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Anhang 4-G3 Studie KOMET 2. Datenschnitt vom (b. August 20241 weitere Auswertungen
1 Subgruppenanalysen

1.1 Endpunktkategorie Morbiditat

1.1.1 Endpunkt Volumenanderung der Ziellasion

1.1.1.1 Volumenanderung der Ziellasioni Absolute Volumené&nderung der Ziellasion im Vergleiclzu Baselinei Zyklus 12,
Tag 28 und Uber die randomisierte Phase
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Study Code: D134BC00001 Phase IIT Page 1 of2
PSC_U Data Cut-Oft 2024-08-05

Table 7.8.1.4 Change from Baseline in Target PN Volume (mL) by Ethnicity (Full Analysis Set)

Ethnicity: Hispanic or Latino

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges'g) Interaction
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e] p-value [f]
Baseline Selumetinib 25 5(7.04%) 532.88(778.20)
mg/m2 BID (N=71)
Placebo (N=74) 9(12.16%) 836.02 (1825.10)
Cycle 12, Day 28 Selumetinib 25 2(2.82%)  -80.07 (112.49) -86.61 (6.76) (-108.14, -65.09) -8.55 0.382 0.745
mg/m2 BID (N=71) (-35.18, 18.07)
Placebo (N=74) 6(8.11%) -1.77 (13.48) -78.06 (6.52) (-98.80, -57.33)
Over Selumetinib 25 5(7.04%)  -65.32(76.24) -106.96 (23.65) (-155.77,-58.16) -55.27 0.045 -0.68 0.239
Randomized mg/m2 BID (N=71) (-109.16, -1.38) (-1.93,0.57)
Period
Placebo (N=74) 9(12.16%)  10.52(49.99) -51.69 (28.47) (-110.46,7.07)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference

LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PATNS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as
fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.

N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.

Subjects with missing ethnicity are excluded.
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Dossier zur NutzenbewertuiigAnhang 4G3

Stand: 04.02.2026

StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase 11T

PSC_U Data Cut-Off 2024-08-05

Table 7.8.1.4 Change from Baseline in Target PN Volume (mL) by Ethnicity (Full Analysis Set)
Ethnicity: Not Hispanic or Latino

Page 2 of 2

Comparison of Treatment Groups

Difference in

LS Mean LS Means

SMD (Hedges' g)

Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e]
Baseline Selumetinib 25 63 (88.73%)  498.72 (1288.77)
mg/m2 BID (N=71)
Placebo (N=74) 63 (85.14%)  507.39 (751.40)
Cycle 12, Day 28 Selumetinib 25 46 (64.79%) -56.03 (202.42)  -69.75 (16.17) (-101.92,-37.59) -77.79 <0.001 -0.71
mg/m2 BID (N=71) (-120.05, -35.53) (-1.14 ,-0.28)
Placebo (N=74) 45 (60.81%) 5.59 (76.37) 8.04 (15.82) (-23.42,39.49)
Over Selumetinib 25 57 (80.28%) -44.96 (185.67)  -46.62 (10.45) (-67.19,-26.06) -54.21 <0.001 -0.69
Randomized mg/m2 BID (N=71) (-80.41, -28.01) (-1.07 ,-0.32)
Period
Placebo (N=74) 60 (81.08%) 8.35(90.84) 7.59(9.88) (-11.86,27.04)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference
LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as
fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.
N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.

Subjects with missing ethnicity are excluded.
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Dossier zur NutzenbewertuiigAnhang 4G3 Stand: 04.02.2026
StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase IIT Page 1 of 4
PSC_U Data Cut-Oft 2024-08-05

Table 7.8.1.5 Change from Baseline in Target PN Volume (mL) by Geographical Region (Full Analysis Set)

Geographical Region: North America

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges'g) Interaction
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e] p-value [f]
Baseline Selumetinib 25 9(12.68%) 761.61 (2053.25)
mg/m2 BID (N=71)
Placebo (N=74) 6(8.11%)  307.86 (660.80)
Cycle 12, Day 28 Selumetinib 25 5(7.04%) -21.68 (50.65) -26.30(16.51) (-66.71,14.11)  -21.89 0.396 0.455
mg/m2 BID (N=71) (-80.56, 36.77)
Placebo (N=74) 5(6.76%) -3.36 (14.82) -4.41 (17.07) (-46.18,37.36)
Over Selumetinib 25 9(12.68%) -94.69 (278.66) -59.92 (7.85) (-75.97,-43.86) -24.07 0.037 -1.02 0.606
Randomized mg/m2 BID (N=71) (-46.57,-1.57) (-2.23,0.20)
Period
Placebo (N=74) 6 (8.11%) -17.01 (48.57) -35.84 (8.18) (-52.56,-19.12)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference

LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as
fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.

N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.

Program: t_pn_continuous_subgroup.sas Executed: 30SEP2025 10:52:17
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Dossier zur NutzenbewertuiigAnhang 4G3 Stand: 04.02.2026
StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase III Page 2 of 4
PSC_U Data Cut-Off 2024-08-05

Table 7.8.1.5 Change from Baseline in Target PN Volume (mL) by Geographical Region (Full Analysis Set)

Geographical Region: Europe

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges' g)
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e]

Baseline Selumetinib 25 27 (38.03%)  456.99 (1094.74)

mg/m2 BID (N=71)

Placebo (N=74) 27 (36.49%)  534.21 (861.21)
Cycle 12, Day 28 Selumetinib 25 19 (26.76%) -38.86 (161.00)  -51.76 (30.87) (-114.65,11.13) -81.86 0.057

mg/m2 BID (N=71) (-166.26, 2.54)

Placebo (N=74) 17 (22.97%) 15.73 (118.45) 30.10 (30.26) (-31.53,91.73)
Over Selumetinib 25 25 (35.21%) -19.93 (139.15)  -19.01 (16.44) (-51.55,13.53) -40.34 0.059
Randomized mg/m2 BID (N=71) (-82.20, 1.51)
Period

Placebo (N=74) 26 (35.14%) 11.91 (106.63) 21.33 (15.87) (-10.08, 52.74)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference

LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as
fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.

N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.
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Dossier zur NutzenbewertuiigAnhang 4G3

Stand: 04.02.2026

StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase 11T

PSC_U Data Cut-Off 2024-08-05

Table 7.8.1.5 Change from Baseline in Target PN Volume (mL) by Geographical Region (Full Analysis Set)
Geographical Region: Asia

Page 3 of 4

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges' g)
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e]

Baseline Selumetinib 25 18 (25.35%)  525.83 (1451.26)

mg/m2 BID (N=71)

Placebo (N=74) 21(28.38%)  549.80 (722.09)
Cycle 12, Day 28 Selumetinib 25 16 (22.54%)  -114.16 (293.77) -104.23 (25.32) (-155.95,-52.52) -94.58 0.006 -0.92

mg/m2 BID (N=71) (-159.39, -29.76) (-1.64 ,-0.19)

Placebo (N=74) 19 (25.68%) 0.94 (42.19) -9.65 (23.11) (-56.86, 37.55)
Over Selumetinib 25 17 (23.94%) -74.34 (215.43)  -69.95 (16.49) (-102.68,-37.22) -77.95 <0.001 -1.13
Randomized mg/m2 BID (N=71) (-118.83,-37.07) (-1.86 ,-0.41)
Period

Placebo (N=74) 20 (27.03%) 9.33 (82.78) 8.00 (14.94) (-21.66, 37.67)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference
LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as

fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.
N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.
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Dossier zur NutzenbewertuiigAnhang 4G3

Stand: 04.02.2026

StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase 11T

PSC_U Data Cut-Off 2024-08-05

Table 7.8.1.5 Change from Baseline in Target PN Volume (mL) by Geographical Region (Full Analysis Set)
Geographical Region: Rest of the world

Page 4 of 4

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges' g)
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e]

Baseline Selumetinib 25 17 (23.94%)  322.73(511.92)

mg/m2 BID (N=71)

Placebo (N=74) 20(27.03%)  605.42 (1266.07)
Cycle 12, Day 28 Selumetinib 25 11 (15.49%) -5.52 (15.84) -2.45(5.29) (-13.55, 8.66) -9.80 0.131

mg/m2 BID (N=71) (-22.82,3.22)

Placebo (N=74) 12 (16.22%) 2.13(13.92) 7.35(5.11) (-3.39, 18.09)
Over Selumetinib 25 14 (19.72%) -17.60 (45.91) -19.89 (12.75) (-45.28, 5.50) -32.31 0.017 -0.65
Randomized mg/m2 BID (N=71) (-58.72, -5.90) (-1.38,0.09)

Period

Placebo (N=74) 19 (25.68%)  12.99 (64.88) 12.42 (11.33) (-10.14, 34.98)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference
LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as

fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.
N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.
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Dossier zur NutzenbewertuiigAnhang 4G3 Stand: 04.02.2026
StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase IIT Page 1 of 4
PSC_U Data Cut-Oft 2024-08-05

Table 7.8.1.6 Change from Baseline in Target PN Volume (mL) by Target PN Location (Full Analysis Set)

Target PN Location: Extremity

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges'g) Interaction
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e] p-value [f]
Baseline Selumetinib 25 13 (18.31%) 393.80 (830.95)
mg/m2 BID (N=71)
Placebo (N=74) 18 (24.32%) 890.51 (1355.95)
Cycle 12, Day 28 Selumetinib 25 10 (14.08%) -48.99 (201.43) 83.29 (94.05) (-121.62,288.21) -44.92 0.545 0.132
mg/m2 BID (N=71) (-202.22,112.39)
Placebo (N=74) 9(12.16%)  55.67 (109.98) 128.21 (69.55) (-23.33,279.75)
Over Selumetinib 25 11(15.49%) -40.92(150.17)  -24.87(40.92) (-106.72,56.98) -71.94 0.043 -0.53 0.050
Randomized mg/m2 BID (N=71) (-141.38,-2.49) (-1.34,0.28)
Period
Placebo (N=74) 17 (22.97%)  29.78 (130.15) 47.07 (31.76) (-16.47,110.61)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference

LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as
fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.

N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.

Subject with target PN location 'Other" is excluded.
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Dossier zur NutzenbewertuiigAnhang 4G3

Stand: 04.02.2026

StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase 11T

PSC_U Data Cut-Off 2024-08-05

Table 7.8.1.6 Change from Baseline in Target PN Volume (mL) by Target PN Location (Full Analysis Set)
Target PN Location: Head/Neck

Page 2 of 4

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges' g)
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e]

Baseline Selumetinib 25 12 (16.90%)  255.95(526.11)

mg/m2 BID (N=71)

Placebo (N=74) 12 (16.22%)  325.80 (362.53)
Cycle 12, Day 28 Selumetinib 25 9 (12.68%) -7.04 (14.04) -18.47 (11.98) (-44.36, 7.41) -12.64 0.411

mg/m2 BID (N=71) (-44.79, 19.50)

Placebo (N=74) 11 (14.86%) -5.36 (37.08) -5.83(9.98) (-27.39,15.73)
Over Selumetinib 25 12 (16.90%) -22.35(47.58) -40.58 (10.85) (-62.34,-18.82) -48.37 <0.001 -1.36
Randomized mg/m2 BID (N=71) (-74.40, -22.35) (-2.31.,-0.41)
Period

Placebo (N=74) 12 (16.22%) 13.76 (57.14) 7.79 (8.89) (-10.03,25.62)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference
LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as

fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.
N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.

Subject with target PN location 'Other’ is excluded.
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Dossier zur NutzenbewertuiigAnhang 4G3

Stand: 04.02.2026

StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase 11T

PSC_U Data Cut-Off 2024-08-05

Table 7.8.1.6 Change from Baseline in Target PN Volume (mL) by Target PN Location (Full Analysis Set)
Target PN Location: Trunk/Extremity

Page 3 of 4

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges' g)
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e]
Baseline Selumetinib 25 16 (22.54%) 1311.29
mg/m2 BID (N=71) (2283.34)
Placebo (N=74) 11 (14.86%)  781.94 (902.99)
Cycle 12, Day 28 Selumetinib 25 12 (16.90%)  -136.20 (339.55) -141.87 (40.69) (-229.15,-54.59) -155.26 0.011 -1.02
mg/m2 BID (N=71) (-269.45, -41.06) (-2.01 .,-0.04)
Placebo (N=74) 9 (12.16%) 21.42 (46.93) 13.39 (50.61) (-95.15, 121.93)
Over Selumetinib 25 15(21.13%)  -107.75 (320.27) -86.19 (35.30) (-156.88,-15.50) -88.82 0.074
Randomized mg/m2 BID (N=71) (-186.47, 8.83)

Period

Placebo (N=74) 11(14.86%)  30.25(111.21) 2.63 (45.82) (-89.12,94.37)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference
LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as

fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.
N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.

Subject with target PN location 'Other’ is excluded.
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Dossier zur NutzenbewertuiigAnhang 4G3

Stand: 04.02.2026

StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase 11T

PSC_U Data Cut-Off 2024-08-05

Table 7.8.1.6 Change from Baseline in Target PN Volume (mL) by Target PN Location (Full Analysis Set)
Target PN Location: Trunk

Page 4 of 4

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges' g)
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e]

Baseline Selumetinib 25 30 (42.25%) 165.77 (250.37)

mg/m2 BID (N=71)

Placebo (N=74) 32(43.24%)  304.04 (706.53)
Cycle 12, Day 28 Selumetinib 25 20 (28.17%) -27.32(78.41) -41.08 (11.51) (-64.43,-17.73) -27.28 0.068

mg/m2 BID (N=71) (-56.65, 2.10)

Placebo (N=74) 23 (31.08%) -13.64 (66.88) -13.80 (10.88) (-35.87,8.27)
Over Selumetinib 25 27 (38.03%) -18.17 (61.24) -26.32 (5.03) (-36.27,-16.36) -17.30 0.006 -0.65
Randomized mg/m2 BID (N=71) (-29.54, -5.06) (-1.19 ,-0.10)
Period

Placebo (N=74) 30 (40.54%) -7.29 (42.45) -9.02 (4.84) (-18.58,0.54)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference
LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as

fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.
N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.

Subject with target PN location 'Other’ is excluded.
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StudieKOMET 2. Datenschnitt vom® August2024i weitere Auswertungen

Study Code: D134BC00001 Phase IIT Page 1 of3
PSC_U Data Cut-Oft 2024-08-05

Table 7.8.1.7 Change from Baseline in Target PN Volume (mL) by Baseline Target PN Volume (Full Analysis Set)

Baseline Target PN Volume: 0 - < 54

Comparison of Treatment Groups

Difference in

LS Mean LS Means SMD (Hedges'g) Interaction
Visit Treatment Group n (%) Mean (SD) Change (SE) [a]  (95% CI) [b] (95% CI) [c] p-value [d] (95% CI) [e] p-value [f]
Baseline Selumetinib 25 29 (40.85%)  22.55(16.26)
mg/m2 BID (N=71)
Placebo (N=74) 19 (25.68%)  28.32 (12.71)
Cycle 12, Day 28 Selumetinib 25 21 (29.58%) -2.04 (4.65) -2.87(1.45) (-5.85,0.10) -1.84 0.331 0.000
mg/m2 BID (N=71) (-5.65, 1.97)
Placebo (N=74) 13 (17.57%) 0.23 (5.64) -1.03 (1.73) (-4.58,2.51)
Over Selumetinib 25 27 (38.03%) -1.85 (3.60) -2.49 (0.60) (-3.67,-1.31) -2.32 0.003 -0.74 0.000
Randomized mg/m2 BID (N=71) (-3.80, -0.83) (-1.39 ,-0.10)
Period
Placebo (N=74) 17 (22.97%) 0.80 (4.11) -0.17 (0.73) (-1.61,1.27)

LS = Least Squares; CI = Confidence Interval; SMD = Standardized Mean Difference

LS Mean Change and Between-Group Differences were estimated using a linear fixed-effects model with Kenward-Roger degrees of freedom.

For individual visits, the model included baseline target PN volume, treatment group, PAINS-pNF chronic target PN pain intensity group (<3, >=3), and geographical region as
fixed effects. For the overall randomized period, the model additionally included visit, baseline target PN volume*visit, and treatment group*visit interactions.

[a] LS Mean Change is the model-estimated mean change from baseline within each treatment group.

[b] 95% CI for LS Mean Change.

[c] Difference in LS Mean is the model-estimated between-group contrast.

[d] p-value is derived from Difference in LS Means using above model.

[e] SMD is calculated using Hedges' g method with bias correction when p-value is < 0.05.

[f] p-value for interaction between treatment and subgroup factors using above model including interaction for treatment and subgroup.

N = Number of subjects in treatment group from full analysis set; n = Number of subjects with result available.

Program: t_pn_continuous_subgroup.sas Executed: 30SEP2025 10:52:20
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