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The Methodological Question Being Addressed: Do Female Sexual Function Inventory Desire
scale (FSFI-D) and the Female Sexual Distress Scale-revised question 13 (FSDS-R Q13) scores
support the validity of responder definitions for women receiving bremelanotide for the
treatment of hypoactive sexual desire disorder (HSDD)?
Introduction (Aims):
Clinically meaningful responder definitions are needed to assist clinicians and regulatory
agencies in evaluating the clinical significance of treatment differences. For clinical trials
evaluating primary and secondary endpoints based on patient-reported outcomes, including
those for HSDD, these interpretation guidelines for clinically meaningful responses are
essential. The objective of this study was to identify and support the validity of responder
definitions for the FSFI-D and the FSDS-DAO Q13 scores. Anchor-based methods were used to
determine clinically meaningful responder thresholds.
Methods:
An independent anchor assessment committee (IAAC) was established to conduct a blinded,
psychometric analysis of data collected from two Phase 3 BMT studies (RECONNECT) in 1202
women with HSDD. One dynamic anchor (treatment benefit scale), and three static anchors
(desire/interest with sexual activity; satisfaction with sex life; distress about sex life) were
selected for this analysis. Mean and median baseline to endpoint changes in FSFI-D and FSDSDAO Q13 scores were examined by responder definitions based on these four anchors. Results
were reviewed by the IAAC and recommendations were made on responder thresholds for the
FSFI-D and FSDS-DAO Q13 scores. Post-study exit survey (n=243) data were used to further
support the validity of the responder thresholds by evaluating the relationship between overall
treatment benefit versus changes in FSFI-D and FSDS-DAO Q13 scores.
Results:
For the treatment benefit dynamic anchor for the FSFI-D, median and mean change scores were
0.6 and 0.85, respectively. The median and mean change scores for the treatment benefit
dynamic anchor for the FSDS-DAO Q13 were 1.0 and 0.9, respectively. Based on the pooled
psychometric analyses, the anchor-based results supported as clinically meaningful, a 0.6 point
change in FSFI-D scores (range 0.6–1.2), and a 1.0 change in FSDS-DAO Q13 scores (range 0.9-

1.0). The exit survey question on overall treatment benefit demonstrated a percentage
agreement of 89% and kappa of 0.77 with the anchor threshold of >5 on the dynamic anchor,
representing a response of better or much better, indicating excellent agreement. The
recommended responder thresholds for the FSFI-D and FSDS-R were supported by the exit
survey treatment benefit question.
Conclusions:
Based on the psychometric analyses, a change of >0.6 points in FSFI-D and >1.0 points in FSDSDAO question 13 were recommended for defining clinical significance of treatment benefits of
BMT.
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