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Aim 
PREFERABLE-
EFFECT trial

To investigate the 
effects of supervised
and individualized 
exercise in patients 
with metastatic breast 
cancer on fatigue and 
quality of life.



Why did we start PREFERABLE?
Based on promising evidence regarding supervised exercise in early stage breast 
cancer:

PACT

BEATE
BEST   

PACES

OPTITRAIN

Fatigue

Van Vulpen en al. 2016
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Exercise-oncology guidelines

RESULTS - Exercise during adjuvant cancer treatment leads to improvements in 
cardiorespiratory fitness, strength, fatigue, and other patient-reported outcomes.

RECOMMENDATION - Oncology providers should recommend regular aerobic 
and resistance exercise during active treatment with curative intent.

FUTURE RESEARCH - Studies are needed in … those with metastatic disease.

2019 
Update Cancer 
exercise 
recommen-
dations (ACSM 
int. roundtable 
2018; Campbell 
et al. MSSE 2019)

https://www.google.nl/url?sa=i&rct=j&q=&esrc=s&source=images&cd=&ved=&url=https://en.wikipedia.org/wiki/American_College_of_Sports_Medicine&psig=AOvVaw0gIdrtY4tpoYIbr0-7vhHX&ust=1574171861395362


PREFERABLE-EFFECT trial
To investigate the effects of supervised and individualized 

exercise in patients with metastatic breast cancer on 
fatigue and quality of life.

8 clinical centres 
in 5 EU countries and 

Australia

Inclusion criteria:
• Age ≥ 18 years
• Diagnosis of breast cancer stage IV
• Life expectancy of ≥6 months 

Exclusion criteria:
• Contraindication for exercise
• Unstable bone metastases
• Too physically active (>210 min/wk)



Methods



Methods



Methods

Download the exercise program:

https://www.h2020preferable.eu/exercise-program/



Adaptations to the exercise program based on location of metastases in 
PREFERABLE-EFFECT

Hiensch et al. Trials 2022



https://bit.ly/BMEHub

To access BME 
Hub:

Wanting to do a translation
or have a link in the BME 
website to own website 
email Kristin Campbell. Currently available in 6 languages.



Methods
Primary endpoints: 
• Cancer-related physical fatigue
• Health-related QoL

Secondary endpoints include:
• Pain, breast  cancer specific symptoms, anxiety, 

depression 
• Polyneuropathy, sleep
• Treatment-related toxicities
• Physical fitness/performance, body composition
• Biomarkers
• Physical activity
• QALYs and direct and indirect costs

• EORTC-FA-12 

• EORTC-QLQ-30 
summary score 

Trial successful if either or both 
are statistically significant.*



Baseline characteristics 

Age (years)
54.9 ± 11.6

Intervention group (n=178) Control group (n=179)

Age (years)
55.9 ± 10.7

Female
99.4%

Female
99.4%

Endocrine treatment

>50%
Endocrine treatment

>50%



Baseline characteristics 

Age (years)
54.9 ± 11.6

Intervention group (n=178) Control group (n=179)

Age (years)
55.9 ± 10.7

Female
99.4%

Female
99.4%

1st/2nd line 
75.3%

Recurrent disease
65.1%

Recurrent disease
62.1%

1st/2nd line
74.3%

Bone metastases
65.2%

Bone metastases
69.8%

Endocrine treatment

>50%
Endocrine treatment

>50%



Results – Adherence and SAEs

Median attendance 
[IQR] = 77% [48-92]

6-month post-BL:
18% discontinuation
• 44% due to death

Two SAEs: 1 wrist fracture and 1 sacral stress fracture, 
none related to bone metastases. 
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RESULTS 
Physical activity 
& fitness



Results – Physical activity behavior

Significant between-
group differences 

Measured physical activity (Fitbit) Self-reported resistance exercise
(Godin-Shepard Leisure-Time Exercise Questionnaire)

Step count



Results – Physical activity behavior

Significant between-
group differences 

Measured physical activity (Fitbit) Self-reported resistance exercise
(Godin-Shepard Leisure-Time Exercise Questionnaire)

Step count



Results – Physical activity behavior

Fitbit data confirm these findings.
Significant between-
group differences 

Self-reported moderate intensity aerobic 
exercise

Self-reported vigorous intensity aerobic 
exercise

Self-reported physical activity
(Godin-Shepard Leisure-Time Exercise Questionnaire)



Results – physical fitness outcome

Physical performancePhysical fitness Muscle strength



Results – Physical fitness

+24 (17,3; 32,3)

+3.11 min.sec
(1.6; 4.3)

Significant between-
group differences 



Results – Functional performance

+0.7 (0.4; 1.1)

+1.5 sec (0.9; 2.1)

Significant between-
group differences 



Results – Muscle strength

+34.2 kg (23.0; 45.4)

+0.7 (-0.2; 1.6)

Significant between-
group differences 



RESULTS 
Patient-Reported 
Outcomes (PROMs)



Primary outcomes

-3.4 (-7.8; 1.0)

-5.3 (-10.0; -0.6)

-5.6 (-10.9; -0.4)3.9 (1.5; 6.3)

4.8 (2.2; 7.4) 

4.3 (1.4; 7.3) 

Primary 
timepoint

Significant between-
group differences 
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Results – QoL functional scales

5.5 (0.2; 10.8)7.6 (2.1; 13.1) 

7.0 (3.6; 10.3) 
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Significant between-
group differences 



Results – Emotional fatigue and functioning



Pain and dyspnea

* Giesinger et al. J Clin Epidemiol. 2020 

% Scoring above clinical important 
threshold at baseline*

58% 57%

-7.1 (-12.1; -1.9) 
-7.6 (-12.2; -3.0) 

PREFERABLE-
PERSPECTIVE
(questionnaire n=420):

Concerns that pain
and fatigue worsens 
while exercising

(Sweegers et al. Sup. Care Can. 2023)
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Conclusions
• A supervised resistance and aerobic exercise 

intervention resulted in beneficial effects on fatigue, 
HRQoL, physical fitness, sexual health and other 
clinically relevant outcomes of patients with mBC.



• Exercise for patients with mBC decreases costs.
• Both individual and group supervision are likely to be cost-

effective.
• Group supervision even more so.

• We believe that supervised exercise should be 
reimbursed for patients with mBC.

We recommend supervised exercise as part of 
supportive care regimens during mBC treatment

Conclusions



Publications

Cost-effectiveness 
results are 
accepted in 
Journal of Clinical 
Oncology.



Thank you! 
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