Appendices
Appendix A. Statistical Comparisons Between Active Doses and Placebo for Temporal Sleep Parameters
This appendix provides detailed statistical comparisons for the temporal analysis of sleep parameters presented in Figure 4. P-values were calculated using Dunnett’s method for multiple comparisons between each daridorexant dose and placebo across four quarters of the night
Table A1. Quartile-Based Changes from Baseline in Number of Persistent Awakenings: Statistical Comparisons Between Daridorexant and Placebo
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Table A2. Quartile-Based Changes from Baseline in Stage N3 Sleep Time: Statistical Comparisons Between Daridorexant and Placebo
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[image: ]Table A3. Quartile-Based Changes from Baseline in REM Sleep Time: Statistical Comparisons Between Daridorexant and Placebo
Note: These supplementary tables provide detailed statistical analyses corresponding to Figure 4, showing quartile-based temporal patterns of treatment effects throughout the 8-hour sleep recording period. Each table presents pairwise comparisons between active daridorexant doses and placebo using Dunnett’s adjustment for multiple comparisons.
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Estimated value

P-Value 

c)

Estimated value P-Value Estimated value P-Value Estimated value P-Value

Placebo N 47 47 47 47

LSM ± SE 

a)

-0.3±0.2 -1.0±0.3 -0.8±0.2 -0.2±0.3

(95% CI) (-0.7, 0.2) (-1.5, -0.5) (-1.3, -0.3) (-0.7, 0.3)

10mg N 47 47 47 47

LSM ± SE -0.7±0.2 -1.3±0.3 -0.5±0.3 -0.2±0.2

(95% CI) (-1.2, -0.2) (-1.8, -0.8) (-1.0, 0.1) (-0.6, 0.3)

Difference compared to placebo (95% CI) 

b)

-0.4 (-1.2, 0.3) 0.378 -0.3 (-1.1, 0.6) 0.786 0.3 (-0.5, 1.2) 0.673 0.1 (-0.8, 0.9) 0.997

25mg N 47 47 47 47

LSM ± SE -0.8±0.2 -1.3±0.3 -0.8±0.3 0.1±0.3

(95% CI) (-1.2, -0.3) (-1.9, -0.7) (-1.3, -0.2) (-0.4, 0.6)

Difference compared to placebo  (95% CI) -0.5 (-1.3, 0.2) 0.26 -0.3 (-1.2, 0.6) 0.8 0.0 (-0.8, 0.9) 1 0.3 (-0.6, 1.2) 0.721

50mg N 47 47 47 47

LSM ± SE -1.2±0.2 -1.5±0.3 -1.2±0.3 -0.2±0.3

(95% CI) (-1.6, -0.7) (-2.1, -1.0) (-1.7, -0.7) (-0.7, 0.3)

Difference compared to placebo  (95% CI) -0.9 (-1.6, -0.2) 0.012 -0.5 (-1.4, 0.3) 0.34 -0.4 (-1.2, 0.5) 0.602 0.0 (-0.9, 0.9) 1

a) Least squares mean (LSM) ± Standard error (SE)

b) Difference from the least squares mean with Placebo

c) Adjusted P-value using Dunnett's method
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Estimated value

P-Value 

c)

Estimated value P-Value Estimated value P-Value Estimated value P-Value

Placebo N 47 47 47 47

LSM ± SE 

a)

5.5±1.7 2.2±1.6 -3.0±1.2 0.5±0.8

(95% CI) (2.1, 9.0) (-1.0, 5.5) (-5.3, -0.6) (-1.2, 2.2)

10mg N 47 47 47 47

LSM ± SE 9.3±1.9 1.9±1.3 -2.8±1.4 -0.4±0.6

(95% CI) (5.5, 13.0) (-0.8, 4.6) (-5.5, 0.0) (-1.7, 0.9)

Difference compared to placebo (95% CI) 

b)

3.7 (-2.4, 9.8) 0.34 -0.3 (-5.4, 4.7) 0.997 0.2 (-4.1, 4.5) 0.999 -0.9 (-3.4, 1.6) 0.714

25mg N 47 47 47 47

LSM ± SE 9.1±1.8 1.7±1.9 -3.1±1.2 -0.3±0.7

(95% CI) (5.6, 12.7) (-2.2, 5.5) (-5.4, -0.7) (-1.6, 1.1)

Difference compared to placebo (95% CI) 3.6 (-2.3, 9.5) 0.335 -0.6 (-6.6, 5.5) 0.993 -0.1 (-4.1, 3.9) 1 -0.8 (-3.4, 1.8) 0.801

50mg N 47 47 47 47

LSM ± SE 10.4±2.1 2.7±1.7 -1.5±1.5 -0.3±0.9

(95% CI) (6.2, 14.6) (-0.7, 6.0) (-4.4, 1.5) (-2.0, 1.5)

Difference compared to placebo (95% CI)  4.9 (-1.6, 11.3) 0.185 0.4 (-5.2, 6.0) 0.996 1.5 (-3.0, 6.0) 0.777 -0.8 (-3.7, 2.1) 0.838

a) Least squares mean (LSM) ± Standard error (SE)

b) Difference from the least squares mean with Placebo

c) Adjusted P-value using Dunnett's method
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Estimated value

P-Value 

c)

Estimated value P-Value Estimated value P-Value Estimated value P-Value

Placebo N 47 47 47 47

LSM ± SE 

a)

7.7±1.1 5.4±1.8 2.6±2.1 2.1±1.9

(95% CI) (5.5, 9.9) (1.8, 8.9) (-1.5, 6.8) (-1.7, 5.9)

10mg N 47 47 47 47

LSM ± SE 10.1±1.3 6.3±1.8 5.0±1.8 8.6±2.0

(95% CI) (7.4, 12.7) (2.7, 9.9) (1.4, 8.6) (4.6, 12.7)

Difference compared to placebo (95% CI) 

b)

2.4 (-1.8, 6.5) 0.394 0.9 (-5.1, 7.0) 0.969 2.4 (-4.1, 8.9) 0.708 6.6 (0.0, 13.1) 0.051

25mg N 47 47 47 47

LSM ± SE 12.6±1.5 9.3±2.1 5.5±2.0 8.4±1.7

(95% CI) (9.6, 15.5) (5.0, 13.7) (1.4, 9.5) (5.0, 11.9)

Difference compared to placebo (95% CI)  4.9 (0.5, 9.3) 0.027 4.0 (-2.7, 10.6) 0.359 2.8 (-4.0, 9.7) 0.631 6.4 (0.3, 12.4) 0.037

50mg N 47 47 47 47

LSM ± SE 18.3±1.5 11.1±1.8 7.0±2.1 11.7±1.8

(95% CI) (15.3, 21.3) (7.5, 14.6) (2.7, 11.3) (8.2, 15.3)

Difference compared to placebo (95% CI)  10.6 (6.1, 15.1) <0.001 5.7 (-0.3, 11.7) 0.069 4.4 (-2.7, 11.4) 0.321 9.6 (3.5, 15.8) <0.001

a) Least squares mean (LSM) ± Standard error (SE)

b) Difference from the least squares mean with Placebo

c) Adjusted P-value using Dunnett's method
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