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

- Symptoms (e.g. pain, fatigue)

- Perception of daily functioning (e.g. physically, socially)
- Satisfaction with care

- Health-related quality of life

1U.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.
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Why is it important to measure PROs
in daily clinical practice?

* The use of PROs in clinical practice improves patient-provider
communication and can also improve problem detection,
management, and outcomes?'?

* Several recent studies have even demonstrated improved
survival with PRO monitoring?

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.



Why is it important to measure PROs
in clinical studies

* 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: net clinical benefit
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Health-related quality of life (HRQol)

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 Symptomes. Clinical Radboudu mcC
Cancer Research, 2016.



Reviewing HRQOL in sarcoma patients
is ‘hot’ in psychosocial research
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.......BUt in clinical research HRQol is
NOT “HOT” ENOUGH YET

'OURNAL or
CLINICAL Novel Therapeutic and Diagnostic Advances in Bone and Soft Tissue
ONCOLOGY Sarcomas

*SEmies Published online December 8, 2017

Sarcoma: The Merging of Science and Clinical Care Schwartz et al

Sarcomas are cancers of connective tissues. There will be approximately 15,000 new cases of sarcoma diagnosed in the United States this
year, collectively making them a rare form of cancer. The situation is made more complex in that sarcoma is not one diagnosis, any maore than
lung cancer is. Rather, sarcomas comprise at least 50 different histologic subtypes, each characterized by a unique biology, pathology, and
genetics, with the extra complexity of anatomic locations from head to toes. As a result, sarcomas represent a complex family of cancers.
Read more »

In this issue

* Contemporary Sarcoma Diagnosis, Genetics, and Genomics Schaefer et al

* Local Control of Soft Tissue and Bone Sarcomas Crompton et af

* Perioperative Management of Extremity Soft Tissue Sarcomas Haas et af

* Emerging Targeted and Immune-Based Therapies in Sarcoma Poflack et al

* Gastrointestinal Stromal Tumors von Mehren et af

* Soft Tissue and Uterine Leiomyosarcoma George et al

* Clinical and Molecular Spectrum of Liposarcoma Lee et al

* Biology and Management of Undifferentiated Pleomorphic Sarcoma, Myxofibrosarcoma, and Malignant Peripheral Nerve Sheath Tumors:
State of the Art and Perspectives Widemann et al

* Rhabdomyosarcoma, Ewing Sarcoma, and Other Round Cell Sarcomas Pappo et al

* Synovial Sarcoma: Current Concepts and Future Perspectives Stacchiotti et af

s Dsteosarcoma, Chendrosarcoma, and Chordoma Whelan et al

= Pathologic Angiogenesis of Malignant Vascular Sarcomas: Implications for Treatment Khan et af

* Locally Aggressive Connective Tissue Tumors Gounder et al

* Carcinosarcomas and Related Cancers: Tumors Caught in the Act of Epithelial-Mesenchymal Transition Pang et a/




THIS NEEDS TO
CHANGE

VOLUME 38 - NUMBER 18 - JUNE 1, 2098
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Health-Related Quality of Life in
Patients With Sarcoma: Enhancing
Personalized Medicine

To ToE Enrrogr:  We read with great interest the Special Series
entitled “Novel Therapeutic and Diagnostic Advances in Bone
and Soft Tissue Sarcomas” These articles provide comprehensive
insight into current knowledge and evolving research in this
heterogeneous group of umors, Although rdevant diagnostic and
therapeutic aspects of patient care are considered, there is almost
no reference to the patient perspective on these advances. Most
authors adknowledge the need for individualized care, with respect
to clinical, genetic, and maolecular factors; however, only Gounder
et al' refer to health-related quality of life (HRQOL) measures as
potentially meaningful clinical end points in loally advanced
connective tissue MMOrs,

Historically, evaluation of oncologic treatments has focused
on objective outcomes such as radiologic response, progression-
free and overall survival, and health care provider perspectives on
treatment-related toxicities. Mare recently, increasing attention has
been given to patient-reported outcomes (PROs), defined as “any
report of the status of a patient’s health condition that comes
direatly from the patient, without interpretation of the patient’s
respanse by a dinician or anyone else,”*(p2) to evaluate treatment
efficacy. PROs include a range of outcomes such as symptoms,
fundionmg, and HROOL HROOL is the most widely used PRO
and is a multidimensional concept that includes the patient’s per-
ception of the impact of the disease and its treatment on physical,
psychological, and social functioning.” Incorporating PROs into
clinical practice can facilitate communiation, improve sy mptom
control and patient satisfaction, and reduce hospital admissions.*
A recent study in patients with metastatic solid tumors showed
that routine PRO monitoring and immediate response to adverse
events led to a 5-month survival benefit compared with stan-
dard care,’ longer than that associated with most new drugs for
metagtatic cancers approved by the US Food and Drug Adminis-
tration in 2016.°

Data on HRQOL in patients with sarcoma are limited; however,
many patients experience a substantial burden of physical and
psychological symptoms, with an adverse impact on HRQOL.?
Integration of HROOL with tradiional measures of therapeutic
response will provide a more comprehensive assessment of the
efficacy and taxicity of novel therapies for patients with sarcoma.®
Symptomatic toxicities are frequently underreported by clini-
cians; therefone, PROs are a vital component of symptom detection,
monitoring, and carly intervention.” Predse assesaments of how
patients feel and function offer important additional infor mation in
evaluating the risks and benefits of treatments.” Patient experience is
a key aspect of drug development, and survival dlone s madequate to
determine net chinical benefit.”” Although some novel treatments
have been approved for sarcomas over the last few decades, detailed
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dataon short- and long-term adverse effects and HRQOL are scarce.”
The PALETTE (Pazopanib for Metastatic Soft Tissue Sarcoma) study
of pazopanib versus placebo as second-line or greater treatment of
advanced soft tisae sarcomas is one of the few sarcoma triaks to
report HRQOL as an exploratory end point.'’ Pazopani improved
progresdon-free survival without wlevant deterioration in HRQOL
compared with placebo. This demanstrates that combining HRQOL
with clinical data can show overall clinical treatment benefit.

One of the biggest challenges in sarcoma is how to assess
HRQOL in this heterogeneous patient group. Previous studies
have predominately used generic HROQOL instruments (European
Organisation for Research and Treatment of Cancer Quality of Life
Cuestionnaire Core 30, Short Form 36, Functional Assessment of
Cancer Therapy-General); however, these tools do not efficiently
@pture the unique expericnces of patients with sarcoma (eg, disease
localization, treatment-specific symptoms) and thus ladk content
wvalidity. Traditionally, madequate content coverage has been addressed
ugng a tumor-spedfic questionnaire that captures all disease-spedfic
HROQOL issues, in conjunction with generic HRQOL measures, Given
the heterogeneity of sarcomas, induding patient age, histologic
subtype, physiologic locations, disease stage, and rapidly changing
treatment landscape, associated with variable mechanisms of action
and toxicity profiles, it may be challenging to develop one sawoma-
spedfic questionnaire that meets the needs of dinical practice,
academia, and industry. Standardized, so-called static, question-
naires consisting of a fixed set of items may not be relevant for every
patient with sarcoma and may miss important patient-reported
adwerse events. Consequently, a more flexible approach is needed
to assess the im pact of treatments, provide optimal supportive care,
and ultimately translate into meaningful outcomes for patients with
sarcoma ' One option is to combine standardized PRO question-
naires with validated items from item libraries (eg, Patient-Reported
Outcomes Measurment Information System, European Organisa-
tion for Research and Treatment of Cancer) to ensure adequate
aszssment of specific treatments and their effects on commaon health
problems, '

In this cra of personalized medicine, the principal focus
has been on dinical and tumor characteristics, without addressing
individual patient perspectives. If we really want to make a dif-
ference, truly provide personalized care, and conduct trials that are
attractive to patients, we should routindy involve patients in trial
design and integrate HROOL assessments into chnical practice and
research.'® This will enable provision of a more halistic approach
in the overall management of patients,

Eugenie Younger
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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).
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EORTC QLQ-C30 (rersie 3)

Wij zijn geinteresseerd in bepaalde dingen over u en uw gezondheid. Wilt v alle vragen zelf beantwoorden door
het getal te omcirkelen dat het meest op v van toepassing is7 Er zijn geen "juiste” of "cnjuiste” antwoorden. De
informatie die u geeft zal strikt vertrowwelijk worden behandeld.

Wilt vwuw initialen invullen: L1111

Uw geboortedatum (Dag. Maand, Jaar): L | | |

De datum van vandaag (Dag. Maand, Jaar): EJ I | | |

Helemaal Een  Nogal  Heel

niet  beetje erg
1.  Heeft u meeite met het doen van inspannende activiteiten
zoals het dragen van een zware boodschappentas of een koffer? 1 2 3 4
2. Heeft v moeite met het maken van een lange wandeling? 1 2 3 4
3. Heeft u moeite met het maken van een korte
wandeling buitenshnis? 1 2 3 4
4. Moetu overdag in bed of op een stoel blijven? 1 2 3 4
Heeft u Imlp nodig met eten. aankleden. uzelf
wassen of naar het toilet gaan? 1 2 3 4
Gedurende de afgelopen week: Helemaal Fen  Nogal Heel
niet  beetje erg

6. Was u beperkt bij het doen van uw werk of andere
dagelijlse bezigheden? 1 2 3 4

7. Was u beperkt bij het nitoefenen van ww hobby’s of
bij andere bezigheden die v in uw vrije tijd doet?
Was v kortademig?

9. Heeft v pijn gehad?

10. Had ubehoefte om te rusten?

11. Heeft u moeite met slapen gehad?

12. Heeft u zich slap gevoeld?

13. Heeft u gebrek aan eetlust gehad?

14, Heeft u zich misselijk gevoeld?

15. Heeft u overgegeven?

16. Had u last van obstipatie? (was u verstoptT)

e .
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DUTCH
Gedurende de afgelopen week: Helemaal Fen  Nogal Heel
niet  beetje erg

17. Had v diarree? 1 2 3 4
18. Was u moe? 1 2 3 4
10, Heeft pijn u gehinderd bij ww dagelijlse bezigheden? 1 2 3 4
20. Heeft v moeite gehad met het concentreren op

dingen zoals een krant lezen of televisie kijken? 1 2 3 4
21. Voelde u zich gespannen? 1 2 3 4
22, Maakte u zich zorgen? 1 2 3 4
23, Voelde u zich prildelbaar? 1 2 3 4
24 Voelde u zich neerslachtig? 1 2 3 4
25. Heeft umoeite gehad met het zich herinneren van dingen? 1 2 3 4
26. Heeft uw lichamelijke toestand of medische

behandeling uw familieleven in de weg gestaan? 1 2 3 4
27. Heeft uw lichamelijke toestand of medische

behandeling ubelemmerd bij uw sociale bezigheden? 1 2 3 4
28, Heeft uw lichamelijke toestand of medische behandeling

financiéle moeilijkheden met zich meegebracht? 1 2 3 4

‘Wilt u voor de volgende vragen het getal tussen 1 en 7 omcirkelen dat het meest
op u van toepassing is?

29, Hoe zon v uw algehel dheid gedurende de afgelopen week beoordelen?
1 2 3 4 5 6 7
Erg slecht Ultsteleend

30. Hoe zouu uw algehele "lowaliteit van het leven” gedurende de ! week b delen?

1 2 3 4 5 6 7
Erg slecht Ultstelend
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Modular

system
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Validated Modules
QLO-Bm21
QLO-BMZ2
QLO-ENZO
QLO-BRZ3
QLOICRFD
OLQ-O24
QLO-ELD74
QLO-ENZ4
QLO-FANZ

OLO-GLNETZY
QLOWHCCE
QLO-HENIS
QLOINFO2E

QLO-LC13
QLO-LMCE
QLO-MY20
QLO-DESTR
OLO-DGERS
QLO-OHIE
QLOONVIE
QLOPRIS

QLO-5TDZ2

|'f Modules in Phase IV
QLO-B24
QLO-CAX2A
QLQ-CIPMZ0
QL-CML24
QLO-HEML3
QLO-LC2Y
LO-PRT23
QLO-5HQ22
QLO-SWEIZ

LO-TC26

ﬁﬂodules Phase Il Completed\|

CQLO-ANLIT
QLO-BIM3D
QLO-cLAa7
QLO-CLL8
QLO-COMUZE
QLO-HDO2S
QLO-HLZT
QLO-MEL38
QLO-NHL-HGIS
QLO-NHL-LGIO
QLO-NMIEC24
QLO-OPT30

OLO-PAMNTE

|'rf Modules in Phase I W
Nasopharyngeal Carcinoma
COutpatient Satisfaction
Satisfaction with Cancer Care Core
Symptom-Based Questionnaires
Thyroid Cancer

WVulva Cancer

( Modules in Phase IHI w
Adolescents and Young Adults

Breast Cancer (update of BR23)

Hereditary Cancer Predisposition
Syndrome

IADL in Brain Tumor Patients
Pancreatic Neurcendocrine Tumor
Spinal Cord Compression

Survivorship



Module +
Item Library

N SR T

S EORTC Item Library

s 2

— Item list
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Module development process — co-creation with patients

* Phase 1: Generation of HRQolL 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
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Sarcoma-specific HRQoL?

S EORTC Item Library

64 questionnaires, 902 questions
Q sarcoma

0 Results
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-Head and neck

Sarcoma - Heterogeneity Q2 catizations

% ‘\ ]
Subtypes: r <:~ .‘ -Thorax
,‘ u Ages: "m} { -Retroperitoneal /
2l — sabkamadaskasn inal
ngiosarcoma H - ical
s What is the optimal measurement [...

Osteosarcoma l
Tumor in a bone

Ewing's sarcoma
Bone

strategy for HRQoL among sarcoma
patients?

e analioendao - 3 & .*;'.,-‘
| Vascular neoplasms

Chondrosarcoma
Cartilage

| Pazopanib
Hydrochloride
- | Tablets 200 mg

. | Votrient™
200 mg

i
- | € raviess
!

I‘, [ Tom—"
Treatments:

s
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Ongoing EORTC QLG-STBSG project

* Phase 1: Generation of HRQol issues
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Workplan(1)

Compile an exhaustive list of QoL issues relevant to sarcoma patients:

Phase 1 - Part A:

+ ‘ +
Sarcoma
Patients
EuroNet
* Issues Experiences Experiences
* Used questionnaires Review guestionnaire Review questionnaires

&EORTC NHHERLANDS%A Radboudumc
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Workplan(2)

Phase 1 - Part B: 475 patients rate issue list on relevance and importance;
indicate relevant issues missing from this list.

- | Pazopanib
| Hydrochloride
. | Tablets 200 mg

| | votrient™

| . ] ]
20panib Hydroco™

[ Blets 200 mg

| nt™
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Results literature review

206 articles
3966 reported 20

different

. relevant ]
articles ; Qol issues
issues
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* Decreased physical functioning
* Problems with eating
* Treatment side-effects

¢ * Fatigue

* Pain
* Body image
* Fear of falling

* Role limitations due to
physical problems
* Mobility problems

Physical

* Role limitations

* Social activity
limitations
*Sexuality & Fertility

rd

* Family functioning
* Financial concerns
* Career

* Distress
. Depression
* Anxiety

* Feelings of isolation * Guilt
* Cognitive functioning
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Retroperitoneal sarcoma: 2 articles

Sensory disorders of thigh, groin Diarrhea during radiation therapy

Impaired motor function Decreased social functioning during radiation

Need for crutches, falling <-Pre-RT lmo  ®36mo  <¢Longterm
Global QOL

100

Change in bowel habits

Change in urinary habits Physical

T _ Social functioning
functioning .

Change in sexual function

~._ Emotional

Role functioning 4§ functioning

Callegaro et al. 2015, Wong et al. 2017
Cognitive
functioning
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Extremity sarcoma: > 50% of articles




Interviews: 26 sites in 12 countries
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Recruitment phase 1a

may-19 june-19 july-19 aug-19 sep-19 oct-19 nov-19 dec-19 jan-20 feb-20 mar-20

180

160

140

120

100

80

60

40

20

0

N recruited  ==#==planned recruitment

+ 39 health care professionals from 9 countries
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Phase 1b: 29 sites in 14 countries
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Expected results

Research Item list to
questions / clinical

trial needs

Existing module = @ = lement the

module

missing items?

Module +
ltem Library

system
- C30 - Module - C30
- Module = Item list = ltem list
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Questions or ideas?

Please contact us!

o.husson@nki.nl
D.denHollander@radboudumc.nl
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