer site, cancer stage, treatment, stoma, light or moderate or vigorous PA; light PA including light work; moderate PA including
walking; vigorous PA including hard work, cycling, sports
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h/wk classification and none of the differences were of
clinical relevance.
The results regarding changes in PA support the
cross-sectional findings on post-diagnosis PA and
fatigue, and the assumption that ongoing PA may be
important for fatigue of long-term CRC survivors. Only
active maintainers and increasers had a significantly
lower long-term fatigue compared to inactive maintainers, but no differences in fatigue were found for survivors decreasing their PA levels compared to those who
stayed physically inactive. These findings may be explained by decreasers having a more severe health condition following CRC diagnosis and treatment which
prevents them from maintaining PA levels compared to
inactive maintainers who reported to be physically
inactive pre- and post-diagnosis.
In line with our findings, several observational studies
reported post-diagnosis PA to be associated with lower
fatigue in CRC survivors [16–18, 43, 44]. However, a recent systematic review which performed a meta-analysis
of randomized controlled trails, failed to show a significant association between PA and fatigue among CRC
survivors, although in all studies PA was accompanied
by reduced levels of fatigue [45]. Further, inconclusive
results regarding the association between PA and fatigue
for observational prospective studies were reported [45].
Although a multidimensional concept of fatigue is well
accepted, most studies assessed the association between
PA and physical fatigue unidimensionally. Therefore,
studies might have missed some aspects of fatigue such
as cognitive or affective fatigue and thus only few findings regarding the association of PA with multidimensional fatigue scales exist. Moreover, since some fatigue
dimensions have been observed to behave differently it
has been discussed that the different fatigue dimensions
might not be expressions of one symptom but rather expressions of independent symptoms (multiple symptom
concept) [46]. For example, some studies found physical
fatigue to change in intensity during treatment or interventions that aim to reduce fatigue whereby mental
fatigue did not change in intensity [47]. Also, specific
subtypes of cancer-related fatigue with different correlates have been identified among long-term CRC survivors [48]. Therefore, it can be concluded that survivors
might benefit from interventions targeted to the personal fatigue experience. For example, cancer survivors
suffering from physical fatigue might benefit more from
interventions that increase PA than survivors suffering
from cognitive or affective fatigue for whom interventions such as mental training or psychosocial interventions might be more beneficial. Although the results of
this study show that post-diagnosis PA was strongly
associated with all fatigue scales, the association was
lowest for PA and cognitive fatigue.
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So far, most studies focused on fatigue shortly after
CRC diagnosis. However, it has been reported that fatigue can persist years after diagnosis. Therefore, it is
important to find out if PA is beneficial to mitigate
long-term fatigue of CRC survivors. The findings of this
study add to current knowledge that pre-diagnosis PA
cannot replace ongoing PA after diagnosis among longterm CRC survivors, under the assumption that the association between ongoing PA and better fatigue is not
entirely a result of reverse causality.
Public health relevance

Fatigue is often reported as one of the most burdensome
symptoms among cancer survivors [40] and it has been
shown to affect QOL more than other symptoms such
as pain or depression [8, 9]. Since fatigue can persist
years into survivorship [49], it is of great relevance to
find out more about possibilities that have the potential
to decrease fatigue in CRC survivors, also in the long
term. Contrary to our prior hypothesis, pre-diagnosis PA
was not associated with lower fatigue and does not seem
to protect CRC survivors against fatigue in the years
after CRC diagnosis. Instead, ongoing PA after CRC
diagnosis might be more important to mitigate fatigue
among long-term CRC survivors and for survivors inactive at pre-diagnosis, it is never too late to start PA
after diagnosis. Our findings might be used as a basis for
more prospective studies and randomized controlled
trials on the association between pre- and post-diagnosis
PA and fatigue which might contribute to support
specific PA interventions for CRC survivors.
Strengths and limitations

Major strengths of our study include the analysis of a
large population-based study sample, the prospective design, completeness of follow-up, comprehensive adjustment for confounders, and detailed investigations of
differences in subgroups. Furthermore, results of the
study are only based on long-term CRC survivors with a
primary CRC diagnosis, and fatigue was assessed using
validated and standardized questionnaires.
However, there are further limitations to consider.
Firstly, due to the observational and partly crosssectional study design, the results should be interpreted
with caution because PA and fatigue may mutually affect
one another and therefore our findings give only indirect
support for recommendations of encouraging and maintaining PA after CRC diagnosis. Secondly, recall or desirability bias may have occurred through self-reported PA
measurement at baseline and 5YFU. In addition, the PA
questionnaires at baseline and at follow-up might not be
directly comparable. Pre-diagnosis PA was assessed in a
personal interview by trained interviewers asking for a
wide range of different PA domains, whereby the short
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form of the validated IPAQ assesses less details about
PA domains and was filled out by the survivors themselves. Resulting pre-diagnosis MET-h/wk were two to
three times higher compared to MET-h/wk reported
post-diagnosis and it cannot be determined whether and
to what extent this difference can be attributed to differences in the assessment. Furthermore, MET-h/wk reported at baseline and at 5YFU were substantially higher
than pertinent PA recommendations. To overcome this
comparability issue, patients were grouped according to
quantiles computed separately on the pre-diagnosis PA
and post-diagnosis PA distribution instead of using PA
recommendations. Furthermore, analyses on changes in
PA were based on changes in the assessment specific
quantiles instead of changes in MET-h/wk. Finally, residual confounding cannot be ruled out although adjustment for several potential confounders was performed.

Conclusion
In conclusion, pre-diagnosis PA does not seem to be
positively associated with fatigue among long-term CRC
survivors. Instead our results support the need of ongoing PA after CRC diagnosis. However, due to the
partly cross-sectional study design, these results should
be interpreted cautiously. Randomized controlled trials
are needed to provide information on the causality of
the association between PA and fatigue among longterm CRC survivors and in turn could provide basis for
individually-tailored PA recommendations to this population. Further prospective studies should focus on the
association between PA and fatigue at multiple points in
time pre- and post-diagnosis to determine if and how
the effect of PA on fatigue changes.
Supplementary information
Supplementary information accompanies this paper at https://doi.org/10.
1186/s12885-020-06918-x.
Additional file 1.
Abbreviations
CRC: Colorectal cancer; QOL: Quality of life; PA: Physical activity; ICD10: International Classification of Diseases, 10th Revision; 5YFU: Five year
follow-up; IPAQ: International Physical Activity Questionnaire;
METs: Metabolic equivalent hours; MET–h/wk: Metabolic equivalent hours per
week; Q: Quartile; FAQ: Fatigue Assessment Questionnaire; QLQC30: European Organization for Research and Treatment of Cancer QLQ-C30
questionnaire; BMI: Body mass index; ß: Beta values; CI: Confidence interval
Acknowledgements
The authors thank Ute Handte-Daub, Ansgar Brandhorst and Petra Bächer for
their excellent technical assistance. The authors thank the study participants
and the interviewers who collected the data. The authors also thank the following hospitals and cooperating institutions that recruited patients for this
study: Chirurgische Universitätsklinik Heidelberg, Klinik am Gesundbrunnen
Heilbronn, St. Vincentiuskrankenhaus Speyer, St. Josefskrankenhaus Heidelberg, Chirurgische Universitätsklinik Mannheim, Diakonissenkrankenhaus
Speyer, Krankenhaus Salem Heidelberg, Kreiskrankenhaus Schwetzingen, St.
Marienkrankenhaus Ludwigshafen, Klinikum Ludwigshafen, Stadtklinik

Page 9 of 11

Frankenthal, Diakoniekrankenhaus Mannheim, Kreiskrankenhaus Sinsheim, Klinikum am Plattenwald Bad Friedrichshall, Kreiskrankenhaus Weinheim, Kreiskrankenhaus Eberbach, Kreiskrankenhaus Buchen, Kreiskrankenhaus
Mosbach, Enddarmzentrum Mannheim, Kreiskrankenhaus Brackenheim and
Cancer Registry of Rhineland-Palatinate, Mainz.
Authors’ contributions
RE: Conceptualization, data curation, formal analysis, methodology, writing –
original draft. MT: Validation, writing – review and editing. PC: Validation, writing
– review and editing. LJ: Validation, writing – review and editing. LK: Validation,
writing – review and editing. MH: Funding acquisition, validation, writing –
review and editing. JC: Funding acquisition, validation, writing – review and
editing. HB: Funding acquisition, validation, writing – review and editing. VA:
Conceptualization, funding acquisition, supervision, validation, writing – review
and editing. All authors have read and approved the manuscript.
Funding
This study was funded by the German Research Council (BR 1704/6–1, BR
1704/6–3, BR 1704/6–4, CH 117/1–1); and the German Federal Ministry of
Education and Research (01KH0404, 01ER0814, 01ER0815, 01ER1505A,
01ER1505B). The funders played no role in the design of the study, the
collection, analysis and interpretation of data; and in the decision to approve
publication of the finished manuscript. The authors assume full responsibility
for analyses and interpretation of these data.
Availability of data and materials
The datasets analysed during the current study are not publicly available due
legal and ethical restrictions but are available from the corresponding author
on reasonable request.
Ethics approval and consent to participate
The DACHS study was approved by the ethics committees of the University
of Heidelberg and the state medical boards of Baden-Wuerttemberg and
Rhineland-Palatinate. All participants gave written informed consent. This observational study has been registered retrospectively (March 6, 2017) in the
German Clinical Trials Register (DRKS00011793), which is a primary registry in
the WHO Registry Network.
Consent for publication
Not applicable.
Competing interests
The authors declare that they have no competing interest.
Author details
1
Division of Clinical Epidemiology and Aging Research, German Cancer
Research Center (DKFZ), Im Neuenheimer Feld 581, 69120 Heidelberg,
Germany. 2Unit of Cancer Survivorship, Division of Clinical Epidemiology and
Aging Research, German Cancer Research Center (DKFZ), Im Neuenheimer
Feld 581, 69120 Heidelberg, Germany. 3Unit of Genetic Epidemiology,
Division of Cancer Epidemiology, German Cancer Research Center (DKFZ), Im
Neuenheimer Feld 581, 69120 Heidelberg, Germany. 4Cancer Epidemiology
Group, University Cancer Center Hamburg (UCCH), University Medical Center
Hamburg-Eppendorf, Martinistraße 54, 20251 Hamburg, Germany. 5Division
of Preventive Oncology, German Cancer Research Center (DKFZ) and
National Center for Tumor Diseases (NCT), Im Neuenheimer Feld 280, 69120
Heidelberg, Germany. 6German Cancer Consortium (DKTK), German Cancer
Research Center (DKFZ), Im Neuenheimer Feld 280, 69120 Heidelberg,
Germany.
Received: 7 August 2019 Accepted: 30 April 2020

References
1. Bray F, Ferlay J, Soerjomataram I, Siegel RL, Torre LA, Jemal A. Global cancer
statistics 2018: GLOBOCAN estimates of incidence and mortality worldwide
for 36 cancers in 185 countries. CA Cancer J Clin. 2018;68(6):394–424.
2. Miller KD, Siegel RL, Lin CC, Mariotto AB, Kramer JL, Rowland JH, et al.
Cancer treatment and survivorship statistics, 2016. CA Cancer J Clin. 2016;
66(4):271–89.

Eyl et al. BMC Cancer

3.

4.
5.

6.

7.

8.

9.
10.

11.

12.

13.

14.

15.

16.
17.

18.
19.

20.

21.

22.

23.

24.

25.

(2020) 20:438

DeSantis CE, Lin CC, Mariotto AB, Siegel RL, Stein KD, Kramer JL, et al.
Cancer treatment and survivorship statistics, 2014. CA Cancer J Clin. 2014;
64(4):252–71.
American Cancer Society. Cancer Treatment & Survivorship Facts & Figures
2016–2017. Atlanta: American Cancer Society; 2016.
Jansen L, Herrmann A, Stegmaier C, Singer S, Brenner H, Arndt V. Healthrelated quality of life during the 10 years after diagnosis of colorectal
cancer: a population-based study. J Clin Oncol. 2011;29(24):3263–9.
Arndt V, Merx H, Stegmaier C, Ziegler H, Brenner H. Restrictions in quality of
life in colorectal cancer patients over three years after diagnosis: a
population based study. Eur J Cancer (Oxford, England: 1990). 2006;42(12):
1848–57.
Caravati-Jouvenceaux A, Launoy G, Klein D, Henry-Amar M, Abeilard E, Danzon
A, et al. Health-related quality of life among long-term survivors of colorectal
cancer: a population-based study. Oncologist. 2011;16(11):1626–36.
Cheng KK, Lee DT. Effects of pain, fatigue, insomnia, and mood disturbance
on functional status and quality of life of elderly patients with cancer. Crit
Rev Oncol Hematol. 2011;78(2):127–37.
Hofman M, Ryan JL, Figueroa-Moseley CD, Jean-Pierre P, Morrow GR.
Cancer-related fatigue: the scale of the problem. Oncologist. 2007;12:4–10.
Islami F, Goding Sauer A, Miller KD, Siegel RL, Fedewa SA, Jacobs EJ, et al.
Proportion and number of cancer cases and deaths attributable to
potentially modifiable risk factors in the United States. CA Cancer J Clin.
2018;68(1):31–54.
Walter V, Jansen L, Knebel P, Chang-Claude J, Hoffmeister M, Brenner H.
Physical activity and survival of colorectal cancer patients: population-based
study from Germany. Int J Cancer. 2017;140(9):1985–97.
Campbell PT, Patel AV, Newton CC, Jacobs EJ, Gapstur SM. Associations of
recreational physical activity and leisure time spent sitting with colorectal
Cancer survival. J Clin Oncol. 2013;31(7):876–85.
Schmid D, Leitzmann MF. Association between physical activity and
mortality among breast cancer and colorectal cancer survivors: a systematic
review and meta-analysis. Ann Oncol. 2014;25(7):1293–311.
Arem H, Pfeiffer RM, Engels EA, Alfano CM, Hollenbeck A, Park Y, et al. Preand Postdiagnosis physical activity, television viewing, and mortality among
patients with colorectal Cancer in the National Institutes of Health-AARP
diet and health study. J Clin Oncol. 2015;33(2):180–U87.
Vallance JK, Boyle T, Courneya KS, Lynch BM. Associations of objectively
assessed physical activity and sedentary time with health-related quality of
life among colon cancer survivors. Cancer. 2014;120(18):2919–26.
Grimmett C, Bridgewater J, Steptoe A, Wardle J. Lifestyle and quality of life
in colorectal cancer survivors. Qual Life Res. 2011;20(8):1237–45.
Mols F, Beijers AJ, Vreugdenhil G, Verhulst A, Schep G, Husson O.
Chemotherapy-induced peripheral neuropathy, physical activity and healthrelated quality of life among colorectal cancer survivors from the PROFILES
registry. J Cancer Surviv. 2015;9(3):512–22.
Peddle CJ, Au HJ, Courneya KS. Associations between exercise, quality of life, and
fatigue in colorectal cancer survivors. Dis Colon Rectum. 2008;51(8):1242–8.
Matias M, Baciarello G, Neji M, Di Meglio A, Michiels S, Partridge AH, et al.
Fatigue and physical activity in cancer survivors: a cross-sectional
population-based study. Cancer Med. 2019;8(5):2535–44.
Buffart LM, Thong MS, Schep G, Chinapaw MJ, Brug J, van de Poll-Franse LV.
Self-reported physical activity: its correlates and relationship with healthrelated quality of life in a large cohort of colorectal cancer survivors. PLoS
One. 2012;7(5):e36164.
Lynch BM, Cerin E, Owen N, Hawkes AL, Aitken JF. Prospective relationships
of physical activity with quality of life among colorectal cancer survivors. J
Clin Oncol. 2008;26(27):4480–7.
Vallance JK, Boyle T, Courneya KS, Lynch BM. Accelerometer-assessed
physical activity and sedentary time among colon cancer survivors:
associations with psychological health outcomes. J Cancer Surviv. 2015;9(3):
404–11.
Silver JK, Baima J. Cancer prehabilitation: an opportunity to decrease
treatment-related morbidity, increase cancer treatment options, and
improve physical and psychological health outcomes. Am J Phys Med
Rehabil. 2013;92(8):715–27.
Treanor C, Kyaw T, Donnelly M. An international review and meta-analysis of
prehabilitation compared to usual care for cancer patients. J Cancer Surviv.
2018;12(1):64–73.
Chou YJ, Kuo HJ, Shun SC. Cancer Prehabilitation programs and their effects
on quality of life. Oncol Nurs Forum. 2018;45(6):726–36.

Page 10 of 11

26. Axen I, Kwak L, Hagberg J, Jensen I. Does physical activity buffer insomnia
due to back and neck pain? PLoS One. 2017;12(9):e0184288.
27. Strahler J, Doerr JM, Ditzen B, Linnemann A, Skoluda N, Nater UM. Physical
activity buffers fatigue only under low chronic stress. Stress (Amsterdam,
Netherlands). 2016;19(5):535–41.
28. Courneya KS, Friedenreich CM. Framework PEACE: an organizational model
for examining physical exercise across the cancer experience. Ann Behav
Med. 2001;23(4):263–72.
29. Brenner H, Chang-Claude J, Seiler CM, Rickert A, Hoffmeister M. Protection
from colorectal cancer after colonoscopy: a population-based, case-control
study. Ann Intern Med. 2011;154(1):22–30.
30. Hoffmeister M, Jansen L, Rudolph A, Toth C, Kloor M, Roth W, et al. Statin
use and survival after colorectal cancer: the importance of comprehensive
confounder adjustment. J Natl Cancer Institute. 2015;107(6):djv045.
31. Jansen L, Hoffmeister M, Arndt V, Chang-Claude J, Brenner H. Stage-specific
associations between beta blocker use and prognosis after colorectal
cancer. Cancer. 2014;120(8):1178–86.
32. Carr PR, Weigl K, Jansen L, Walter V, Erben V, Chang-Claude J, et al. Healthy
Lifestyle Factors Associated With Lower Risk of Colorectal Cancer
Irrespective of Genetic Risk. Gastroenterology. 2018;155(6):1805–15.e5.
33. Craig CL, Marshall AL, Sjostrom M, Bauman AE, Booth ML, Ainsworth BE,
et al. International physical activity questionnaire: 12-country reliability and
validity. Med Sci Sports Exerc. 2003;35(8):1381–95.
34. U.S. Department of Health and Human Services. Physical Activity Guidelines
for Americans 2nd edition. Washington, DC: U.S. Department of Health and
Human Services; 2018.
35. Glaus A, Muller S. Measuring fatigue of cancer patients in the Germanspeaking region: development of the fatigue assessment questionnaire.
Pflege. 2001;14(3):161–70.
36. Aaronson NK, Ahmedzai S, Bergman B, Bullinger M, Cull A, Duez NJ, et al.
The European Organization for Research and Treatment of Cancer QLQ-C30:
a quality-of-life instrument for use in international clinical trials in oncology.
J Natl Cancer Inst. 1993;85(5):365–76.
37. Kecke S, Ernst J, Einenkel J, Singer S, Hinz A. Psychometric properties of the
fatigue questionnaire EORTC QLQ-FA12 in a sample of female Cancer
patients. J Pain Symptom Manag. 2017;54(6):922–8.
38. Knobel H, Loge JH, Brenne E, Fayers P, Hjermstad MJ, Kaasa S. The validity
of EORTC QLQ-C30 fatigue scale in advanced cancer patients and cancer
survivors. Palliat Med. 2003;17(8):664–72.
39. Fayers P, Aaronson N, Bjordal K, Groenvold M, Curran D, Bottomley A. The
EORTC QLQ-C30 scoring manual (3rd edition). Brussels: European
Organisation for Research and Treatment of Cancer; 2001.
40. Ryan JL, Carroll JK, Ryan EP, Mustian KM, Fiscella K, Morrow GR. Mechanisms
of cancer-related fatigue. Oncologist. 2007;12:22–34.
41. Pearce A, Tomalin B, Kaambwa B, Horevoorts N, Duijts S, Mols F, et al.
Financial toxicity is more than costs of care: the relationship between
employment and financial toxicity in long-term cancer survivors. J Cancer
Surviv. 2019;13(1):10–20.
42. Chongpison Y, Hornbrook MC, Harris RB, Herrinton LJ, Gerald JK, Grant M,
et al. Self-reported depression and perceived financial burden among longterm rectal cancer survivors. Psycho Oncol. 2016;25(11):1350–6.
43. Breedveld-Peters JJL, Koole JL, Muller-Schulte E, van der Linden BWA,
Windhausen C, Bours MJL, et al. Colorectal cancers survivors’ adherence to
lifestyle recommendations and cross-sectional associations with healthrelated quality of life. Br J Nutr. 2018;120(2):188–97.
44. van Roekel EH, Bours MJ, Breedveld-Peters JJ, Meijer K, Kant I, van
Den Brandt PA, et al. Light physical activity is associated with quality
of life after colorectal Cancer. Med Sci Sports Exerc. 2015;47(12):
2493–503.
45. Brandenbarg D, Korsten J, Berger MY, Berendsen AJ. The effect of physical
activity on fatigue among survivors of colorectal cancer: a systematic review
and meta-analysis. Support Care Cancer. 2018;26(2):393–403.
46. de Raaf PJ. Cancer-related fatigue: a multi-dimensional approach. Erasmus
Medical Center Rotterdam: Rotterdam; 2013.
47. de Raaf PJ, de Klerk C, van der Rijt CC. Elucidating the behavior of physical
fatigue and mental fatigue in cancer patients: a review of the literature.
Psycho Oncol. 2013;22(9):1919–29.
48. Thong MSY, Mols F, van de Poll-Franse LV, Sprangers MAG, van der Rijt
CCD, Barsevick AM, et al. Identifying the subtypes of cancer-related fatigue:
results from the population-based PROFILES registry. J Cancer Surviv. 2018;
12(1):38–46.

Eyl et al. BMC Cancer

(2020) 20:438

49. Thong MS, Mols F, Wang XS, Lemmens VE, Smilde TJ, van de Poll-Franse LV.
Quantifying fatigue in (long-term) colorectal cancer survivors: a study from
the population-based patient reported outcomes following initial treatment
and long term evaluation of survivorship registry. Eur J Cancer (Oxford,
England: 1990). 2013;49(8):1957–66.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.

Page 11 of 11

