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We have reviewed the document and congratulate the staff at the Food and Drug
Administration and its consultants for producing and circulating the Draft Guidance document.
The content of the Draft Guidelines represents an important step in promoting the use of reliable,
valid, responsive, and interpretable measures of health-related quality of life for generating
evidence about the effects of pharmaceuticals to assist in making evidence-based decisions on the
appropriate use of pharmaceutical products.

Our comments are personal opinions and should not be understood to reflect the views of
the organizations with which we are affiliated. Our comments focus on the exposition
concerning preference-based measures of health-related quality of life (HRQL). As the Draft
Guidelines note, preference-based measures include direct measures of the value that patients
attach to the health states they are experiencing obtained using measurement instruments such as
the standard gamble and time trade-off. Preference-based measures also include multi-attribute
or indirect measures. In the multi-attribute approach, the patient completes a questionnaire
reporting on self-perceived health status. The results are then scored using a multi-attribute
scoring function based on community preferences. Prominent examples of multi-attribute
measures include the EQ-5D, Health Utilities Index Mark 2 (HUI2), Health Utilities Index Mark
3 (HUI3), Quality of Well Being Scale (QWB), and Short-Form 6D (SF-6D). Reviews of
evidence on the measurement properties of preference-based measures can be found in Feeny,
2005, Feeny, 2005, Horsman et al. 2003, and Torrance et al. 2002; copies are enclosed.

Role of Community Preference Based Scores. The Draft Guidelines note that “it is

tempting to use those sarne weights [pre-determined community weights] in the clinical trial
setting to demonstrate treatment benefit. However, this practice is discouraged unless the
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relationship of the preference weights to the intended study population is known and found
adequate and appropriate.” We feel that this statement might contribute to misunderstanding and
confusion about the usefulness of preference-based measures with scoring systems based on
community preferences. In particular, the statement might be interpreted to exclude the
important contribution of such measures for applications to analyses about groups of patients
such as those in clinical trials.

We see the important issue being the level of decision making for which the preference-
based scores are to be used. If the preference-based score is to be used to assist a patient and
his/her clinician to decide upon the best course of action, then indeed preference-based scores
derived from multi-attribute instruments with scoring systems based on community preferences
may not be appropriate. If the application is to an individual patient, then if at all possible, one
would use the preference scores provided by that patient.

Our impression is that most applications of preference-based measures in the context of
the regulatory affairs of the Food and Drug Administration rely on analyses conducted at the
group level, for example comparing outcomes for the experimental and control groups in a
randomized controlled clinical trial. For making group-level comparisons, it is indeed
appropriate to use scores based on community preferences. Indeed one of the advantages of the
approach is that one is able to obtain evidence on the extent to which patients in the experimental
and control groups are “on net” (taking into consideration the improvements in some dimensions
of health status but deterioration on others) better off (see page 5 of the Draft Guidelines). An
additional advantage for a regulatory organization such as the Food and Drug Administration is
that the use of carefully developed well-validated community preference based scores
standardizes the analyses across different trials, thus leading to greater consistency and fairness
in regulatory interpretations. Finally, the use of community preference based scores enables
analyses required by other users of the data. In particular, the use of community preference based
scores enables economic evaluations required or recommended by payers and funding
organizations.

Gold et al. 1996 provide a review of the evidence on the relationship between preference
scores provided by patients versus those provided by the general population. In general, the
scores differ relatively little, although there are exceptions to this generalization. When scores
do differ, patients tend to rate the same health state as more preferable than do members of the
general population.

More specifically, we have compared standard gamble scores provided by subjects
evaluating their own subjectively-defined current health state to scores derived from HUI2 and
HUI3 which were administered to the same subjects at the same point in time. (See Feeny et al.
2003, Feeny et al. 2004, and Feeny et al. 2004; copies are enclosed.) In these studies the mean
HUI2 scores and mean standard gamble scores were virtually identical. At the group level,
patient and community scores were in agreement. Mean HUI3 scores were a little lower than the
mean standard gamble scores. However, at the individual level, agreement between standard
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gamble and HUI scores was low. For group level analyses, instruments with scoring systems
based on community preferences are much more practical and provide much the same
information as can be obtained from direct preference elicitations from patients.

We hope that you find these remarks useful in your deliberations. We would be happy to
clarify any of our comments.

Si/n,cerely yours, - -

David F eeny, PhD
Fellow, Institute of Health Economics; Professor, University of Alberta; Immediate Past-
President, International Society for Quality of Life Research; Associate Editor, Quality of Life
Research; Health Utilities Incorporated
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William Furlong, MSc
Research Associate, Department of Clinical Epidemiology and Biostatistics and Centre for
Health Ecor}omics and Pc/>1icy Analysis, McMaster University; Health Utilities Incorporated

N

/ hn Horsman, BA
Research Associate, Department of Clinical Epidemiology and Biostatistics and Centre for
Health Economics gnd Pohcy Analy51$, McMaster Unwersﬁy Health Utilities Incorporated
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George W. Totrance, PhDD
Professor Emeritus, McMaster University; Vice-President for Scientific Affairs, Innovus
Research Incorporated; Health Utilities Incorporated
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