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• Evaluation (new) treatments and care protocols traditionally
focused on objective outcomes (e.g. disease-free and overall 
survival, response rate, adverse events) or centered around
provider’s perspective (e.g. number of complications)

• Assessment of patient perspective can provide important 
additional information to assess the benefits and risks of cancer 
treatments



Health care professionals and researchers increasingly be aware of 
how patient perspective may differ from theirs



Patient-reported outcomes (PROs)

“Refer to a host of outcomes coming directly from patients 
about how they feel or function in relation to a health 
condition and its therapy without interpretation by 
healthcare professionals or anyone else”1

- Symptoms (e.g. pain, fatigue)
- Perception of daily functioning (e.g. physically, socially)
- Satisfaction with care
- Health-related quality of life

1 U.S. Department of Health and Human Services, Food and Drug Administration. Guidance for industry: Patient-
reported outcomes measures: Use in medical product development to support labeling claims.



Health-related quality of life (HRQoL)

• A multidimensional concept that includes subjective 
reports of symptoms, side effects, functioning in multiple 
life domains, and general perceptions of life satisfaction 
and quality

• Or: The impact of disease and treatment on domains of 
physical, psychological, and social functioning

1. Wilson IB., Cleary PD. Linking clinical variables with health-related quality of life. A conceptual model of patient outcomes. JAMA. 1995;273:59–65.; 2.Kluetz et al. 
Focusing on Core Patient-Reported Outcomes in Cancer Clinical Trials: Symptomatic Adverse Events, Physical Function, and Disease-Related Symptoms. Clinical 
Cancer Research, 2016.



Why is it important to measure PROs?





Undetected symptoms can lead to:

• Increased ED visits
• Increased hospital admissions
• Poorer patient satisfaction

• Poorer medication adherence
• Poorer HRQoL
• Poorer (objective) disease outcomes

Pakhomov et al., Am. J. Man. Care, 2008; Basch, NEJM, 2017; Atkinson et al, Qual. Life Res., 2012; Laugsand
et al., Health Qual Life Outcomes, 2010; Fromme et al., JCO, 2004



• The use of PROs in clinical practice improves patient-provider 
communication and can also improve problem detection, 
management, and outcomes1,2

• Several recent studies have even demonstrated improved 
survival with PRO monitoring2

1 Berry DL et al. Enhancing patient provider communication with the Electronic Self-Report Assessment for Cancer: a randomized trial. J Clin Oncol. 
2011;29:1029-1035; 2 Basch E et al. Symptom monitoring with patient-reported outcomes during routine cancer treatment: a randomized controlled trial. J Clin
Oncol. 2016;34:557-565.



Example Basch: PRO monitoring

• 766 patients with advanced solid cancer starting chemo
• Randomised to weekly online report of symptoms (n=441) or standard 

care (n=325)
• Nurse practitioners receive alerts when severe or worsening symptoms



Assessed at 6 months, compared

to baseline, pts in intervention group: 

• HRQoL improved more and worsened

among fewer (34 vs. 41%)
• Less frequently admitted to ER or 
hospitalized (45 vs. 49%)

• Remained on chemo longer
(8.2 v. 6.3 months)

Basch et al. JCO 2016



• Median OS for patients in the self-reporting arm was 31.2 months vs 26.0 

months in the standard care cohort, which equated to an almost 20% 
increase in survival time for these patients.

• Remained significant in multivariable analysis (Adjusted HR=0.832)
Basch EM, Deal AM, Dueck AC, et al. Overall survival results of a randomized trial assessing patient-reported outcomes
for symptom monitoring during routine cancer treatment [published online first June 4, 
2017]. JAMA. doi:10.1001/jama.2017.7156.



2016 FDA Approvals for metastatic tumors
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Adapted from: https://www.fda.gov/drugs/informationondrugs/approveddrugs



Net clinical benefit

• Many sarcoma patients experience a substantial treatment burden of 

physical and psychosocial symptoms, with an adverse impact on HRQoL.

• Integration of HRQoL with traditional measures of therapeutic response 

will provide a more comprehensive assessment of efficacy and toxicity of 
(novel) therapies for sarcoma patients.



Do we assess HRQoL?



JCO special series



HRQoL data of sarcoma patients are sparse, but suggest that patients suffer 

from poorer HRQoL



PALETTE study

• The PALETTE study of pazopanib versus placebo, as 2nd-line or greater
treatment for advanced STS, is one of the few clinical trials which reported

HRQoL as exploratory endpoint.



• Pazopanib improved progression-free survival without relevant 

deterioration in global quality of life compared with placebo.

• This demonstrates that combining HRQoL data with clinical data can show 
overall clinical treatment benefit.



But….

• There were both statistically and clinically significant differences in scores 
between the 2 arms for diarrhea, loss of appetite, nausea/vomiting, 
fatigue and role functioning in favor of placebo group



Are all aspects of HRQoL assessed?
• Several side-effects or symptoms common to angiogenesis inhibitors were 

not assessed as they are not part of the cancer-generic HRQoL 
questionnaire.

• Most notably absent are symptoms related to hand-foot syndrome or skin 
reactions. 

• These symptoms represent a severe limitation to the patient when 
performing normal daily activities. Dermatologic problems may be 
considered more important by patients because of their chronicity, obvious 

appearance, and social impact, thus affecting daily activities more than 
might be apparent from a clinical perspective. 

• Disease- and treatment-specific symptoms most of the times strongest 
predictors of overall HRQoL



How to assess HRQoL?

• One of the biggest challenges in sarcoma is how to assess HRQoL in this
heterogeneous patient group.

• Previous studies all used generic HRQoL instruments (e.g. EORTC QLQ-C30; 
SF36, FACT-G).



Static: EORTC QLQ-C30 & C15-PAL



• These generic tools do not efficiently capture the unique experiences of 

sarcoma patients and thus lack content validity

• Traditionally inadequate content coverage has been addressed using a 
tumor-, treatment-, or domain-specific module that captures all specific
HRQoL issues, in conjunction with generic HRQoL measures.



-Tumor-specific
modules (e.g. 
breast cancer)

-Domain-specific
questionnaires 
(e.g. fatigue)

-Treatment-
specific (e.g. 
symptoms of new 
targeted agents)



Module development process – co-creation with patients

• Phase 1: Generation of HRQoL issues

Compiling an exhaustive list of relevant HRQoL issues based on three sources: 
literature, patients and health care professionals

• Phase 2: Construction of the item list
Issues is converted into questions with the format and time frame compatible
with the EORTC QLQ-C30

• Phase 3: Pre-testing
Identify and solve potential problems in its administration (e.g., the phrasing of 

questions, the sequence of questions) and identify missing or redundant issues.

• Phase 4: Field-testing

Determine its acceptability, reliability, validity, responsiveness and cross-cultural 
applicability



Sarcoma-specific HRQoL?

• Sarcoma-specific module is needed to detect, with more sensitivity, HRQoL 
issues particularly relevant to sarcoma patients

• However, given the heterogeneity of the disease in terms of subtype, 
presentation, age and treatment, the development of such an instrument 
may be challenging

A patient with Ewing 
sarcoma faces
different challenges
compared with a 
patient with
undifferentiated
pleomorphic
sarcoma



Sarcoma - Heterogeneity Localizations:

-Upper and lower
extremities
-Head and neck
-Thorax
-Retroperitoneal / 
intra-abdominal
-Gynaecological

Subtypes:

Ages:

Stages: Treatments:



New strategy

• Given the rapid evolution of treatment options, a module may not be the 

best option to meet the needs of academia and industry to assess the 
impact of new treatments

• Standardized or so-called “static” questionnaires consisting of a fixed set of 
items may miss important adverse events.

• The EORTC QLG therefore recently recommended the use of a combination 
of standardized HRQoL questionnaires and validated items from item 
libraries: static plus flexible/dynamic approach

• This would ensure adequate assessment of not only adverse events of new 
treatments, but also their impact on common functional health problems 

reported by patients



Research 
questions / clinical 

trial needs

Existing module –
missing items?

Item list to 
complement the 

module



Item Library 



EORTC QLG project starting soon

Is it possible to develop one module covering all sarcoma issues, or are the 
HRQoL issues surrounding the different subtypes/treatments sufficiently 

different to warrant the development of separate modules and/or item lists 
(with items selected from the EORTC item library)?



Other sarcoma PRO studies



Diagnostic pathway and Quality of life 
in sarcoma patients: QUOTE study

Phd-student: Vicky Soomers



Health-related quality Of Life In patients with 
advanced Soft TIssue sarcomas treated with 
Chemotherapy: HOLISTIC study

• Decision making often challenging due to low response rates and marginal 

survival benefit. 

• Analysis of HRQoL trajectories in advanced STS patients treated with 

chemotherapy

• HRQoL data will provide additional information on the impact 

chemotherapy and thus aid collaborative decision making. 

PhD-student: Eugenie Younger



(Long-term) survivorship issues

Diagnosed between 2008-2016 and still alive in 2018:

• Prevalence of physical and psychosocial problems

• Who is at risk for poor outcomes?

• Why that person?

PhD-student: Vicky Soomers

Cancer & 
treatment

Health
• HRQoL
• Symptoms
• (Co-)Morbidity
• Mortality

Mechanisms?



Living with desmoid-type fibromatosis

Phd-student: Milea Timbergen



Living with Epithelioid Hemangioendothelioma

(EHE): Facebook study

PhD-student: Marije Weidema



Questions or ideas?

Please contact me: Olga.Husson@icr.ac.uk


