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ABSTRACT INTRODUCTION

Introduction: Variable quality of interviews may be an impor-
tant contributor to the high number of failed CNS clinical trials.
Recent advances in the measurement of interviewer skill allow
for an examination of the effects of interview quality on signal
detection’. Kobak and colleagues demonstrated that higher
quality baseline interviews were more likely to distinguish an

RESULTS

« Quality of assessment interview may be an important contributor to the high number of failed CNS clinical trials.

Lipsitz and colleagues developed the Rater Applied Performance Scale (RAPS) to measure interviewer skills in
CNS clinical trials'.
« Kobak and colleagues examined data from a multi-site depression trial and demonstrated significant
drug-placebo separation in subjects whose baseline interviews were of higher quality. There was no

« Scores on the 5 RAPS domains were averaged to create an overall RAPS score (RAPS5). - Differences between site raters and quality reviewers were statistically significant at both
) e screening/baseline (t (633) = 15.90, p <.001) and all other visits (t422) = 8.68, p < .001).
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« All 5 RAPS domains were significantly correlated with scoring discrepancies at both screening/baseline
and all other visits.
« All correlations suggest that as interview quality goes up, scoring discrepancies goes down.
« Itis possible that in rare situations bad interview quality can result in high scoring agreement
particularly when insufficient information was elicited from the patient for the quality reviewer
to score the interview adequately.

information variance is reduced, and thus inter-rater reliability increased because the rater dyads are scoring one
interview, the site rater’s interview.

METHODS

Overview

reliability increased because the rater dyads are scoring one
interview, the site rater’s interview. « Interviews were categorized into the following groups:
+ Good/Excellent Interviews: Average RAPS > 3

Methods: Data were pooled from two ongoing clinical trials
« All Other Interviews: Average RAPS < 3.0

of Major Depressive Disorder (MDD). Site raters performed
MADRS or HAM-D assessments on subjects. All site rater as-
sessments were audio taped and uploaded to a central server.
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interviews on a 1 to 4 scale on 5 domains of the Rater Applied
Performance Scale (RAPS): Adherence, Follow Up, Clarification,
Neutrality, and Rapport. Independent reviewers'scoring of the
scale items and the RAPS were completed and locked prior to
revealing site rater scores.

viewers listened to a subset of taped site rater assessments selected according to an a priori algorithm. Reviewers
rated the site rater interviews on 5 domains of the Rater Applied Performance Scale (RAPS): Adherence, Follow Up,
Clarification, Neutrality, and Rapport. Scores on each domain of the RAPS range from 1 (unsatisfactory) to 4 (excellent).

+ RAPS domains were predictive of scoring discrepancies at both screening/baseline and all other visits.
« In order to examine the predictive relationships of each individual RAPS domain, multiple regressions
were performed for each visit type.

n =317
50%

n =207
49%

The quality reviewers also scored the site raters’ interviews using the same standards and conventions agreed to at
the rater training session. All interviews were conducted by site raters. Blinded quality reviewers listened to those
interviews and scored patients according to the site rater interview.

« As feedback was given to raters throughout the course of the study after each review, review number
was controlled for in these regressions.

Results: 1057 interviews across 2 MDD studies were analyzed
to examine relationships between RAPS ratings and scoring
discrepancy. As the two studies relied on different scales, all to-
tal scores were standardized to z-scores (M =0, SD = 1). Scoring
discrepancy was computed as the absolute difference between

Only 10 out of 127 Site Raters
were consistently rated Good/Excellent
across all interviews.
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Quiality reviewers provided detailed feedback on interview quality and scoring conventions to site raters after
each assessment was reviewed. Raters received between 1 and 29 independent reviews and associated feedback
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these domains predicted lower scoring discrepancies.

At follow up visits, scoring discrepancy was significantly
correlated with the overall RAPS average and all 5 of the
RAPS domains (all r's > -.14, all ps < .05). Multiple regression
predicting scoring discrepancy from the 5 RAPS domains
demonstrates that Clarification significantly predicts scoring
discrepancies (8=-.132,p < .05) .

Conclusions: Perfectly accurate (i.e., valid, reliable) scores
may not be attainable when interview quality is less than
excellent, and poor scoring agreement may predict limited
detection of efficacy or other signals. The current study
demonstrates that lower interview quality is associated with
greater scoring discrepancies of site rater interviews in two
CNS trials’ quality control programs. The RAPS is a useful tool
in determining which interviews are of lower quality and
identifying which domains are important for rater training
and remediation to minimize scoring discrepancies, as part
of a quality control program.
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Reviewers:

« Study 1: 18 calibrated, blinded quality reviewers observed 997 MADRS assessments.
« Study 2: 5 calibrated, blinded quality reviewers observed 60 HAM-D assessments.
« Based on independent interviews, calibrated quality reviewers using the same calibration and training
methods as those used here have demonstrated interrater reliability to be45:
« MADRS Scoring ICC=.93 | HAM-D Scoring ICC =.93
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difference in HAM-D scores (M = 20.00, SD = 4.48).
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All Other Visits
(n=634) (n = 423)

CONCLUSIONS

*=p<.05 *=p<.01 **=p<.001

« Perfectly accurate (i.e., valid, reliable) scores may not be attainable when interview quality is less than excellent, and poor scoring agreement may predict limited detection of efficacy or other signals.

- Scoring agreement (reliability) and scoring validity are not the same; scores with high agreement (reliability) may be systematically biased. Examples of interviews that may result in good agreement, but questionable

validity, include:

« Interviewers asking leading questions, such as reading the anchors off the scale to the patient.

« Interviewers not asking follow-up or clarification questions.
«The predictive validity of scoring can only be assessed in the context of evaluation of the treatment-placebo signal detection of known effective treatments.

«The current study demonstrates that lower interview quality is associated with greater scoring discrepancies of site rater interviews in two CNS trials’ quality

control programs. Thus greater interview quality improves inter-rater reliability.

«The RAPS is a useful tool in determining which interviews are of poor quality and identifying which domains are important for rater training and
remediation to reduce scoring discrepancies as part of a quality control program.
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