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The EORTC approach to quality of life (QL) assessment: An 
update 

A. Cull. On behalf of the EORTC Quality of Life Study Group (OLSG), 
/CRF Medical Oncology Unit, Western Genera/ Hospital Edinburgh, United 
Kingdom 

The EORTC QLSG has pursued a modular approach to the development 
of QL measures throughout the 1990’s. The core instrument, the EORTC 
QLQ-C30 (currently version 3.0), developed by this Group has proved a 
reliable, valid and cross-culturally applicable means of assessing the QL of 
cancer patients in a variety of settings worldwide. The instrument is now 
available in 33 languages and there is a library of documentation (scoring 
manual, reference values, translation guidelines, guidelines for assessing 
QL in clinical trials) to support its use in international clinical trials. 14 
supplementary modules are available or in development (according to 
standard procedures) to address disease- and/or treatment specific issues 
insufficiently covered by the QLQ-C30. A computerised item bank has been 
developed to facilitate the process of instrument development. The QLSG 
is increasingly focusing on issues arising from the implementation of QL 
measures both by training others in how to design and conduct QL studies in 
their clinical trials and itself undertaking projects to address methodological 
questions in the analysis and interpretation of QL data. QLSG also supports 
the work of individual members e.g. in using QL assessment in routine 
practice and is collaborating with others in the development of alternative 
strategies for QL assessment for the future. 
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Quality of life issues in the palliative care setting 

S. Kaasa. On behalf of the EORTC Quality of Life Study Group, Palliative 
Medicine Unit, Trondheim University Hospifal and the Norwegian 
University of Science and Technology Trondheim, Norway 

Palliative care is complex and involves a broad spectrum of health services, 
treatment and other types of interventions. It is stated that palliative care is 
the active total care of patients whose disease is not responsive to curative 
or life prolonging treatment. In palliative medicine it is important to focus on 
symptom control, patient and family support and optimal organisation of the 
health care system. 

In most clinical trials in palliative care, methodological problems have 
been experienced related to patient recruitment, assessment of subjective 
phenomena at decreased sample size ad subsequent assessment points, 
primarily due to early death after study entry or patient impairment due to 
progressive disease. 

Cognition and physical deterioration may effect patients’ ability to carry 
out self-assessment of health related quality of life (HRQOL). There is 
no consensus on how to measure HRQOL in this patient population, 
neither how to measure such a common symptom as pain. Within the 
field of palliative care criticism has been raised against the content of the 
cancer specific HRQOL instruments. The main criticism has been that these 
instruments are lacking indicators of the spiritual domain. 

A future strategy might be to combine the cancer specific quality of life 
instruments, such as the EORTC QLQ-C30 with new scales or modules 
specifically developed for palliative care. 
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Assessing quality of life in clinical practice in oncology 

N.K. Aaronson’ ’ The Netherlands Cancer Institute, Division of 
Psychosocial Research & Epidemiology, Amsterdam, Netherlands 

During the past several decades major strides have been made in de- 
veloping brief, multi-dimensional, self-report questionnaires for assessing 
the health-related quality of life (HRQL) of patients with cancer. To date, 
these questionnaires have been used primarily in clinical research settings 
e.g., (descriptive epideiomologic studies, clinical trials, etc.). More recently, 
interest has been expressed in incorporating such HRQL assessments in 
daily clinical oncology practice. 

Particularly in the palliative treatment setting, health care providers need 
to be well-informed about the range of physical, functional and psychoso- 

cial problems confronting their patients. The available literature suggests, 
however, that physicians vary widely in their ability to elicit relevant infor- 
mation from their patients, and that patients vary in their ability to articulate 
their problems and concerns. The time constraints operating in the typical 
outpatient care setting represent an additional structural barrier to opti- 
mal doctor-patient communication. Routine assessment of patients’ HRQL 
may increase the likelihood that relevant, patient-centered issues are both 
discussed and acted upon during medical consultations. 

In this paper we will present the preliminary results of a randomized, 
controlled study (N = 200) of the value of standardized HRQL assessments 
(the EORTC QLQ-C30) in outpatient palliative chemotherapy treatment 
settings, in terms of: (1) facilitating doctor-patient communication; (2) in- 
creasing physicians’ awareness of their patients’ physical and psychosocial 
health problems; (3) increasing both patients’ and physicians’ satisfaction 
with their medical encounters; and (5) improving patients’ HRQL over time. 

Additionally, recent trends in the field of health status and quality of life 
assessment, including the use of touch-screen technology and computer- 
adaptive testing, will be discussed briefly as they relate to the incorporation 
of HRQL measures in daily clinical oncology practice. 
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Health-related quality of life assessment - Priorities for the 
21 st century 

David Osoba’ ‘Quality of Life Consulting, West Vancouver, Canada 

The assessment of health-related quality-of-life (HRQL) as part of random- 
ized, controlled trials (RCTs) in oncology is becoming common in Europe and 
North America. In most current RCTs HRQL is still a secondary outcome, 
but as interest in measuring the effects of palliative treatments expands, it 
is gaining importance as a primary outcome. 

Now that measuring HRQL in clinical trials is established, HRQL measure- 
ment also needs to move into routine clinical practice. Better questionnaires 
(higher internal consistency and responsiveness) of known sensitivity and 
specificity, using individualized approaches (e.g., based on item response 
theory) and modern technology (laptop or palm computers with touch-sen- 
sitive screens) are already either available or being developed. 

Statistically significant changes are insufficient, by themselves, to com- 
pletely evaluate the importance of changes in HRQL over time or of 
differences between groups. We also need to ascertain the magnitude of 
changes in HRQL scores that have subjective and clinical meaning and are 
of relevance to patients and clinicians. 

New and simple methods for analyzing data with missing information must 
continue to be explored. Utility-measurement and psychometrically-based 
camps of thought should seek and find common ground. 

It is now time for the science and application of HRQL measurement in 
medicine to be taught in medical schools. 

These priorities are important if health care practitioners wish to place 
the same value on quality of survival as on length of survival. 
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Contemporary methodological issues in quality of life 
assessment 

M. Groenvold’ ‘Bispebjerg Hospita/, Depart. of Palliative Medicine, 
Copenhagen, Denmark 

The methodology of quality of life (QL) assessment is developing rapidly. In 
the last decade, patient self-assessment questionnaires have been devel- 
oped, tested, and refined. The validity and reliability of these instruments 
have been investigated in detail. It is clearly demonstrated that is possible 
to measure the impact of cancer and cancer treatment on the patient’s 
wellbeing in a scientifically acceptable way, that it is feasible to collect Qt. 
data in clinical trials, and to use these data as end-points in trials. This 
presentation will discuss current issues related to instrument development 
and to the analysis and interpretation of QL data in clinical trials. Concern- 
ing instrument development, the EORTC QL Study Group has established 
detailed procedures ensuring that new QL questionnaire modules are of 
high quality. In the coming years this approach is likely to be supplemented 
with alternative ways of using items across questionnaire and modules. 

A problem frequently encountered in the analysis of longitudinal QL data 
is that - due to the fact that many different aspects of QL were measured 
repeatedly - there is a problem of multiple hypothesis testing. To some 
extent this can be prevented by specifying a limited number of analyses in 
the research protocol. In some cases, data from health care professionals 
can be used to identify additional ‘post hoc hypotheses’ which can be tested 
in the QL data. Examples of this will be given. 
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Concerning the interpretation of QL scores, it is not yet clear how to 
understand a given difference or change in scores. Is a statistically significant 
improvement of 7 points in ‘emotional functioning’ important to patients? 
A number of different approaches are being explored to better understand 
the importance of different magnitudes of change. One of these is the 
Subjective Significance Questionnaire, developed by Osoba as a means 
of better understanding changes measured by the EORTC QLQC30 QL 
questionnaire. Other approaches use wellknown clinical ‘events’ (e.g. the 
impact of a given treatment) as ‘anchors’: the effect of the wellknown 
treatment on QL scores can then be compared to the impact of a new 
treatment. 
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Update on BRCAl and BRCAP: Molecular biology and 
genetics 

B.L. Weber’ ‘University of Pennsylvania, Medicine and Genetics, 
Philadelphia, United States 

Women with an inherited alteration in one copy of BRCAI or BRCAZ are 
at very high risk of developing breast cancer. Recent data suggest that 
BRCAl plays a critical role in the cellular response to DNA damage. This 
may occur by BRCAl participating in signals to stop cell cycling so that 
repair can take place, or to induce cell death if the damage is too great to 
be repaired. The end result of cell replication in the presence of damaged 
DNA is malignant transformation, thus these insights offer an explanation 
of the role of BRCAI in preventing cancer. 

We have identified a link between BRCAl and three other important 
proteins - the cell cycle inhibitor ~21, the tumor suppressor/DNA repair 
gene p53 and the regulator of cell death gene Bax. We have shown that 
BRCAl plays a role in modulating the ability of p53 to induce these genes, 
possibly serving as a cellular switch after DNA damage. In addition, we 
have completed studies of the kinetics of BRCAl regulation in response to 
DNA damaging agents, further supporting the role of BRCAl as a sensor 
of damage that then functions as a switch after damage occurs. As BRCA2 
interacts with BRCAl, it is likely that both genes function in a similar 
pathway. 
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Genetic heterogeneity of hereditary breast cancer 

P. Devilee. Department of Human & Clinical Genetics, Leiden University 
Medical Centfe, Leiden, Netherlands 

Between 6 and 19% of women with breast cancer have at least one af- 
fected relative at the time of diagnosis, but not all of them are expected to 
be true genetic cases. Families with inherited breast cancer are character- 
ized by multiple early-onset and/or bilateral cases, and frequent occurrence 
of specific other malignancies (notably ovarian cancer). The most likely 
model explaining the observed familial clustering is one incorporating the 
transmission of an autosomal dominant susceptibility locus. Yet the ob- 
served risk to siblings can be equally well explained by either an infrequent 
high-risk gene, or a low-risk gene with high population frequency. In fact, 
it is now clear that inherited breast cancer is determined by a number of 
genes conferring a range of penetrances. Rare high-risk genes are most 
amenable for detection by linkage analysis, and this has led to the discovery 
of BRCAl and BRCAP. They jointly explain the large majority of families 
with either the breast-ovarian cancer syndrome, with at least one case of 
male breast cancer, or with at least 6 cases of breast cancer diagnosed 
under 60. However, roughly 60% of the families with 4 or 5 cases of breast 
cancer diagnosed under 60, and no cases of ovarian cancer, are not ac- 
counted for by these genes. Other genes, such as PTEN and TP53, cause 
primarily specific cancer syndromes, of which breast cancer forms just one 
constituent. Hence more breast cancer susceptibility genes remain to be 
identified, which are probably of lower penetrance than BRCAl and BRCAP, 
although they still predispose to breast cancer at a young age. 
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Clinical management of the BRCA heterozygote 

Mark Robson. Memorial Sloan-Kettering Cancer Center, New York, NY: 
United States 

Significant progress has been made in defining the genetic epidemiology 
of hereditary breast cancer, but the clinical approach to individuals with 
an inherited predisposition continues to evolve. Different questions arise 

for women who are already affected with breast cancer and for those 
who have not yet developed the disease. In approaching the affected 
heterozygote, the central clinical question is whether cancer arising in the 
setting of a germline mutation requires a different clinical approach from that 
arising without such a predisposition. BRCAf-associated breast cancers 
are usually rapidly proliferating, aneuploid, infiltrating ductal carcinomas 
of high histologic grade, lacking hormone receptors, with a relatively high 
frequency of somatic ~53 mutations. HER2 overexpression appears to be 
uncommon. Although there are fewer data, BRCA2-associated cancers may 
have a histologic appearance and immuno-phenotypic profile more closely 
resembling “sporadic” cancer. Early studies suggested that the prognosis of 
BRCA-associated cancer was similar to that of sporadic cancers, but recent 
unselected series suggest that outcomes are actually worse, as would be 
expected from the prognostic factor profile. 

In approaching the unaffected heterozygote. the major issue is the rela- 
tive effectiveness of screening strategies compared to primary prevention 
approaches with surgery or chemoprevention. Current guidelines are based 
on expert opinion alone. The level of cancer risk in this population justifies 
aggressive screening, but the effectiveness of mammography and ovarian 
cancer screening remains undefined. Risk-reducing surgery appears to be 
effective, but failures do occur and the acceptance of procedures varies. 
Studies of new screening and prevention methods are underway. 
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Prophylactic interventions - Effective, harmful or of 
unproven benefit? 

P.A. Daly. St. James’s Hospital and Trinity College, Dublin 8, lreland 

Most knowledge relating to the genetic basis of cancer and particularly 
inherited cancer predisposition has only recently been discovered. Inevitably 
there is major interest in risk assessment, genetic testing and strategies 
which may be used to reduce morbidity and mortality among those who 
carry mutations conferring inherited cancer risk. A futuristic vision of cancer 
care takes us towards a circumstance where advanced disease is no longer 
seen, Instead we can focus on detection of high-risk individuals and employ 
effective screening strategies, chemoprevention or prophylactic surgery 
to reduce or eliminate risk of cancer death. Unfortunately life is not so 
simple and care must be taken to inform patients and others presenting 
for genetic testing of the limitations and complexity of issues surrounding 
hereditary cancer predisposition, Each site presents specific issues with 
regard to screening, chemoprevention and surgery. For HNPCC carriers, 
for instance, screening through colonoscopy can improve survival for at-risk 
individuals but screening of female carriers for extracolonic malignancy is 
of unproven benefit, There is no evidence for the use of chemoprevention 
and prophylactic colectomy, while an option for some, is also of unproven 
benefit. Issues such as this are similarly complex for breast and ovarian 
cancer. The major beneficiaries at present from genetic testing are those 
who have a negative test where a known, disease-related mutation exists 
within a family. Noncarriers can be released from the anxieties which prevail 
and do not need the increased surveillance now recommended for those 
carrying mutations or those with a high risk based on family history data. 
Information regarding prophylactic interventions is steadily accumulating 
but, as yet, efficacy remains limited for many strategies, potential for han 
exists and much proof remains to be gathered. 
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Role of chemotherapy (CT) in non metastatic head and neck 
squamous cell carcinoma (HNSCC): Results of an 
international meta-analysis 

J.P. Pianon, C. Domenge, S. Gueerin, L. Design& M. Luboinski, J. Bourhis. 
On behaM of the Meta-Analysis of Chemotherapy in Head and Neck 
Cancer (MACH-NC) Collaborative Group; lnstifuf Gustave-Roussy, France 

Purpose: In 1994 an International Collaborative Group (MACH-NC) was 
set up to perfon a meta-analysis of randomized trials in order to evaluate 
the role of CT on survival of patients with HNSCC. 

Methods: 10 741 patients (pts) randomized between 1965 and 1993 
in 63 trials comparing loco-regional treatment to same treatment plus CT 
were included. Nasopharynx and “organ preservation” trials were excluded. 
Collection of individual patient data, updated for 2/3 of the trials, allowed 
extensive checking. Logrank test stratified by trial was used. 

Results: A small (4% at 5 years), but significant (p < 0.0001) survival 
benefit in favor of CT was shown, However the observed benefit was 
dependent upon the type of CT used (p = 0.005): no significant benefit for 
adjuvant CT (benefit l%, 6 trials’, 1 654 pts’) as well as neoadjuvant CT 


