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Purpose of the guideline

The main purpose of this document is to provide guidance on how to use and interpret the
open-ended ‘Write In three Symptoms/Problems’ (WISP) instrument when it is used to
supplement the European Organisation for Research and Treatment of Cancer (EORTC)
questionnaires or modules. This guideline assists researchers and clinicians who want to
collect and codify open-ended responses obtained from WISP.

The guideline was developed by the EORTC Quality of Life Group (QLG).

Abbreviations and glossary

AE: Adverse event

EORTC: European Organisation for Research and Treatment of Cancer
Item: Question with response categories from any EORTC questionnaire
Item list: Set of items

MeSH: Medical Subject Headings

Module: Disease-specific questionnaire supplementing the core QLQ-C30
PMDC: Project and Module Development Committee

PREMSs: Patient-Reported Experience Measures

PRO: Patient-reported outcome

PRO-CTCAE: Patient-Reported Outcomes version of the Common Terminology Criteria for
Adverse Events

QLG: Quality of Life Group

QLQ-C30: EORTC Core Quality of Life Questionnaire

QLQ-C15-PAL: EORTC Quiality of Life Questionnaire Core 15 Palliative Care
QOL: Quality of life

SPC: Specialized palliative care

WISP: The Write In three Symptoms/Problems instrument



Introduction

Background

The EORTC QLG is an international multidisciplinary group of researchers and clinicians
whose goal is to improve cancer patients’ quality of life (QOL) through focused cancer
research and the development of patient-reported outcomes (PRO) questionnaires to be used
in clinical trials, research and clinical practice (1).

One of the main achievements of the QLG is the development of the EORTC Core Quality of
Life Questionnaire (QLQ-C30) in 1993 (2). This cancer-generic questionnaire has been widely
translated, validated and used in clinical and academic studies across the world (3). The QLG
has also successfully validated many disease-specific modules to be administered together
with the QLQ-C30 in clinical trials (3), as well as standalone questionnaires such as the
EORTC Quality of Life Questionnaire Core 15 Palliative Care (QLQ-C15-PAL) for patients in
palliative care (4). Furthermore, the QLG created the EORTC Item Library, which is an online
platform that comprises more than 1,000 items from over 50 EORTC questionnaires. This
dynamic platform allows users to create customized item lists that can supplement existing
questionnaires with missing symptoms/problems added from the range of items available in
the Item Library (5).

Understandably, standard questionnaires with closed questions (using predefined response
categories) do not always cover all symptoms/problems experienced by cancer patients and
thus, open-ended questions complementing these questionnaires can improve the
identification of symptoms and adverse events (AEs) (6). The open-ended WISP instrument
gives patients the opportunity to report those symptoms/problems that are most important to
them.

Development of the WISP instrument and the coding system

The ‘Write In three Symptoms/Problems’ (WISP) instrument was developed in Denmark for
use alongside the QLQ-C15-PAL, providing a more comprehensive symptom assessment of
patients in specialized palliative care (SPC). WISP is an open-ended question added directly
after the QLQ-C15-PAL, which permits patients to report up to three additional
symptoms/problems that have been experienced in the past week and are not included in the
QLQ-C15-PAL, and rate their severity from 1 (not all) to 4 (very much) (see Appendix 1) (7).

Following Danish studies that showed that clinicians tend to overlook symptoms when
systematic symptom assessment is not conducted (8, 9), it was decided at the launch of the
Danish Palliative Care Database in 2010 to make the initial symptom assessment in SPC
using the QLQ-C15-PAL + WISP a mandatory national quality indicator (10).

A coding system was developed in Denmark to analyze WISP data reported by cancer patients
in SPC (7, 11). First, qualitative responses obtained from the WISP were grouped into
symptom/problem categories based on the QLQ-C15-PAL (4) or the QLQ-C30 scales/items
(2), if symptoms/problems were already included in these questionnaires (e.g., “neck pain”
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was coded as "pain"). In addition, if symptoms/problems were not covered by the QLQ-C30,
new categories were created using a list of 48 symptoms developed by Homsi et al. (12).
Additionally, if a symptom/problem was not covered by any existing categories, a new
symptom/problem category was established (see Appendix 2) (7).

The use of WISP for symptom assessment

The first published study using the WISP instrument showed that 33% of 5,447 cancer patients
completing the QLQ-C15-PAL at the start of Danish SPC in 2016 reported at least one
symptom/problem on WISP. In total of 2,796 symptoms/problems were reported, of which 64%
were not included in the QLQ-C15-PAL (7). Another study found that 36% of 201 cancer
patients reported a total of 91 symptoms/problems, of which 66% were not included in the
QLQ-C15-PAL (13). Among the most prevalent symptoms/problems reported on WISP were
edema, dizziness, cough, sweats, bloating and diarrhea (7, 13). These findings confirm that
adding WISP to the QLQ-C15-PAL increases the recognition of symptoms/problems
experienced by cancer patients, by combining standardization and individualization.

Furthermore, although some validated PROs have included open-ended questions to
measure symptoms/problems in cancer patients, most have not analyzed or published the
data collected in these open-ended questions (14-19), except for the free text and structured
dropdown terms collected in the Patient-Reported Outcomes version of the Common
Terminology Criteria for Adverse Events (PRO-CTCAE) (20). Therefore, work has been done
to analyze symptoms/problems reported using the WISP’s open-ended questions in different
cancer populations (7, 13, 21).

International acceptability and usefulness of the WISP instrument

In order to make the WISP instrument available and appropriate for the EORTC QLG, a
pragmatic approach was followed, as advised by the Project and Module Development
Committee (PMDC), slightly expanding the usual Phase 3 (22). A cross-sectional study was
conducted to evaluate the acceptability and usability of WISP in a cancer population between
November 2022 and June 2023 (21). This study involved 161 cancer patients receiving active
or palliative care/treatment in Austria, Chile, France, Jordan, the Netherlands, Norway, Spain
and the United Kingdom.

The WISP was translated from its original Danish version into English and additional
translations for participating countries were developed from the English version, following the
EORTC QLG Translation Procedure (23). The new versions of WISP were pre-tested together
with the EORTC questionnaires, expanded with semi-structured interviews to explore patients’
understanding of WISP, following the EORTC QLG Module Development Guidelines (22). In
total, 80 patients in active treatment completed the QLQ-C30 (+ relevant module) + WISP,
whereas 81 palliative patients completed the QLQ-C15-PAL + WISP. The main findings of that
study were that WISP showed high acceptability, as a low proportion of patients (2%) found
that WISP was a difficult or annoying question. WISP also proved to be useful in detecting
several symptoms/problems (n=198) not included in the selected EORTC questionnaires (21).



Additionally, WISP may reduce the burden of completing lengthy questionnaires, especially in
early phase trials, when less is known about possible treatment-related side effects. Although
WISP was developed within a palliative care setting, it has clear application within clinical trials
testing novel agents that have often been developed after the validation of static instruments.
The WISP may thus provide a measure of ‘unknown’ symptomatic AEs.

Recommendations

The American Food and Drug Administration (FDA) has recommended combining instruments
with open-ended and fixed-response questions to better understand the patient experience
(24). We recommend the use of WISP alongside the EORTC questionnaire(s) (and relevant
modules) when a more exhaustive symptom assessment of cancer patients is needed in
clinical practice and research.

Data collection using WISP

The general recommendation is to place WISP at the end of any EORTC questionnaire (or
relevant module) during data collection, especially if the purpose is to identify additional
symptoms/problems not covered by the EORTC questionnaire(s) that patients just completed.
This should also apply when WISP results need to be compared with previous studies using
WISP (i.e., following the same methodology). However, if different types of questionnaires are
used i.e., including Patient-Reported Experience Measures (PREMSs), then WISP should be
placed at the end of the PRO questionnaire, before shifting from the assessment of
symptoms/problems.

Data analysis and the WISP coding system

Qualitative responses collected on WISP that are rated at least as 2 (a little) should be coded
using the list of 63 symptom/problem categories already developed for WISP based on
previous findings (7, 21). These symptom/problem categories are described in detail and
according to available PRO-CTCAE v5.0 terms in Appendix 2, as well as examples of WISP
responses that should be coded as diagnoses. When a symptom or problem does not match
any of the 63 current symptom/problem categories, extra categories should be created using
the Medical Subject Heading (MeSH) definitions when available (25).

WISP responses can be coded by a single researcher or clinician. The space for free text in
the WISP instrument is limited. However, if a large WISP dataset must be analyzed for
research purposes, 2 independent researchers are recommended to secure intercoder
reliability (agreement).



Interpretation of WISP results

From a clinical perspective, WISP identifies those additional symptoms/problems that are most
relevant and bothersome to the patient. These should be addressed by clinicians during
symptom assessment, as previous studies have shown that more than 70% of the
symptoms/problems reported on WISP are rated as ‘moderate to severe’ (score 3-4) (7, 13,
21). Furthermore, the integration of WISP with EORTC questionnaires enables clinicians to
conduct a more comprehensive evaluation of symptoms, facilitating treatment strategies
tailored to meet patients’ individual needs.

When interpreting WISP results at the group level, one should be aware that patients tend to
self-report a lower number of symptoms/problems using open-ended questions versus during
systematic symptom assessment (12). Specifically, a patient not listing a given
symptom/problem in WISP may still have it. Thus, symptom prevalence calculated using open-
ended responses should be presented and interpreted separately from symptom prevalence
calculated using standard questionnaires, and their responses should not be compared with
each other.

It may also be relevant to explore whether the most frequent symptoms/problems reported on
WISP are associated with a specific population based on disease/tumor/treatment and
whether they should be added to the standard questionnaires used in research and routine
care. To secure content validity, items measuring such frequent symptoms/problems can be
extracted from the EORTC Item Library and covered with an add-on item list.
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Appendices

Appendix 1. English version of the WISP instrument

Have you had any other significant symptoms or problems that have not been mentioned in the
questions above?

O No

[0 Yes. Please write down the most important ones (up to three), and rate to what extent
you have experienced these symptoms or problems during the past week:

During the past week, Notat Alittle Quitea Very
to what extent have you experienced: all bit much
Symptom/problem A: 1 2 3 4
Symptom/problem B: 1 2 3 4
Symptom/problem C: 1 2 3 4

© Copyright 2022 EORTC Quality of Life Group. All rights reserved.
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Appendix 2. The WISP coding system with 63 symptom/problem categories

Code

Symptom/problem
categories

Description (definitions and
examples)

PRO-CTCAE v 5.0
terms

Bad dreams?

A frightening or unpleasant
dream. Including nightmares
and night terrors.

Not available

Blackout?

Loss of consciousness and
syncope.

Presyncope

Bleeding®

Internal or external blood loss.
Including nosebleeds, blood in
urine and bleeding from other
places.

Not available

Bloating?

Feeling of uncomfortable
fullness of the abdomen.

Bloating

Burning sensation®

Feeling of a temporary and
intense body warmth.
Including hot flushes,
suffocation sensation and
unspecified burning sensation.

Hot flashes

Burping?

To expel gas noisily from the
mouth. Including belching.

Belching

Chills2

Feeling of being cold and
shivering in the body.

Chills

Cognitive dysfunction®

Decline in mental abilities.
Including deficits in attention,
problem solving and
unspecified cognitive
problems. Excluding
concentration problems and
reduced memory.

Cognitive
disturbance

Concentration problems®

Reduced ability to focus and
difficulty concentrating.

Concentration
impairment

10

Confusion®

Lack of clear thinking and
perceptual disorientation.
Including delirium.

Confusion; delirium

11

Constipation®

Infrequent and difficult stool
evacuation.

Constipation

12

Cough?

A sudden, audible expulsion of
air from the lungs through a
partially closed glottis,
preceded by inhalation.
Including dry cough and cough
with mucus/phlegm.

Cough

13

Diarrhea®

An increase in fluidity or a
decrease in stool consistency.
Excluding stool incontinence.

Diarrhea

14

Dizziness?

Feeling of lightheadedness or
spinning. Including vertigo.

Dizziness; vertigo

15

Drowsiness?

Feeling of being sleepy and
lethargic. Including sleepiness,
somnolence, and lethargy.

Somnolence;
lethargy

16

Dry mouth@

Decreased salivary flow in the
oral cavity.

Dry mouth
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17

Dysphagia®

Difficulty swallowing or
chewing. Excluding lack of
appetite

Dysphagia

18

Dyspnea®

Feeling of difficulty breathing.
Including rapid breathing,
panting, shortness of breath
and any other problems
getting air/breathing.

Dyspnea

19

Easy to tears®

Excessive tearing in the eyes
or overproduction of tears.
Including crying lability and
tearful.

Watering eyes

20

Economic problems®

Difficulties paying regular
expenses (e.g.,
accommodation, food,
transport, etc.), lack of money
to expend in leisure activities
and unspecified economic
problems.

Not available

21

Edema?®

Abnormal fluid accumulation in
tissues that causes swelling.
Including swelling in arms and
legs and unspecified edema.
Excluding pulmonary edema.

Lymphedema

22

Existential problems®

Having thoughts about death
or fear about the future.
Including feelings of
loneliness, guilt,
hopelessness, loss of identity,
depersonalization,
helplessness, and
dependence on others.

Not available

23

Fatigue®

Generalized feeling of
weakness to accomplish daily
activities. Including lack of
energy and not having much
strength. Excluding muscle
fatigue.

Fatigue

24

Fever?

Elevated body temperature.

Fever

25

Hallucinations?

Seeing or hearing things that
are not there i.e., visual or
auditory hallucinations.

Hallucinations

26

Headache?

Pain in the cranial region.
Including migraine and sore
head.

Headache

27

Hearing problems?

Complete or partial loss of the
ability to hear from one or both
ears.

Hearing impaired

28

Heartburn?

Substernal pain or burning
sensation. Including
gastroesophageal reflux or
regurgitation.

Gastroesophageal
reflux

29

HeavinessP

Sensation of pressure and
heavy weight in one or more
parts of the body.

Not available
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30

Hiccup®

Reflex spasm of the
diaphragm.

Hiccups

31

Hoarseness?

Deep and rough quality of
voice.

Hoarseness

32

Housing problems®

Housing insecurity and need
for relocation due to illness or
treatment.

Not available

33

Hypersalivation®

Increased salivary flow in the
oral cavity. Including drooling
and sialorrhea.

Not available

34

Impaired emotional function®

Including feeling anxious,
depressed, fearful, irritable,
concerned, stressed, sad,
resigned and irritated.

Anxiety; depression;
irritability

35

Impaired physical function®

Including balance problems,
reduced mobility, muscular
weakness, paralysis,
limitations in daily activities
(e.g., hygiene, eating,
dressing), walking problems
and difficulties to change
positions.

Generalized muscle
weakness; gait
disturbance

36

Incontinence?

Inability to control the urine
flow or stool. Including
frequent visits to the toilet,
urinary and stool incontinence.

Urinary
incontinence; fecal
incontinence

37

Indigestion?

Pain and discomfort in your
upper abdomen after eating
and rumbling in the stomach.

Not available

38

ItchingP

The urge to rub or scratch the
skin to obtain relief. Including
pruritus.

Pruritus

39

Lack of appetite®

Decreased desire for food.
Including anorexia and inability
to eat. Excluding dysphagia.

Anorexia

40

Low satisfaction with care®

Including lack of doctor-patient
communication and lack of
information about the disease
and treatment for patients and
their families.

Not available

41

Myoclonus?

A sustained and usually
painful contraction of muscle
fibers. Including muscle
cramps, spasms and jerking of
arms and legs.

Muscle cramp

42

Nausea®

An unpleasant sensation in the
stomach usually accompanied
by the urge to vomit. Excluding
vomiting.

Nausea

43

Numbness/tingling®

Abnormal cutaneous
sensations. Including
numbness and tingling in
hands and feet.

Paresthesia

44

Other ear symptoms®

Including tinnitus, excess
earwax, and unspecified ear
problem.

Tinnitus: ear and
labyrinth disorders —
Other (not specified)
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45 Other eye symptoms® Including frequent blinking, Eye disorders —
eye pressure and unspecified | Other (not specified)
eye problems.

46 Pain° An unpleasant sensation Not available as
induced by noxious stimuli. isolated pain
Including pain at specific (several specific
locations, generalized pain or | locations)
for specific reasons. Excluding
headache, sore mouth, and
indigestion.

47 Palpitations® Accelerated heart rate. Sinus tachycardia;
Including tachycardia. supraventricular

tachycardia;
ventricular
tachycardia

48 Reduced memory® Deterioration in memory Memory impairment
function. Including
forgetfulness, blankness and
difficulty remembering things.

49 RestlessnessP Disorder characterized by an Restlessness
inability to rest, relax or be still.

Including generalized distress
or discomfort in the body.

50 Sexual problems® Including erectile dysfunction, | Not available as
lack of sexual desire and isolated sexual
unspecified sexual problems. problems (several

specific disorders)

51 Shakiness? Uncontrolled cyclical Tremor
movement of a body part.

Including tremor, trembling
and feeling shaky.

52 Skin problems? Subcutaneous tissue disorders | Skin and
as blisters, rash and skin subcutaneous
irritation. Excluding eczema, tissue disorders
psoriasis, fungus, herpes, (several specific
pressure ulcer, skin nodules disorders)
and wounds (see diagnoses
categories).

53 Sleeping difficulties® Difficulty in falling asleep or Insomnia
remaining asleep. Includes
any type of insomnia.

54 Social problems® Difficulties socializing, limited Social
participation in social circumstances —
activities/hobbies, lack of Other (not specified)
social contact with family and
friends, communication
problems with their partners or
children and unspecified social
problems.

55 Sore mouth? Ulcers, rash and any injury or | Mucositis oral
inflammation to the soft
tissues of the mouth.

56 Speaking problems® Inability or difficulty to speak. Aphonia; dysphasia;

Including week voice, speech
motor disorders (dysarthria or
apraxia) and unspecified
speaking problems.

dysarthria
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57

Sweats?

Excessive sweating. Including
cold and night sweats.

Hyperhidrosis

58

Taste change?

Reduced or altered sense of
taste. Excluding lack of
appetite.

Dysgeusia

59

Thirst?

Water deprivation and feeling
of always being thirsty.

Not available

60

Urinary problems®

Including difficulty urinating,
burning when urinating,
intense and frequent urine
(polyuria), lack of urine
(anuria) and unspecified
urinary problems. Excluding
urinary incontinence.

Not available as
isolated urinary
problems (several
specific disorders)

61

Vision problems?

Reduced visual acuity.
Including blurry vision, poor
eyesight, double vision and
unspecified visual problems.

Vision decreased;
blurred vision

62

Vomiting®

The forcible expulsion of the
contents of the stomach
through the mouth. Excluding
nausea.

Vomiting

63

Weight loss?

Decrease in existing body
weight.

Weight loss

999

Incomprehensible responses

Responses that cannot be
coded because the words are
misspelled, or the information
provided is not understandable
and incomplete (e.g., only
mention a body part).

1000

Diagnoses®

Addiction problems

Allergy

Amputation

Amyotrophic Lateral Sclerosis
Anemia

Apnea

Arthritis

Ascites

Asthma

Bad blood circulation
Cachexia syndrome
Catheter problems
Cerebrovascular accident
(CVA)

Chronic obstructive pulmonary
disease

Claustrophobia

Cold (or running nose)
Dehydration

Dementia

Diabetes

Eczema or psoriasis

Facet syndrome

Fracture

Fungus

Gout

Hand coordination problems
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Heart diseases

Heart problems (not specified)
Hemorrhoid

Hernia

Herpes

Hypertension

Hypotension

Immune system problem
Impotence

Infection

Inflammation (not specified)
Influenza

Intestinal obstruction

Liver problems

Macular degeneration
Medication problems
Menopause

Mucus

Need orthosis or rehabilitation
Neuritis
Obsessive-compulsive
Osteoporosis

Oxygen problems

Panic

Paralytic ileus

Parkinson

Peripheral neuropathy
Photosensitive

Pneumonia

Poor blood circulation
Post-traumatic stress disorder
Pressure ulcer

Pulmonary edema

Renal problem

Restless legs disorder
Schizophrenia

Side effects of chemotherapy
Skin nodules

Spinal stenosis

Stiffness

Surgery

Teeth and gums problems
Thyroid problems

Vaginal prolapse

Wound

PRO-CTCAE: Patient-Reported Outcomes version of Common Terminology Criteria for
Adverse Events

@ Categories included in the list of 48 symptoms by Homsi et al. study

® New categories developed from patient responses

¢ Categories developed using the QLQ-C15-PAL and the QLQ-C30 scales/items
4Responses collected on WISP classified as diagnoses, include mental disorders,
neurological diseases, respiratory diseases and any other disease or non-specific condition
associated with many diseases, not necessarily cancer.
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