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Patient Reported Outcomes: a manifestation of Health Related Quality of Life (HRQoL)

Introduction

HRQoL is studied in both clinical research and clinical settings. It reflects the obvious reality that in cancer research tumor regression in response to specific therapeutic interventions is not necessarily going to equate with an improvement in the subjects well being.   Therefore, outcomes data have been recognized as critically important to therapy of all patients and must be measured in a way that provides objective confirmation of a very subjective set of observations. 

I. HRQoL domains

 Patient reported outcomes that are relevant to cancer include:

· HRQoL domains such as physical functions, psychological well-being, and social interactions

· Symptoms experienced by the patient

· Therapy related toxicities

· Economic consequences of the illness and therapy 

II. Which types of trials should include HRQoL

Disease-focused outcomes are essential in research on cancer therapies. In parallel it is important to assess the patient experiences with the disease and the therapy. In a research context important factors to consider are:

· Type of clinical trial, e.g., phase I, II, III, IV

· Implicit in this is the fact that if there are very small differences between regimens, the treatment associated with the highest HRQoL will be judged to be best

· Chemoprevention trials should have an HRQoL component since individuals with no disease are likely to have less tolerance for experiencing treatment related toxicity

III.  Description of instruments with which to measure HRQoL

Numerous instruments exist to measure HRQoL and it is the investigator’s key responsibility to select the appropriate one. 

· Generic instruments: these measure health across a wide spectrum of chronic disease populations. They may not adequately measure what is important to the cancer patient. Examples: Medical Outcome Short Form Health Survey (SF-36)

· Cancer-specific instruments: Functional Assessment of Cancer Therapy-General (FACT-G); Functional Living Index Cancer (FLIC); EORTC QLQ-30 these are general and can be supplemented by disease specific questions to amplify specificity

· Domain-specific instruments: Multi-dimensional Fatigue Inventory (MFI) and the McGill Pain Questionnaire

IV.  Incorporating HRQoL endpoints into clinical trials

· One measure (or perhaps two) should be designated a priori as a primary or secondary endpoint - otherwise the multiple measures will lead to artifact because of multiple significance testing and the likelihood (certainty) that some of them will appear positive by chance alone.

· The chosen measure should be a reflection of the most important aspect of palliative benefit/or toxicity in the patients who are entered into the trial.  There should be at least three assessments (baseline prior to treatment, on treatment and off treatment).

· Sample size for the QOL component of the study should be determined based on the expected effect size or change in outcome; pilot data with the measure will be useful for this calculation.

· Maximizing adherence:  These data are just as important as any other data in a clinical trial, and staff and patients must understand the importance of data collection and minimizing missing data. Need commitment of physicians, data managers, and infrastructure (reminders, QA reports) from the clinical trials group.

· How to deal with attrition? Comparing only the patients who remain on study introduces bias, since this is usually unequal among the randomized arms. QL is usually better for those on study as compared to those who drop out.
V. Incorporating HRQoL into Physician-Patient Interactions

· Understand the concept of trade-off: the time (survival) that one might trade for an improved QoL. This is quite difficult to predict for a given patient. G=physicians and patients often do not agree on the status of QoL. Many patients will accept toxic therapies in order to continue treating their neoplasm rather than make decisions that embellish HRQoL

· Physicians often find it difficult or are unwilling to incorporate objective assessments of HRQoL into their interactions with patients despite the fact that patients often appreciate this and interpret it as an example of being cared for.

VI.  Incorporating PRO and Utilities in decision making for patients and policy-making
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