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Gesamtiiberleben

Gesamtiiberleben — Hauptanalyse

Daiichi Sankyo Page 1 of 1
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.3.1 Overall survival (OS) - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC
Number of subjects with events, n (%) 14 (22.2) 21(38.2)
Number of subjects censored, n (%) 49 (77.8) 34 (61.8)
Still in survival follow-up [a], n (%) 48 (76.2) 34 (61.8)
Terminated prior to death [b], n (%) 1(1.6) 0
Lost to follow-up, n (%) 0 0
Withdrawn consent, n (%) 1(1.6) 0
Median time to first event (months) [c] NE 14.3
95% Confidence Interval (NE, NE) (11.1, NE)

Cox proportional hazards model [d]

Hazard Ratio 0.56
95% Confidence Interval (0.29, 1.11)
0.0923

Stratified log-rank p-value [e]

N: number of subjects in analysis set; %: Denominator is number of subjects in analysis set;

NE: not estimable

[a] Includes subjects known to be alive at data cut-off date.

[b] Includes subjects with unknown survival status or subjects lost to follow-up.

[c] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[d] Hazard ratio is from stratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test.
[e] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

Data source: ADAM.ADTTE(IA1)
Run date: 06MAY2025 - 11:12; Program name: t_2_3_1.sas; Output name: DE.T_OS_mFASA_IA1.rtf
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Gesamtiiberleben — Hauptanalyse — Kaplan-Meier-Kurven

Daiichi Sankyo Page 1 of 1

Data Intelligence — Evidence Generation Final

D9268C00001 — TROPION-BREAST(1 (DCO 17July2023)
Statistical analyses for AMNOG (HTA Germany)

Figure 2.3.1 Overall survival - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proporlional hazards model, stratified by the randomization stratification facters and

two-sided p-value is from a siralified log-rank test using the same randamization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

Cl: confidence interval. NE: not estimable

Data source: ADAM ADTTE
Run date: 08AUG2024 - 16:20; Program name; F_2_3_1.sas; Qutput name: DE.F_OS_mFASA rif
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Gesamtiiberleben — Subgruppenanalysen

Daiichi Sankyo Page 1 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Geographic region 0.4111
Region 1 [US, Canada, 33 7(21.2) 26 (78.8) NE 28 13 (46.4) 15 (53.6) 11.8 0.44 0.0695
Europe] (NE, NE) (8.8, NE) (0.17, 1.10)
Region 2 [Rest of World] 30 7(23.3) 23 (76.7) NE 27 8 (29.6) 19 (70.4) 13.8 0.77 0.6194
(12.7, NE) (13.8, NE) (0.28,2.14)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Daiichi Sankyo Page 2 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% Cl) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of CDK4/6 0.4373
inhibitor
Yes 52 11(21.2) 41 (78.8) NE 45 18 (40.0) 27 (60.0) 13.8 0.50 0.0624
(NE, NE) (11.1, NE) (0.23, 1.05)
No 11 3(27.3) 8 (72.7) NE 10 3(30.0) 7 (70.0) NE 0.92 0.9222
(4.4, NE) (4.5, NE) (0.19, 4.59)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo Page 3 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of taxanes -
and/or anthracyclines*
Taxanes alone 19 4 (21.1) 15 (78.9) - 13 5 (38.5) 8 (61.5) - - -
Anthracyclines alone 1 0 1(100) - 3 2 (66.7) 1(33.3) - - -
Both taxanes and 32 9(28.1) 23 (71.9) - 30 12 (40.0) 18 (60.0) - - -
anthracyclines
Neither taxanes nor 11 1(9.1) 10 (90.9) - 9 2(22.2) 7(77.8) - - -

anthracyclines

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.
[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Daiichi Sankyo Page 4 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% Cl) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Age at randomization 0.8548
<65 years 52 13 (25.0) 39 (75.0) NE 41 18 (43.9) 23 (56.1) 11.8 0.53 0.0774
(12.7, NE) (9.8, NE) (0.26, 1.08)
265 years 11 1(9.1) 10 (90.9) NE 14 3(21.4) 11 (78.6) NE 0.41 0.4308
(NE, NE) (8.6, NE) (0.04, 3.98)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Daiichi Sankyo Page 5 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race Asian 0.4844
Asian 21 6 (28.6) 15(71.4) NE 21 7 (33.3) 14 (66.7) 13.8 0.85 0.7780
(9.2, NE) (11.1, NE) (0.29, 2.55)
Non-Asian 32 7(21.9) 25 (78.1) NE 26 11 (42.3) 15 (57.7) 14.3 0.50 0.1419
(NE, NE) (8.6, NE) (0.19, 1.29)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Daiichi Sankyo Page 6 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Pre-selected choice of 0.1774
chemotherapy
Capecitabine 21 4 (19.0) 17 (81.0) NE 9 1(11.1) 8 (88.9) NE 1.65 0.6522
(NE, NE) (4.7, NE) (0.18, 14.74)
Eribulin mesylate 31 9(29.0) 22 (71.0) NE 41 17 (41.5) 24 (58.5) 13.8 0.71 0.3983
(9.9, NE) (11.1, NE) (0.31, 1.59)
Vinorelbine 11 1(9.1) 10 (90.9) NE 5 3 (60.0) 2 (40.0) 9.8 0.11 0.0236
(NE, NE) (3.5, NE) (0.01, 1.10)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Daiichi Sankyo Page 7 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Brain metastases 0.6610
Yes [5} 2(33.3) 4 (66.7) NE 6 2(33.3) 4 (66.7) NE 0.90 0.9193
(4.9, NE) (4.8, NE) (0.13,6.43)
No 57 12 (21.1) 45 (78.9) NE 49 19 (38.8) 30 (61.2) 14.3 0.53 0.0839
(NE, NE) (11.1, NE) (0.26, 1.10)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Sex* -
Male 1 0 1(100) - 1 0 1 (100) - - -
Female 62 14 (22.6) 48 (77.4) - 54 21(38.9) 33 (61.1) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race* -
White 31 6(19.4) 25 (80.6) - 24 11 (45.8) 13 (54.2) - - -
Asian 21 6 (28.6) 15(71.4) - 21 7 (33.3) 14 (66.7) - - -
Other* 1 1(100) 0 - 2 0 2 (100) - - -

* No summary displayed due to subgroup having less than 10 subjects

* 'Black/African American' is included in this category.

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Daiichi Sankyo

Page 10 of 13

Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
ECOG PS at baseline 0.2974
0 35 8(22.9) 27 (77.1) NE 33 11(33.3) 22 (66.7) 143 0.75 0.5316
(12.7, NE) (11.1, NE) (0.30, 1.87)
21 28 6(21.4) 22 (78.6) NE 22 10 (45.5) 12 (54.5) 13.8 0.37 0.0502
(NE, NE) (6.7, NE) (0.13, 1.04)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% Cl) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of -
endocrine therapy in the
metastatic breast cancer
setting”
<6 months 3 0 3 (100) - 6 2(33.3) 4 (66.7) - - -
26 months 49 9(18.4) 40 (81.6) - 42 16 (38.1) 26 (61.9) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of 0.8128
breast cancer CDK4/6
inhibitor
<12 months 22 4 (18.2) 18 (81.8) NE 19 6 (31.6) 13 (68.4) 13.8 0.61 0.4382
(9.9, NE) (11.8, NE) (0.17,2.17)
>12 months 29 7 (24.1) 22 (75.9) NE 27 12 (44.4) 15 (55.6) 14.3 0.48 0.1137
(12.7, NE) (7.8, NE) (0.19, 1.22)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.3.2 Overall survival (OS) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Early relapse* -
Yes 4 2 (50.0) 2 (50.0) - 0 0 0 - - -
No 59 12 (20.3) 47 (79.7) - 55 21(38.2) 34 (61.8) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_OS_SUB_mFASA_IA1.rtf
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Gesamtiiberleben — Subgruppenanalysen — Kaplan-Meier-Kurven
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D9268C00001 — TROPION-BREASTO01(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Figure 2.3.2 Overall survival by subgroup - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A

No data to be reported

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified
log-rank test
NE: not estimable , Cl: confidence interval. PRO: Patient Reported Outcome; ICC: Investigator's Choice of Chemotherapy.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: f_2_11_2.sas; Output name: DE.F_OS_SUB_mFASA_IA1.rtf
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Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Progressionsfreies Uberleben
Progressionsfieies Uberleben (BICR)

Progressionsfieies Uberleben (BICR) — Hauptanalyse

Daiichi Sankyo Page 1 of 1
Data Intelligence — Evidence Generation Final
D9268C00001 - TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.4.1 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd Icc
(N=63) (N=55) Dato-DXd vs ICC

Mumber of subjects with events [a], n (%) 37 (58.7) 36 (65.9)
Number of subjects censored, n (%) 26 (41.3) 19 (34.5)

Censored RECIST progression [b], n (%) o 0

Censored death [c], n (%) 0 2(3.6)

Progression-free at time of analysis, n (%) 26 (41.3) 17 (30.9)

Lost to follow-up, n (%) a 0

Withdrawn consent, n (%) i} 0
Median time to first event (months) [d] 76 4.5

95% Confidence Interval (4.4,9.7) (4.0 ,6.0)
Cox propertional hazards model [e]

Hazard Ratio 0.81

95% Confidence Interval (0.38, 0.98)
Stratified log-rank p-value [f 0.0395

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set;

NE: not estimable, RECIST: Response Evaluation Criteria in Selid Tumors

[a] Patients who have not progressed or died are censored at the latest evaluable RECIST assessment. Patients who have progressed or died after twe or more consecutive missed visits
are censored at the latest evaluable RECIST assessment before the two missed visits. If there are no evaluable visits or no baseline assessment (unless the patient died within two visits
of baseline), patients are censored at Day 1 (randomization).

[b] RECIST progression evenl accurred after two or more missed visits,

[c] Death occurred after two or more missed visits in the absence of RECIST progression,

[d] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[2] Hazard ratio is from stratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test.

[f] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

Data source: ADAM.ADTTE(IAT)
Run date: 30APR2025 - 8:43; Program name: {_2_3_1.sas; Output name: DE. T_PFSBICR_mFASA_IA1 rf
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Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Progressionsfieies Uberleben (BICR) — Hauptanalyse — Kaplan-Meier-Kurven

Daiichi Sankyo Page 1 of 1
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREAST01(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Figure 2.4.1 Progression Free Survival per Blinded Independent Central Review - Kaplan-Meier plot - DCO 17-Jul-2023 -
Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors.
NE: not estimable , Cl: confidence interval; ICC: Investigator's Choice of Chemotherapy.

Data source: ADAM ADTTE(IA1)
Run date: 28APR2025 - 13:30, Program name: F_2_3_1.sas, Output name: DE.F_PFSBICR_mFASA_IA1.rtf
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Progressionsfieies Uberleben (BICR) — Priifung der Kriterien der Anhebungsregel

Daiichi Sankyo Page 1 of 1
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO01(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.4.6 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) - Time-to-event analysis - increased significance level - DCO 17-Jul-2023 - Modified Full
Analysis Set A

Stopped at step 1

N: number of subjects in analysis set; %: Denominator is number of subjects in analysis set; NE: not estimable; ICC: Investigator's Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from stratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test.
[c] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

Data source: ADAM.ADTTE(IA1)
Run date: 28APR2025 - 14:38; Program name: t_4_52_6.sas; Output name: DE.T_PFSBICR_INC_mFASA_AddIA1.rtf
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Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo Page 1 of 1
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.4.4 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) - Time-to-event analysis - DCO 17-Jul-2023 - mFASA vs non-mFASA

Dato-DXd ICC
(N=332) (N=334) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio  Unstratified
with censored (95% CI) with censored (95% CI) (95% Cl) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
mFASA vs non-mFASA 0.8053
mFASA 63 37 (58.7) 26 (41.3) 76 55 36 (65.5) 19 (34.5) 45 0.62 0.0427
(4.4,9.7) (4.0,6.0) (0.39, 0.99)
non-mFASA 269 157 (58.4) 112 (41.6) 6.8 279 178 (63.8) 101 (36.2) 53 0.65 0.0001
(56,74 (42,56 (0.53, 0.81)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigators
Choice of Chemotherapy

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

The non-mFASA consists of all patients in mFAS not included into mFASA

Data source: ADAM.ADTTE(IA1)
Run date: 28APR2025 - 14:38; Program name: t_4_52_4.sas; Output name: DE.T_PFSBICR_SUB_mFASA_AddIA1 .rtf
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Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Progressionsfieies Uberleben (BICR) — Subgruppenanalysen

Daiichi Sankyo

Data Intelligence — Evidence Generation

D9268C00001 — TROPION-BREAST01(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)

Page 1 of 13
Final

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% CI) with censored (95% CI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Geographic region 0.7903
Region 1 [US, Canada, 33 19 (57.6) 14 (42.4) 9.4 28 19 (67.9) 9(32.1) 4.4 0.58 0.0959
Europe] (4.0, 13.1) (4.0,6.2) (0.30, 1.11)
Region 2 [Rest of World] 30 18 (60.0) 12 (40.0) 7.1 27 17 (63.0) 10 (37.0) 55 0.69 0.2875
(3.0, NE) (2.8,8.1) (0.35, 1.36)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigators
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rif
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Daiichi Sankyo Page 2 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of CDK4/6 0.8546
inhibitor
Yes 52 31 (59.6) 21(40.4) 7.6 45 31 (68.9) 14 (31.1) 4.5 0.61 0.0519
(4.2,9.7) (4.0, 6.0) (0.37, 1.01)
No 11 6 (54.5) 5 (45.5) 8.1 10 5 (50.0) 5 (50.0) 55 0.74 0.6264
(2.8, NE) (1.3, NE) (0.22, 2.46)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Daiichi Sankyo Page 3 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of taxanes -
and/or anthracyclines*
Taxanes alone 19 9 (47.4) 10 (52.6) - 13 7 (563.8) 6 (46.2) - - -
Anthracyclines alone 1 1(100) 0 - 3 3 (100) 0 - - -
Both taxanes and 32 21 (65.6) 11(34.4) - 30 20 (66.7) 10 (33.3) - - -
anthracyclines
Neither taxanes nor 11 6 (54.5) 5 (45.5) - 9 6 (66.7) 3(33.3) - - -

anthracyclines

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Daiichi Sankyo Page 4 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Age at randomization 0.1537
<65 years 52 33 (63.5) 19 (36.5) 6.9 41 27 (65.9) 14 (34.1) 4.4 0.74 0.2415
(3.8,9.5) (3.9, 6.0) (0.44, 1.23)
265 years 11 4 (36.4) 7 (63.6) NE 14 9 (64.3) 5(35.7) 5.5 0.19 0.0051
(7.6, NE) (2.8, 8.2) (0.05, 0.66)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Daiichi Sankyo

Data Intelligence — Evidence Generation

D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)

Page 5 of 13

Final

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race Asian 0.9453
Asian 21 14 (66.7) 7 (33.3) 6.9 21 13 (61.9) 8(38.1) 4.5 0.74 0.4373
(2.7, 8.3) (1.3, 8.2) (0.34, 1.59)
Non-Asian 32 19 (59.4) 13 (40.6) 7.2 26 18 (69.2) 8(30.8) 5.5 0.68 0.2395
(3.9, NE) (4.0, 6.2) (0.35, 1.30)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Pre-selected choice of 0.7914
chemotherapy
Capecitabine 21 10 (47.6) 11(52.4) 9.4 9 3(33.3) 6 (66.7) 8.1 0.96 0.9569
(6.9, NE) (1.2, NE) (0.26, 3.49)
Eribulin mesylate 31 19 (61.3) 12 (38.7) 54 41 30(73.2) 11 (26.8) 4.4 0.62 0.1148
(3.7, NE) (4.0, 5.5) (0.34, 1.13)
Vinorelbine 11 8(72.7) 3(27.3) 71 5 3 (60.0) 2 (40.0) 55 0.58 0.4543
(1.3, NE) (3.5, NE) (0.13, 2.49)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Brain metastases 0.8097
Yes 6 4 (66.7) 2 (33.3) 3.5 6 5(83.3) 1(16.7) 54 0.90 0.8773
(1.2, NE) (1.2, NE) (0.24,3.42)
No 57 33 (57.9) 24 (42.1) 8.1 49 31(63.3) 18 (36.7) 4.4 0.61 0.0516
(5.4,9.7) (4.0, 6.2) (0.37, 1.01)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Sex* -
Male 1 0 1 (100) - 1 1 (100) 0 - - -
Female 62 37 (59.7) 25 (40.3) - 54 35 (64.8) 19 (35.2) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race* -
White 31 18 (58.1) 13 (41.9) - 24 16 (66.7) 8(33.3) - - -
Asian 21 14 (66.7) 7 (33.3) - 21 13 (61.9) 8(38.1) - - -
Other* 1 1(100) 0 - 2 2 (100) 0 - - -

* No summary displayed due to subgroup having less than 10 subjects

* 'Black/African American' is included in this category.

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Final

Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% Cl) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
ECOG PS at baseline 0.1095
0 35 21 (60.0) 14 (40.0) 7.2 33 19 (57.6) 14 (42.4) 55 0.84 0.5804
(4.2,13.1) (4.0, 8.2) (0.45, 1.56)
21 28 16 (57.1) 12 (42.9) 8.3 22 17 (77.3) 5(22.7) 4.4 0.38 0.0110
(3.0, NE) (2.8, 5.5) (0.18, 0.82)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of -
endocrine therapy in the
metastatic breast cancer
setting”
<6 months 3 2 (66.7) 1(33.3) - 6 3(50.0) 3 (50.0) - - -
26 months 49 27 (55.1) 22 (44.9) - 42 28 (66.7) 14 (33.3) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of 0.2852
breast cancer CDK4/6
inhibitor
<12 months 22 16 (72.7) 6 (27.3) 4.2 19 13 (68.4) 6 (31.6) 55 0.84 0.6409
(2.8,9.4) (2.8,7.5) (0.40, 1.76)
>12 months 29 15 (51.7) 14 (48.3) 8.1 27 18 (66.7) 9(33.3) 4.4 0.51 0.0557
(5.5, NE) (3.5,6.2) (0.26, 1.03)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Table 2.4.2 Progression Free Survival (PFS) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Early relapse* -
Yes 4 3(75.0) 1(25.0) - 0 0 0 - - -
No 59 34 (57.6) 25 (42.4) - 55 36 (65.5) 19 (34.5) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFSBICR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Figure 2.4.2 Progression Free Survival per Blinded Independent Central Review by subgroup - Kaplan-Meier plot - DCO
17-Jul-2023 - Modified Full Analysis Set A

No data to be reported

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified
log-rank test
NE: not estimable , Cl: confidence interval. PRO: Patient Reported Outcome; ICC: Investigator's Choice of Chemotherapy.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: f_2_11_2.sas; Output name: DE.F_PFSBICR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.5.1 Progression Free Survival (PFS) per Investigator - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd Icc
{N=63) {N=55) Dato-D¥d vs ICC

Number of subjects with events, n (%) 45 (71.4) 44 (80.0)
MNumber of subjects censored, n (%) 18 (28.8) 11 (20.0)
Median time to first event (months) [a] 6.2 55

95% Confidence Interval (4.2,94) (3.0, 6.7)
Cox propertional hazards model [b]

Hazard Ratio 0.74

95% Confidence Interval (0.49, 1.13)
Stratified log-rank p-value [e] 0.1632

N: number of subjects in analysis set; %: Denominator is number of subjects in analysis set; NE: not estimable; ICC: Investigator's Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley methad.

[b] Hazard ratio is from stratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test.
[c] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

Data source: ADAMADTTE
Run date: 0BAUG2024 - 16:21; Program name: T_2_3_1.sas; Oufput name: DE. T_PFSINV_mFASA, rtf
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Progressionsfieies Uberleben (Priifiirzt*in) — Hauptanalyse — Kaplan-Meier-Kurven
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Statistical analyses for AMNOG (HTA Germany)

Figure 2.5.1 Progression Free Survival per Investigator - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set
A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and

two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

Cl: confidence interval. NE: not estimable

Data source: ADAM.ADTTE
Run date: 08AUG2024 - 16:21, Program name: F_2_3_1.sas;, Output name: DE.F_PFSINV_mFASA.rf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.6.1 PFS2 - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd Icc
{N=63) (N=55) Dato-D¥d vs ICC

Number of subjects with events, n (%) 18 (30.2) 25 [45.5)
Mumber of subjects censored, n (%) 44 (69.8) 30 (54.5)
Median fime to first event (months) [a] NE 8.5

95% Confidence Interval (3.9, NE) (7.2, NE)
Cox proportional hazards model [b]

Hazard Ratio 0.48

95% Confidence Interval (0.26, 0.89)
Stratified log-rank p-value [c] 0.0171

N: number of subjects in analysis set; %: Denominator is number of subjects in analysis set; NE: not estimable; ICC: Investigator's Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from stratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test.
[c] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

Data source: ADAMADTTE
Run date: 0BAUG2024 - 16:21; Program name: T_2_3_1.sas; Quiput name: DE.T_PFS2_mFASA. rf

Datopotamab deruxtecan (Datroway®)

Seite 41 von 1953



Dossier zur Nutzenbewertung — Modul 4 A Stand: 23.05.2025
Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023
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Statistical analyses for AMMOG (HTA Germany)

Figure 2.6.1 PFS2 - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification facters and

two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. 1CC: Invesligator's
Choice of Chemotherapy.

Cl: confidence interval. NE: not estimable

Data source: ADAMADTTE
Run date: 08AUG2024 - 16:21; Program name: F_2_3_1.sas; Output name, DE.F_PFS2_mFASA, rf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of
subjects Median subjects subjects Median Hazard Ratio Unstratified
censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
(%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Geographic region 0.9472
Region 1 [US, Canada, 22 (66.7) NE 28 14 (50.0) 14 (50.0) 8.5 0.47 0.0577
Europe] (9.9, NE) (6.5, NE) (0.21, 1.04)
Region 2 [Rest of World] 22 (73.3) NE 27 11 (40.7) 16 (59.3) 8.6 0.54 0.1815
(7.6, NE) (6.9, NE) (0.22, 1.35)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.
[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of CDK4/6 0.8191
inhibitor
Yes 52 15 (28.8) 37 (71.2) NE 45 21 (46.7) 24 (53.3) 8.6 0.48 0.0266
(9.9, NE) (7.2, NE) (0.25, 0.93)
No 11 4 (36.4) 7 (63.8) NE 10 4 (40.0) 6 (60.0) 7.8 0.70 0.6082
(4.4, NE) (2.8, NE) (0.17,2.79)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf

Datopotamab deruxtecan (Datroway®)

Seite 44 von 1953



Dossier zur Nutzenbewertung — Modul 4 A Stand: 23.05.2025

Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo Page 3 of 13
Data Intelligence — Evidence Generation Final

D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)

Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% Cl) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of taxanes -
and/or anthracyclines*
Taxanes alone 19 5(26.3) 14 (73.7) - 13 5 (38.5) 8 (61.5) - - -
Anthracyclines alone 1 0 1(100) - 3 1(33.3) 2 (66.7) - - -
Both taxanes and 32 10 (31.3) 22 (68.8) - 30 16 (53.3) 14 (46.7) - - -
anthracyclines
Neither taxanes nor 11 4 (36.4) 7 (63.6) - 9 3(33.3) 6 (66.7) - - -

anthracyclines

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Age at randomization 0.7522
<65 years 52 17 (32.7) 35 (67.3) NE 41 20 (48.8) 21(51.2) 7.8 0.48 0.0249
(9.9, NE) (6.5, 9.8) (0.25, 0.93)
265 years 11 2(18.2) 9 (81.8) NE 14 5 (35.7) 9 (64.3) NE 0.39 0.2451
(7.8, NE) (7.8, NE) (0.08, 2.02)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race Asian 0.9131
Asian 21 7 (33.3) 14 (66.7) NE 21 8 (38.1) 13 (61.9) 7.7 0.64 0.3818
(7.1, NE) (3.9, NE) (0.23, 1.76)
Non-Asian 32 11 (34.4) 21 (65.6) NE 26 12 (46.2) 14 (53.8) 8.5 0.65 0.2935
(7.2, NE) (7.8, NE) (0.28, 1.47)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as

categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
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Statistical analyses for AMNOG (HTA Germany)

Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Pre-selected choice of 0.3513
chemotherapy
Capecitabine 21 6 (28.6) 15 (71.4) NE 9 1(11.1) 8 (88.9) NE 1.66 0.6341
(7.6, NE) (4.7, NE) (0.20, 13.83)
Eribulin mesylate 31 10 (32.3) 21 (67.7) NE 41 20 (48.8) 21(51.2) 7.8 0.57 0.1453
(9.9, NE) (6.7, NE) (0.27, 1.22)
Vinorelbine 11 3(27.3) 8 (72.7) NE 5 4 (80.0) 1(20.0) 8.5 0.27 0.0676
(5.5, NE) (3.3, NE) (0.06, 1.21)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Brain metastases 0.7253
Yes 6 3 (50.0) 3 (50.0) 7.2 6 3 (50.0) 3 (50.0) 7.2 0.74 0.7142
(4.9, NE) (2.6, NE) (0.15, 3.70)
No 57 16 (28.1) 41(71.9) NE 49 22 (44.9) 27 (55.1) 8.6 0.48 0.0240
(10.4, NE) (7.7, NE) (0.25, 0.92)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Sex* -
Male 1 0 1 (100) - 1 0 1(100) - - -
Female 62 19 (30.6) 43 (69.4) - 54 25 (46.3) 29 (53.7) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race* -
White 31 10 (32.3) 21 (67.7) - 24 12 (50.0) 12 (50.0) - - -
Asian 21 7 (33.3) 14 (66.7) - 21 8 (38.1) 13 (61.9) - - -
Other* 1 1(100) 0 - 2 0 2 (100) - - -

* No summary displayed due to subgroup having less than 10 subjects

* 'Black/African American' is included in this category.

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
ECOG PS at baseline 0.0174
0 35 12 (34.3) 23 (65.7) NE 33 10 (30.3) 23 (69.7) NE 1.00 0.9973
(7.6, NE) (8.2, NE) (0.43,2.32)
21 28 7 (25.0) 21 (75.0) NE 22 15 (68.2) 7(31.8) 7.2 0.19 0.0003
(9.9, NE) (3.9,9.2) (0.07,0.51)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
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Statistical analyses for AMNOG (HTA Germany)
Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of -
endocrine therapy in the
metastatic breast cancer
setting®
<6 months 3 0 3 (100) - 6 4 (66.7) 2(33.3) - - -
26 months 49 13 (26.5) 36 (73.5) - 42 19 (45.2) 23 (54.8) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of 0.1585
breast cancer CDK4/6
inhibitor
<12 months 22 3(13.6) 19 (86.4) NE 19 9 (47.4) 10 (52.6) 8.6 0.23 0.0157
(9.9, NE) (6.5, NE) (0.06, 0.85)
>12 months 29 12 (41.4) 17 (58.6) NE 27 12 (44.4) 15 (55.6) 8.5 0.69 0.3535
(7.1, NE) (5.4, NE) (0.31, 1.53)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
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Statistical analyses for AMNOG (HTA Germany)

Table 2.6.2 PFS2 by subgroup - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Early relapse* -
Yes 4 2 (50.0) 2 (50.0) - 0 0 0 - - -
No 59 17 (28.8) 42 (71.2) - 55 25 (45.5) 30 (54.5) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_PFS2_SUB_mFASA_IA1.rtf
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Final

Figure 2.6.2 PFS2 by subgroup - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Figure 2.6.2 PFS2 by subgroup - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A

Subgroup: ECOG PS at baseline - >=1

Progression Free Survival 2 Probability (%)

50 *—I
N |

40 e

1
30 b

|
20 |
+ Censor Median (Cl) B
10 Dato-DXd (N = 28) Dato-DXd NE (9.9, NE) | HR (95% Cl): 0.19 (0.07, 0.51)
0] ~ T T Icc(N=22) ICC 7.2(3.9,9.2) 1 P-value: 0.0003
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15
Time (Months)

Patients stil at risk:
Dato-DXd (N=28) 28 28 27 26 2 2 20 18 17 12 6 4 0

ICC (N=22) 22 21 20 18 14 13 1" 8 4 2 0 0 0 0
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NE: not estimable , Cl: confidence interval. PRO: Patient Reported Outcome; ICC: Investigator's Choice of Chemotherapy.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: f_2_11_2.sas; Output name: DE.F_PFS2_SUB_mFASA_IA1.rtf
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Table 2.7.1 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) - Responder Analysis - DGO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC

{N=63) [N=55}) Dato-D¥d vs ICC
Number of subjects with events, n (%) 22 (349) 14 (25.5)
95% Cl [a] (23.3, 48.0) (14.7, 39.0)
Odds ratio (35% CI) [b] 1.57 (0.70, 3.53)
Relative risk (35% CI) [b] 1.37 (0.78, 2.41)
Risk difference (25% Cl) [c] 947 (-7.36, 25.57)
p-value [d] 0.2418

M: number of subjects in analysis set; n: number of subjects with event; %: proportion of number of subjects in analysis set; ME: not estimable; 1CC: Investigator's Cholee of
Chemotherapy.

[a] Exact confidence interval based on Clopper-Pearson method for single proporion.

[b] Confidence interval is the Wald asymplotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table
[c] Risk difference is presented on percentage point scale. The confidence interval for risk differences is derived using the Miettinen-Murminen method.

[d] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAMADEFF
Run date: 0BAUG2024 - 16:21; Program name: T_2_7_1.sas; Oufput name: DE.T_ORR_mFASA. rif
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Difference Interaction

n_events (%) 95% ClJa] n events (%)  95% Cl [a]

(95% Cl) [c] P-value [d] P-value [e]

Geographic region

Region 1 [US, Canada, Europe] 33 17 (51.5) (33.5,69.2) 28  6(21.4)  (8.3,41.0)

Region 2 [Rest of World] 30 5(167)  (56,347) 27  8(29.6)  (13.8,50.2)

0.0240
30.09 0.0166
(5.63, 50.93)
-12.96 0.2484
(-35.02, 9.24)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.
[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a correction value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect
[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
n events (%) 95% Cl [a] n

Risk
Relative risk Difference Interaction
(95%Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

Prior use of CDK4/6 inhibitor

Yes 52 20(385) (25.3,53.0) 45

No 11 2(182)  (2.3,51.8) 10

0.2680

1.57 14.02 0.1419
(0.85,2.92) (-4.77,31.64)

0.61 -11.82 0.5354

(0.13,2.92) (-47.89, 25.98)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

ICC (N=55)

Dato-DXd vs ICC

No. of
subjects with
events (%) 95% Cl [a]

S

No. of

subjects with
n events (%)

Interaction
P-value [d] P-value [e]

Prior use of taxanes and/or
anthracyclines*

Taxanes alone 19 4(21.1)
Anthracyclines alone 1 0 -
Both taxanes and anthracyclines 32 14 (43.8) -

Neither taxanes nor anthracyclines 11 4 (36.4) -

13 6(46.2)
3 0

30 6(20.0)
9 2(222)

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.
[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
n events (%) 95% Cl [a] n

Risk
Relative risk Difference Interaction
(95%Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

Age at randomization

<65 years 52 15(28.8)  (17.1,43.1) 41

265 years 11 7(636) (30.8,89.1) 14

0.2871

1.18 4.46 0.6322
(0.59,2.35) (-14.16, 22.07)

223 35.06 0.0858

(0.87,5.71)  (-4.86, 65.58)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
n events (%) 95% Cl [a] n

Risk
Relative risk Difference Interaction
(95%Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

Race Asian
Asian 21 4 (19.0) (54,41.9) 21
Non-Asian 32 13 (40.6) (23.7,59.4) 26

0.0657

0.57 -14.29 0.2982
(0.20, 1.66) (-39.97, 12.96)

2.11 21.39 0.0825

(0.87,5.16) (-2.87, 42.84)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction

n_ events (%) 95%Clla] n__ events(%) 95%Cl[a] _(95% Cl)[b] (95% Cl)[b] (95% Cl)[c] _ P-value[d] _ P-value [e]

Pre-selected choice of chemotherapy 0.5917

Capecitabine 21 9(429) (21.8,66.0) 9  4(444)  (13.7,788) 0.94 0.96 -1.59 0.9370
(0.19,4.52)  (0.40,2.33) (-38.18, 33.58)

Eribulin mesylate 31 7(228)  (96,411) 41  9(22.0)  (10.6,37.6) 1.04 1.03 0.63 0.9496
(0.34,3.18)  (0.43,2.46) (-18.48, 21.09)

Vinorelbine 11 6(545) (234,833) 5 1(20.0)  (0.5,71.6) 4.80 2.73 34.55 0.2113
(0.40, 58.01) (0.44,17.07) (-19.16, 68.80)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of
Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
n events (%) 95% Cl [a] n

Risk
Relative risk Difference Interaction
(95%Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

Brain metastases

Yes 6 1(16.7) (0.4,64.1) 6

No 57  21(36.8) (24.4,50.7) 49

0.3264

0.50 -16.67 0.5233
(0.06, 4.15) (-61.00, 34.94)

1.50 12.35 0.1729

(0.83,2.73) (-5.51,29.22)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd vs ICC

Dato-DXd (N=63) ICC (N=55)
No. of No. of
subjects with subjects with

n events (%) 95% Cl [a] n events (%) 95% Cl [a]

Interaction
P-value [d] P-value [e]

Sex*
Male 1 1(100) - 1 0 -
Female 62 21(33.9) - 54 14 (25.9) -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.
[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect
[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd vs ICC

Dato-DXd (N=63) ICC (N=55)
No. of No. of
subjects with subjects with

n events (%) 95% Cl [a] n events (%) 95% Cl [a]

Interaction
P-value [d] P-value [e]

Race*
White 31 13 (41.9) - 24 5(20.8) -
Asian 21 4 (19.0) - 21 7(33.3) -
Other* 1 0 - 2 0 -

* No summary displayed due to subgroup having less than 10 subjects
* 'Black/African American' is included in this category.

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.
[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect
[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
n events (%) 95% Cl [a] n

Risk
Relative risk Difference Interaction
(95%Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

ECOG PS at baseline

0 35  10(28.6) (14.6,46.3) 33

=1 28  12(42.9) (245,628) 22

0.3235

1.05 1.30 0.9057
(049, 2.25) (-20.25, 22.52)

1.89 20.13 0.1398

(0.78,4.55) (-6.78, 43.66)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd vs ICC

Interaction
P-value [d] P-value [e]

Dato-DXd (N=63) ICC (N=55)
No. of No. of
subjects with subjects with
n events (%) 95% Cl [a] n events (%) 95% Cl [a]

Duration of prior use of endocrine
therapy in the metastatic breast
cancer setting*

<6 months 3 1(33.3) - 6 0 -

26 months 49 18 (36.7) - 42 12 (28.6) -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.
[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect
[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf

Datopotamab deruxtecan (Datroway®)

Seite 69 von 1953



Dossier zur Nutzenbewertung — Modul 4 A Stand: 23.05.2025

Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo Page 12 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction

n_ events (%) 95%Clla] n__ events(%) 95%Cl[a]l _ (95% Cl)[b] (95% Cl)[b] (95% Cl)[c] _ P-value[d] _ P-value [e]

Duration of prior use of breast cancer 0.9977
CDK4/6 inhibitor

<12 months 22 9(409) (207,636) 19  5(26.3)  (9.1,51.2) 1.94 1.55 14.59 0.3318
(0.51,7.32) (0.63,3.84) (-14.98, 41.34)

>12 months 29 10(345) (17.9,54.3) 27  6(22.2) (8.6, 42.3) 1.84 1.55 12.26 0.3145
(0.56,6.04) (0.65,3.69) (-11.86, 34.96)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of
Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.2 Objective Response Rate (ORR) per Blinded Independent Central Review (BICR) by subgroup - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd vs ICC

Dato-DXd (N=63) ICC (N=55)
No. of No. of
subjects with subjects with

n events (%) 95% Cl [a] n events (%) 95% Cl [a]

Interaction
P-value [d] P-value [e]

Early relapse*
Yes 4 1(25.0) - 0 0 -

No 59 21(356) - 55 14 (25.5) -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.
[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect
[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_7_3.sas; Output name: DE.T_ORR_SUB_mFASA_IA1.rtf
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Table 2.7.1 Objective Response Rate (ORR) per Investigator - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC

{N=63) [N=55}) Dato-D¥d vs ICC
Number of subjects with events, n (%) 22 (34.9) 13 (23.8)
95% Cl [a] (23.3, 48.0) (13.2, 37.0)
Odds ratie (95% CI) [b] 1.75 (0.77, 3.97)
Relative risk (95% CI) [b] 1.48 (0.83, 2.65)
Risk difference (25% Cl) [¢] 11.28 (-5.40, 27.18)
p-value [d] 0.1744

M: number of subjects in analysis set; n: number of subjects with event; %: proportion of number of subjects in analysis set; NE: not estimable; 1CC: Investigator's Choice of
Chemotherapy.

[a] Exact confidence interval based on Clopper-Pearson method for single proporion.

[b] Confidence interval is the Wald asymplotic confidence interval. In case of zero cells a corection value of 0.5 is added to each cell frequency of the corresponding 2x2 table
[c] Risk difference is presented on percentage point scale. The confidence interval for nisk differences is denved using the Miettinen-Murminen method.

[d] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAMADEFF
Run date: 0BAUG2024 - 16:34; Program name: T_2_7_1.sas; Output name: DE.T_ORRINV_mFASA.rtf
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Table 2.8.1 Duration of Response (DoR) per Blinded Independent Central Review (BICR) - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd Icc
{N=63) {N=55) Dato-D¥d vs ICC
Number of subjects with events, n (%) a(127 7012.7)
MNumber of subjects censored, n (%) 14 (22.2) 7(12.7)
Median time to first event (months) [a] 71 6.0
95% Confidence Interval 4.5, NE} 4.9, NE)

Cox propertional hazards model [b]
Hazard Ratio
95% Confidence Interval

Stratified log-rank p-value [e]

0.65
(0.23, 1.84)

0.4146

M: number of subjects in analysis set; %: Denominater is number of subjects in analysis set; NE: not estimable; 1CC: Investigator's Cheice of Chemotherapy.
[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley methad.

[b] Hazard ratio is from stratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test.

[c] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

Data source: ADAMADTTE
Run date: 0BAUG2024 - 16:21; Program name: T_2_3_1,sas; Output name: DE.T_DOR_mFASA.rif
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Dauer des Ansprechens (BICR) — Hauptanalyse — Kaplan-Meier-Kurven

Daiichi Sankyo Page 1 of 1
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D3268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Figure 2.9.1 Duration of Response per Blinded Independent Central Review - Kaplan-Meier plot - DCO 17-Jul-2023 -
Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. 1CC: Investigator's
Choice of Chemotherapy.

Cl: confidence interval, NE: not estimable

Data source: ADAM.ADTTE
Run date: 08AUG2024 - 16:21, Program name: F_2_3_1.sas;, Output name: DE.F_DOR_mFASA.rf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% CI) with censored (95% CI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Geographic region 0.8603
Region 1 [US, Canada, 33 6(18.2) 11(33.3) 6.8 28 4 (14.3) 2(7.1) 5.5 0.72 0.6039
Europe] (4.2, NE) (2.9, NE) (0.20, 2.55)
Region 2 [Rest of World] 30 2 (6.7) 3(10.0) NE 27 3(11.1) 5(18.5) 6.7 0.50 0.4627
(4.1, NE) (2.8, NE) (0.08, 3.23)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of CDK4/6 0.7658
inhibitor
Yes 52 7 (13.5) 13 (25.0) 71 45 6 (13.3) 5(11.1) 6.0 0.68 0.4831
(4.5, NE) (2.9, NE) (0.23, 2.02)
No 11 1(9.1) 1(9.1) NE 10 1(10.0) 2 (20.0) 5.7 1.00 >0.9999
(4.1, NE) (NE, NE) (0.06, 15.99)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% Cl) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of taxanes -
and/or anthracyclines*
Taxanes alone 19 2(10.5) 2(10.5) - 13 3(23.1) 3(23.1) - - -
Anthracyclines alone 1 0 0 - 3 0 0 - - -
Both taxanes and 32 5(15.6) 9 (28.1) - 30 4(13.3) 2(6.7) - - -
anthracyclines
Neither taxanes nor 11 1(9.1) 3(27.3) - 9 0 2(22.2) - - -

anthracyclines

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Age at randomization 0.5310
<65 years 52 6 (11.5) 9 (17.3) NE 41 6 (14.6) 4(9.8) 6.0 0.59 0.3642
(4.2, NE) (2.8, NE) (0.19, 1.85)
265 years 11 2(18.2) 5 (45.5) 71 14 1(7.1) 3(21.4) NE 1.49 0.7432
(4.1, NE) (5.7, NE) (0.13, 16.84)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race Asian* -
Asian 21 2 (9.5) 2(9.5) - 21 3(14.3) 4 (19.0) - - -
Non-Asian 32 5(15.6) 8 (25.0) - 26 2(7.7) 3(11.5) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Pre-selected choice of -
chemotherapy*
Capecitabine 21 3(14.3) 6 (28.6) - 9 1(11.1) 3(33.3) - - -
Eribulin mesylate 31 1(3.2) 6 (19.4) - 41 5(12.2) 4 (9.8) - - -
Vinorelbine 11 4 (36.4) 2(18.2) - 5 1(20.0) 0 - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Brain metastases 0.0884
Yes 6 1(16.7) 0 2.8 6 2(33.3) 0 4.8 245 0.4795
(NE, NE) (2.8, NE) (0.15, 39.72)
No 57 7(12.3) 14 (24.6) 71 49 5(10.2) 7(14.3) 6.0 0.83 0.7550
(4.6, NE) (4.9, NE) (0.26, 2.63)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Sex* -
Male 1 0 1 (100) - 1 0 0 - - -
Female 62 8(12.9) 13 (21.0) - 54 7 (13.0) 7 (13.0) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race* -
White 31 5(16.1) 8 (25.8) - 24 2(8.3) 3(12.5) - - -
Asian 21 2(9.5) 2(9.5) - 21 3(14.3) 4 (19.0) - - -
Other* 1 0 0 - 2 0 0 - - -

* No summary displayed due to subgroup having less than 10 subjects

* 'Black/African American' is included in this category.

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% Cl) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
ECOG PS at baseline 0.0714
0 35 3(8.6) 7 (20.0) NE 33 2(6.1) 7(21.2) NE 1.89 0.4812
(4.2, NE) (5.7, NE) (0.31, 11.49)
21 28 5(17.9) 7 (25.0) 71 22 5(22.7) 0] 4.9 0.19 0.0129
(4.1, NE) (2.8, NE) (0.05, 0.82)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of -
endocrine therapy in the
metastatic breast cancer
setting”
<6 months 3 0 1(33.3) - 6 0 0 - - -
26 months 49 7 (14.3) 11(22.4) - 42 6 (14.3) 6 (14.3) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of -
breast cancer CDK4/6
inhibitor*
<12 months 22 5(22.7) 4(18.2) - 19 3(15.8) 2(10.5) - - -
>12 months 29 2 (6.9) 8 (27.8) - 27 3(11.1) 3(11.1) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Table 2.8.2 Duration of Response (DoR) per Blinded Independent Central Review (BICR) by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Early relapse* -
Yes 4 0 1(25.0) - 0 0 0 - - -
No 59 8(13.6) 13 (22.0) - 55 7(12.7) 7(12.7) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: t_2_11_2.sas; Output name: DE.T_DOR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Figure 2.9.2 Duration of Response per Blinded Independent Central Review by subgroup - Kaplan-Meier plot - DCO
17-Jul-2023 - Modified Full Analysis Set A

No data to be reported

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified
log-rank test
NE: not estimable , Cl: confidence interval. PRO: Patient Reported Outcome; ICC: Investigator's Choice of Chemotherapy.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 8:57; Program name: f_2_11_2.sas; Output name: DE.F_DOR_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.10.1 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) - Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-Dxd IcC

{N=83) [N=55) Dato-D¥d vs |CC
Number of subjects with events, n (%) 50 (79.4) 37 (867.3)
95% Cl [a] (67.3, 88.5) 153.3, 79.3)
Odds ratio (35% CIj [b] 1.87 (0.82, 4.31)
Relative risk (95% CI) [b] 1.18 (0.94, 1.47)
Risk difference {25% Cl) [c] 12.09 (-3.90, 28.03)
p-value [d] 0.1527

M: number of subjects in analysis set; n: number of subjects with event; %: proportion of number of subjects in analysis set; 1CC: Investigator's Choice of Chemaotherapy.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymplolic confidence interval. In case of zero cells a corection value of 0.5 is added to each cell frequency of the corresponding 2x2 table
[c] Risk difference is presented on percentage point scale. The confidence interval for risk differences is derved using the Miettinen-Murminen method.

[d] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAMADEFF
Run date: 08AUG2024 - 16:21; Program name: T_2_7_1.sas; Output name: DE.T_DCR_mFASA. rif
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Krankheitskontrollrate (BICR) — Subgruppenanalysen

Daiichi Sankyo
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Page 1 of 13
Final

Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Difference Interaction

n events (%) 95% Cl [a] n events (%)

(95% Cl) [c] P-value [d] P-value [e]

Geographic region

Region 1 [US, Canada, Europe] 33  28(84.8)  (68.1,94.9) 28 18 (64.3)

Region 2 [Rest of World] 30 22(733) (54.1,87.7) 27  19(70.4)

0.3046
20.56 0.0653
(-1.33, 41.91)
2.98 0.8054

(-20.33, 26.49)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.
[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a correction value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect
[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
n events (%) 95% Cl [a] n

Risk
Relative risk Difference Interaction
(95%Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

Prior use of CDK4/6 inhibitor

Yes 52 41(78.8)  (65.3,88.9) 45

No 11 9(818)  (482,97.7) 10

0.9666

1.18 12.18 0.1791
(0.92,1.52) (-5.59, 29.85)

117 11.82 0.5354

(0.71,1.91) (-25.98, 47.89)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction
n events (%)  95% ClI [a] n events (%) 95%Cl[a] (95%Clh)[b] (95%Cl)[b] (95% ClI) [c] P-value [d] P-value [e]

Prior use of taxanes and/or
anthracyclines*

Taxanes alone 19 18 (94.7) -
Anthracyclines alone 1 1(100) -
Both taxanes and anthracyclines 32 22 (68.8) -
Neither taxanes nor anthracyclines 11 9 (81.8) -

13 10 (76.9) -
3 2(667) -
30 18(60.0) -
9 7(778) -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.
[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
events (%) 95% Cl [a] n

>

Risk
Relative risk Difference Interaction
(95%Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

Age at randomization

<65 years 52 39(75.0) (61.1,86.0) 41

265 years 11 11(100)  (71.5,100.0) 14

0.7741

1.23 14.02 0.1494
(0.92,1.65) (-4.98, 32.76)

1.15 14.29 0.2004

(0.89,1.48) (-14.22, 40.53)

*: inflated estimate due to small sample size

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
n events (%) 95% Cl [a] n

Risk
Relative risk Difference Interaction
(95%Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

Race Asian
Asian 21 14 (66.7) (43.0,85.4) 21
Non-Asian 32 26 (81.3) (63.6,92.8) 26

0.5246

1.27 14.29 0.3514
(0.77,2.11) (-15.48, 41.73)

1.06 433 0.6884

(0.81,1.38) (-16.81, 26.54)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf

Datopotamab deruxtecan (Datroway®)

Seite 94 von 1953



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 23.05.2025

Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo

Data Intelligence — Evidence Generation

D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)

Page 6 of 13
Final

Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction
n events (%)  95% Cl [a] n events (%) 95%Cl[a] (95%Clhy[b] (95%Cl)[b] (95% ClI)[c] P-value [d] P-value [e]
Pre-selected choice of chemotherapy 0.4778

Capecitabine 21 19 (90.5) (69.6,98.8) 9 6 (66.7) (29.9, 92.5) 4.75 1.36 23.81 0.1149
(0.64, 35.48) (0.84,2.20) (-5.33,57.45)

Eribulin mesylate 31 23 (74.2) (55.4,88.1) 41 29 (70.7) (54.5, 83.9) 1.19 1.05 3.46 0.7471
(0.42, 3.40) (0.79, 1.40) (-18.05, 23.63)

Vinorelbine 11 8 (72.7) (39.0,94.0) 5 2 (40.0) (5.3, 85.3) 4.00 1.82 32.73 0.2249
(0.43,37.11) (0.59,5.64) (-17.89, 71.00)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.
[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect
[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Difference Interaction

n events (%) 95% Cl [a] n events (%)

(95% Cl) [c] P-value [d] P-value [e]

Brain metastases

Yes 6  4(667) (22.3,957) 6  3(50.0)

No 57 46(80.7) (68.1,90.0) 49 34 (69.4)

0.7900

16.67 0.5751
(-37.67, 62.51)

11.31 0.1791

(-5.20, 27.94)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.
[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect
[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction
n events (%)  95% ClI [a] n events (%) 95%Cl[a] (95%Clhy[b] (95%Cl)[b] (95% ClI) [c] P-value [d] P-value [e]
Sex* -
Male 1 1(100) - 1 1(100) - - - - -
Female 62 49 (79.0) - 54 36 (66.7) - - - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.
[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction
n events (%)  95% Cl [a] n events (%) 95%Cl[a] (95%Clh[b] (95%Cl)[b] (95% ClI)[c] P-value [d] P-value [e]
Race* -
White 31 26 (83.9) - 24 18 (75.0) - - - - -
Asian 21 14 (66.7) - 21 11 (52.4) - - - - -
Other* 1 0 - 2 2 (100) - - - - -

* No summary displayed due to subgroup having less than 10 subjects
* 'Black/African American' is included in this category.

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.
[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63)

Dato-DXd vs ICC

No. of
subjects with
n events (%) 95% Cl [a] n

Risk
Relative risk Difference Interaction
(95% Cl)[b]  (95% CI) [c] P-value [d] P-value [e]

ECOG PS at baseline

0 35  28(80.0) (63.1,91.6) 33

=1 28 22(786) (59.0,917) 22

0.4378

1.10 7.27 0.4831
(0.84, 1.44) (-13.22, 27.70)

1.33 19.48 0.1396

(0.89,1.98)  (-6.31, 44.08)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction
n_events (%) 95% Cl[a] n events (%) 95%Cl[a] (95%Ch[b] (95%Ch[b] (95% CI)[c] P-value [d]  P-value [e]
Duration of prior use of endocrine -
therapy in the metastatic breast
cancer setting*
<6 months 3 2 (66.7) - 6 4 (66.7) - - - - -
26 months 49 39 (79.6) - 42 29 (69.0) - - - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.
[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)

Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf

Datopotamab deruxtecan (Datroway®)

Seite 100 von 1953



Dossier zur Nutzenbewertung — Modul 4 A Stand: 23.05.2025

Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo Page 12 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction

n_ events(%) 95%Clla] n__ events(%) 95%Cl[a]l _ (95% Cl)[b] (95% Cl)[b] (95% Cl)[c]  P-value[d] _ P-value [e]

Duration of prior use of breast cancer 0.1667
CDK4/6 inhibitor

<12 months 22 18(81.8) (59.7,948) 19 16(84.2)  (60.4,96.6) 0.84 0.97 2.39 0.8411
(0.16,4.36)  (0.74,1.28) (-26.37, 22.98)

>12 months 29 22(75.9) (56.5,89.7) 27 15(556)  (35.3, 74.5) 2.51 1.37 20.31 0.1120
(0.80,7.86) (0.92,2.03) (-4.75,43.37)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of
Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.

[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
Run date: 07MAY2025 - 8:58; Program name: t_2_7_3.sas; Output name: DE.T_DCR_SUB_mFASA_IA1.rtf
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Table 2.10.2 Disease Control Rate (DCR) per Blinded Independent Central Review (BICR) by subgroup- Responder Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd (N=63) ICC (N=55) Dato-DXd vs ICC
No. of No. of Risk
subjects with subjects with Odds Ratio  Relative risk Difference Interaction
n_events (%) 95% Cl[a] n events (%) 95%Cl[a] (95%CI[b] (95%Ch[b] (95% CI)[c] P-value [d]  P-value [e]
Early relapse* -
Yes 4 3(75.0) - 0 0 - - - - -
No 59 47 (79.7) - 55 37 (67.3) - - - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; ICC: Investigator's Choice of

Chemotherapy; NE: not estimable.

[a] Exact confidence interval based on Clopper-Pearson method for single proportion.
[b] Confidence interval is the Wald asymptotic confidence interval. In case of zero cells a comection value of 0.5 is added to each cell frequency of the corresponding 2x2 table.
[c] Risk difference is presented on percentage point scale. Confidence interval is the continuity corrected Wald asymptotic confidence interval for the risk differences

[d] Two-sided p-value from Cochran Q-test assessing homogeneity of treatment effect

[e] Two-sided p-value based on the Cochran-Mantel-Haenszel test

Data source: ADAM.ADEFF(IA1)
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Table 2.11.1 First Subsequent Therapy - Time-to-event Analysis - DGO 17-Jul-2023 - Modified Full Analysis Set A

Data-DXd ICC
(N=63) (N=55]) Dalo-DXd vs 1CC

Number of subjects with events, n (%) 39(61.9) 47 (85.5)
MWumber of subjects censored, n (%) 24 (38.1) 8({14.5)
Median time to first event (months | [a] 8.8 4.2

95% Confidence Interval (5.6,11.1) {3.1,6.0)
Cox proportional hazards model [b]

Hazard Ratio 0.47

85% Confidence Interval {0.31, 0.73)
Stratified log-rank p-value [c] 0.0006

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set; NE: nol estimable; 1CC: Investigator's Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

|b] Hazard ratio is from stratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test.
[c] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

Data source: ADAMADTTE
Run date: 0BAUG2024 - 16:21, Program name: T_2_3_1.sas; Output name: DE. T_TFST_mFASA.ff
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Figure 2.11.1 First Subsequent Therapy - Kaplan Meier Plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors, 1CC: Investigator's

Choice of Chemotherapy.
Cl: confidence interval, NE: not estimable.

Data source: ADAMADTTE
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Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% CI) with censored (95% CI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Geographic region 0.8070
Region 1 [US, Canada, 33 22 (66.7) 11(33.3) 8.9 28 26 (92.9) 2(7.1) 4.4 0.44 0.0045
Europe] (4.4,11.3) (2.2,6.2) (0.25, 0.79)
Region 2 [Rest of World] 30 17 (56.7) 13 (43.3) 8.8 27 21 (77.8) 6 (22.2) 4.2 0.53 0.0497
(5.3, NE) (2.5, 6.4) (0.28, 1.01)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) [b] p-value [c] P-value [d]
Prior use of CDK4/6 0.5720
inhibitor
Yes 52 33 (63.5) 19 (36.5) 8.9 45 38 (84.4) 7 (15.6) 4.5 0.51 0.0040
(5.3, 11.1) (3.1,6.2) (0.32,0.81)
No 11 6 (54.5) 5 (45.5) 8.8 10 9(90.0) 1(10.0) 4.2 0.40 0.0831
(2.4, NE) (1.6, 6.0) (0.14, 1.15)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of taxanes -
and/or anthracyclines*
Taxanes alone 19 9 (47.4) 10 (52.6) - 13 12 (92.3) 1(7.7) - - -
Anthracyclines alone 1 1(100) 0 - 3 2 (66.7) 1(33.3) - - -
Both taxanes and 32 22 (68.8) 10 (31.3) - 30 27 (90.0) 3(10.0) - - -
anthracyclines
Neither taxanes nor 11 7 (63.6) 4 (36.4) - 9 6 (66.7) 3(33.3) - - -

anthracyclines

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) [b] p-value [c] P-value [d]
Age at randomization 0.4888
<65 years 52 35 (67.3) 17 (32.7) 6.0 41 37 (90.2) 4(9.8) . 0.49 0.0019
(4.8, 10.7) (2.2,5.0) (0.30, 0.77)
265 years 11 4 (36.4) 7 (63.6) NE 14 10(71.4) 4 (28.6) 6.0 0.30 0.0321
(6.3, NE) (3.7, NE) (0.09, 0.96)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf

Datopotamab deruxtecan (Datroway®)

Seite 108 von 1953



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 23.05.2025

Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo Page 5 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race Asian 0.8801
Asian 21 14 (66.7) 7 (33.3) 6.3 21 17 (81.0) 4 (19.0) 3.1 0.55 0.0972
(4.8, 11.1) (1.6, 5.8) (0.27, 1.12)
Non-Asian 32 20 (62.5) 12 (37.5) 8.3 26 23 (88.5) 3(11.5) 4.9 0.46 0.0121
(4.4, NE) (3.2,6.4) (0.25, 0.85)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% Cl) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Pre-selected choice of 0.1150
chemotherapy
Capecitabine 21 12 (57.1) 9 (42.9) 11.1 9 6 (66.7) 3(33.3) 9.7 0.62 0.3611
(3.6, NE) (1.2, NE) (0.23, 1.68)
Eribulin mesylate 31 21 (67.7) 10 (32.3) 7.9 41 36 (87.8) 5(12.2) 4.5 0.54 0.0230
4.7,11.3) (3.1, 6.0) (0.31, 0.93)
Vinorelbine 11 6 (54.5) 5 (45.5) 8.8 5 5(100) 0 22 0.08 0.0003
(4.4, NE) (0.7, NE) (0.02, 0.44)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Brain metastases 0.4276
Yes 6 3 (50.0) 3 (50.0) 4.9 6 6 (100) 0 3.3 0.39 0.1724
(3.6, NE) (1.4, NE) (0.10, 1.58)
No 57 36 (63.2) 21 (36.8) 8.9 49 41 (83.7) 8(16.3) 4.2 0.51 0.0029
(5.6,11.1) (3.2, 6.0) (0.33, 0.80)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Sex* -
Male 1 1(100) 0 - 1 1(100) 0 - - -
Female 62 38 (61.3) 24 (38.7) - 54 46 (85.2) 8 (14.8) - - -

* No summary displayed due to subgroup having less than 10 subjects
N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race* -
White 31 19 (61.3) 12 (38.7) - 24 22 (91.7) 2(8.3) - - -
Asian 21 14 (66.7) 7 (33.3) - 21 17 (81.0) 4 (19.0) - - -
Other* 1 1(100) 0 - 2 1 (50.0) 1 (50.0) - - -

* No summary displayed due to subgroup having less than 10 subjects

* 'Black/African American' is included in this category.

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
ECOG PS at baseline 0.0209
0 35 24 (68.6) 11(31.4) 7.9 33 26 (78.8) 7(21.2) 55 0.70 0.2060
(5.1, 10.7) (3.3,7.0) (0.40, 1.22)
21 28 15 (53.6) 13 (46.4) 1.1 22 21 (95.5) 1(4.5) 34 0.26 <0.0001
(4.4, NE) (1.7, 5.0) (0.12, 0.53)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
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Statistical analyses for AMNOG (HTA Germany)

Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of -
endocrine therapy in the
metastatic breast cancer
setting”
<6 months 3 2 (66.7) 1(33.3) - 6 6 (100) 0 - - -
26 months 49 29 (59.2) 20 (40.8) - 42 34 (81.0) 8(19.0) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of 0.8532
breast cancer CDK4/6
inhibitor
<12 months 22 15 (68.2) 7(31.8) 9.2 19 17 (89.5) 2(10.5) 5.0 0.46 0.0333
4.2,11.1) (3.3, 6.5) (0.22,0.96)
>12 months 29 18 (62.1) 11 (37.9) 8.3 27 22 (81.5) 5(18.5) 3.2 0.50 0.0279
(4.9, NE) (1.7,9.7) (0.27,0.94)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
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Table 2.11.2 First Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Early relapse* -
Yes 4 3(75.0) 1(25.0) - 0 0 0 - - -
No 59 36 (61.0) 23 (39.0) - 55 47 (85.5) 8 (14.5) - - -

* No summary displayed due to subgroup having less than 10 subjects
N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TFST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

alysen — Kaplan-Meier-Kurven

Page 1 of 2
Final

Figure 2.11.2 First Subsequent Therapy by subgroup - Kaplan Meier Plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Statistical analyses for AMNOG (HTA Germany)

Figure 2.11.2 First Subsequent Therapy by subgroup - Kaplan Meier Plot - DCO 17-Jul-2023 - Modified Full Analysis Set A

Subgroup: ECOG PS at baseline - >=1
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Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified
log-rank test
NE: not estimable , Cl: confidence interval. PRO: Patient Reported Outcome; ICC: Investigator's Choice of Chemotherapy.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: f_2_11_2.sas; Output name: DE.F_TFST_SUB_mFASA_IA1.rtf
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Zeit bis zur zweiten Folgetherapie
Zeit bis zur zweiten Folgetherapie — Hauptanalyse

Daiichi Sankyo Page 1 of 1
Data Intelligence — Evidence Generation Final
D9268C00001 = TROPION-BREASTOM (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.12.1 Second Subsequent Therapy - Time-to-event Analysis - DCO 17-Jul-2023 - Medified Full Analysis Set A

Dato-DXd ICC
{N=63) (N=55) Date-DXd vs ICC

Number of subjects with events, n (%) 22(34.9) 29 (52.7)
MWumber of subjects censored, n (%) 41 (65.1) 26 (47.3)
Median time to first event (months) [a] NE a0

95% Confidence Interval {9.9, NE) (8.0,13.1)
Cox proportional hazards model [b]

Hazard Ratio 0.54

85% Confidence Interval (0.31, 0.98)
Stratified log-rank p-value [c] 0.0330

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set; NE: nol estimable; 1CC: Invesligator's Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

|b] Hazard ratio is from stratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test.
[c] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

Data source: ADAMADTTE
Run date: 0BAUG2024 - 16:21, Program name: T_2_3_1.sas; Output name: DE. T_TSST_mFASA.rf
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Zeit bis zur zweiten Folgetherapie — Hauptanalyse — Kaplan-Meier-Kurven

Daiichi Sankyo
Data Intelligence — Evidence Generation

D3268C00001 — TROPION-BREASTO1 (DCO 17July2023)
Statistical analyses for AMMOG (HTA Germany)

Page 1 of 1
Final

Figure 2.12.1 Second Subsequent Therapy - Kaplan Meier Plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors, 1CC: Investigator's
Choice of Chemotherapy.

Cl: confidence interval, NE: not estimable

Data source: ADAMADTTE
Run date: 0BAUG2024 - 16:21; Program name: F_2_3_1.sas; Output name: DE.F_TSST_mFASA.rf
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D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Geographic region 0.3254
Region 1 [US, Canada, 33 11 (33.3) 22 (66.7) NE 28 17 (60.7) 11 (39.3) 8.8 0.43 0.0240
Europe] (9.6, NE) (5.4, 13.1) (0.20, 0.91)
Region 2 [Rest of World] 30 11 (36.7) 19 (63.3) 11.0 27 12 (44.4) 15 (55.6) 1.4 0.78 0.5622
(8.2, NE) (7.8, NE) (0.34, 1.79)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of CDK4/6 0.8694
inhibitor
Yes 52 18 (34.6) 34 (65.4) NE 45 24 (53.3) 21 (46.7) 9.5 0.54 0.0482
(9.9, NE) (7.8, NE) (0.30, 1.00)
No 11 4 (36.4) 7 (63.8) NE 10 5 (50.0) 5 (50.0) 9.0 0.70 0.6191
(4.4, NE) (3.7, NE) (0.17, 2.86)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.
[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Prior use of taxanes -
and/or anthracyclines*
Taxanes alone 19 5(26.3) 14 (73.7) - 13 7 (563.8) 6 (46.2) - - -
Anthracyclines alone 1 0 1(100) - 3 2 (66.7) 1(33.3) - - -
Both taxanes and 32 13 (40.6) 19 (59.4) - 30 17 (56.7) 13 (43.3) - - -
anthracyclines
Neither taxanes nor 11 4 (36.4) 7 (63.6) - 9 3(33.3) 6 (66.7) - - -

anthracyclines

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.
[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Age at randomization 0.5403
<65 years 52 20 (38.5) 32 (61.5) 11.0 41 23 (56.1) 18 (43.9) 8.8 0.57 0.0600
(9.6, NE) (7.3,13.1) (0.31, 1.03)
265 years 11 2(18.2) 9 (81.8) NE 14 6 (42.9) 8 (57.1) 9.7 0.37 0.1996
(7.8, NE) (7.8, NE) (0.07, 1.82)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.
[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race Asian 0.6476
Asian 21 10 (47.6) 11(52.4) 11.0 21 11 (52.4) 10 (47.6) 8.8 0.77 0.5567
(7.4, NE) (4.8, NE) (0.33, 1.83)
Non-Asian 32 11 (34.4) 21 (65.6) NE 26 14 (53.8) 12 (46.2) 9.5 0.59 0.1834
(9.6, NE) (7.8, NE) (0.26, 1.30)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's
Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf

Datopotamab deruxtecan (Datroway®) Seite 126 von 1953



Dossier zur Nutzenbewertung — Modul 4 A

Stand: 23.05.2025

Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo Page 6 of 13
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Pre-selected choice of 0.3296
chemotherapy
Capecitabine 21 6 (28.6) 15 (71.4) NE 9 2(22.2) 7(77.8) 1.4 1.1 0.8989
(8.2, NE) (4.7, NE) (0.22,5.51)
Eribulin mesylate 31 13 (41.9) 18 (68.1) 11.0 41 23 (56.1) 18 (43.9) 8.8 0.66 0.2320
(9.6, NE) (7.8,13.1) (0.33, 1.31)
Vinorelbine 11 3(27.3) 8(72.7) NE 5 4 (80.0) 1(20.0) 8.8 0.26 0.0625
(5.8, NE) (3.5, NE) (0.06, 1.19)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Brain metastases 0.6934
Yes 6 3 (50.0) 3(50.0) 7.5 6 3 (50.0) 3 (50.0) 7.3 0.86 0.8521
(4.9, NE) (4.8, NE) (0.17, 4.28)
No 57 19 (33.3) 38 (66.7) NE 49 26 (53.1) 23 (46.9) 9.5 0.54 0.0378
(9.9, NE) (8.5, 13.1) (0.30, 0.97)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.
[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Sex* -
Male 1 0 1(100) - 1 0 1 (100) - - -
Female 62 22 (35.5) 40 (64.5) - 54 29 (563.7) 25 (46.3) - - -

* No summary displayed due to subgroup having less than 10 subjects
N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Race* -
White 31 10 (32.3) 21(67.7) - 24 14 (58.3) 10 (41.7) - - -
Asian 21 10 (47.6) 11 (52.4) - 21 11 (52.4) 10 (47.6) - - -
Other* 1 1(100) 0 - 2 0 2 (100) - - -

* No summary displayed due to subgroup having less than 10 subjects
* 'Black/African American' is included in this category.

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as

categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
ECOG PS at baseline 0.0640
0 35 12 (34.3) 23 (65.7) NE 33 15 (45.5) 18 (54.5) 1.4 0.83 0.6435
(9.2, NE) (8.7, NE) (0.39, 1.79)
21 28 10 (35.7) 18 (64.3) NE 22 14 (63.6) 8 (36.4) 7.8 0.25 0.0011
(9.6, NE) (5.0,9.7) (0.10,0.61)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.
[c] Two-sided p-value from unstratified log-rank test.
[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of -
endocrine therapy in the
metastatic breast cancer
setting®
<6 months 3 0 3 (100) - 6 2(33.3) 4 (66.7) - - -
26 months 49 16 (32.7) 33 (67.3) - 42 22 (52.4) 20 (47.6) - - -

* No summary displayed due to subgroup having less than 10 subjects

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as

categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Duration of prior use of 0.4331
breast cancer CDK4/6
inhibitor
<12 months 22 6 (27.3) 16 (72.7) NE 19 10 (52.6) 9(47.4) 9.5 0.40 0.0700
(9.6, NE) (7.3, NE) (0.14,1.11)
>12 months 29 12 (41.4) 17 (58.6) 11.0 27 14 (51.9) 13 (48.1) 9.8 0.67 0.3143
(7.4, NE) (5.4, NE) (0.31, 1.46)

N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.
[c] Two-sided p-value from unstratified log-rank test.
[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1(DCO 17Jul2023)
Statistical analyses for AMNOG (HTA Germany)
Table 2.12.2 Second Subsequent Therapy by subgroup - Time-to-event Analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Dato-DXd ICC
(N=63) (N=55) Dato-DXd vs ICC Interaction
No. of No. of No. of No. of
subjects subjects Median subjects subjects Median Hazard Ratio Unstratified
with censored (95% ClI) with censored (95% ClI) (95% ClI) log-rank
n events (%) (%) (months) [a] n events (%) (%) (months) [a] [b] p-value [c] P-value [d]
Early relapse* -
Yes 4 2 (50.0) 2 (50.0) - 0 0 0 - - -
No 59 20 (33.9) 39 (66.1) - 55 29 (52.7) 26 (47.3) - - -

* No summary displayed due to subgroup having less than 10 subjects
N: number of subjects in analysis set; n: number of subjects in subgroup category; %: proportion of number of subjects in n; Cl: confidence interval; NE: not estimable; ICC: Investigator's

Choice of Chemotherapy.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.
[b] Hazard ratio is from unstratified Cox proportional hazards model with treatment as the only categorical variable in the model. Confidence limits are based on the Wald test.

[c] Two-sided p-value from unstratified log-rank test.

[d] Two-sided interaction p-value is for the interaction term from unstratified Cox proportional hazards model with treatment, subgroup, and treatment-by-subgroup interaction as
categorical variables in the model. The p-value is based on the Wald test.

Data source: ADAM.ADTTE(IA1)

Run date: 07MAY2025 - 9:08; Program name: t_2_11_2.sas; Output name: DE.T_TSST_SUB_mFASA_IA1.rtf
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Zeit bis zur zweiten Folgetherapie — Subgruppenanalysen — Kaplan-Meier-Kurven

Daiichi Sankyo Page 1 of 1
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREAST01(DCO 17Jul2023)

Statistical analyses for AMNOG (HTA Germany)

Figure 2.12.2 Second Subsequent Therapy by subgroup - Kaplan Meier Plot - DCO 17-Jul-2023 - Modified Full Analysis
Set A

No data to be reported

Hazard ratio (HR) is from unstratified Cox proportional hazards model and two-sided p-value is based on unstratified
log-rank test
NE: not estimable , Cl: confidence interval. PRO: Patient Reported Outcome; ICC: Investigator's Choice of Chemotherapy.

Data source: ADAM.ADTTE(IA1)
Run date: 07MAY2025 - 9:08; Program name: f_2_11_2.sas; Output name: DE.F_TSST_SUB_mFASA_IA1.rtf
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EORTC QLQ-C30 — Riicklaufquoten

Daiichi Sankyo Page 1 of 30
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTD1 (DCO 17July2023)

Statistical analyses for AMMOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd Icc
(N=63) . (N=55)
Number of Mumber of subjects with MNumber of Mumber of subjects with
expected completed queslionnaires expected completed questionnaires
Questionnaire - endpoint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Global Health Baseline 55 45 (81.8) a7 36 (76.6)
Stalus

Week 3 55 49 (89.1) 43 37 (86.0)
Week & 45 38 (84.4) 3 25 (80.6)
Week 9 43 37 (86.0) 29 23 (79.3)
Week 12 41 37 (90.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (82.1) 13 9 (69.2)
Week 27 26 19 (73.1) 10 T (70.0)
Week 30 25 21 (84.0) 10 B (80.0)
Week 33 23 18 (78.3) 8 B (75.0)
Week 36 21 17 (81.0) T 7{100)
Week 39 16 14 (B7.5) 6 5 (83.3)

N: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rate); ICC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expecied to be completed at the respective time point as
per study protocol. Completed questionnaires are generally considered to be expected.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40, Program name: T_3_13_1.sas; Output name: DE.T_QLQC30_COMP_mFASA.rf
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Daiichi Sankyo Page 2 of 30
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Functional Baseline 55 45 (81.8) 47 36 (76.6)
Scales - Physical Functioning
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Functional Baseline 55 45 (81.8) 47 36 (76.6)
Scales - Role Functioning
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Functional Baseline 55 45 (81.8) 47 36 (76.6)
Scales - Emotional Functioning
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Functional Baseline 55 45 (81.8) 47 36 (76.6)
Scales - Cognitive Funclioning
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Functional Baseline 55 45 (81.8) 47 36 (76.6)
Scales - Social Functioning
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Symptom Baseline 55 45 (81.8) 47 36 (76.6)
Scales - Faligue
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Symptom Baseline 55 45 (81.8) 47 36 (76.6)
Scales - Mausea and Yomiting
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (58.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpoint Wisit [a] quéastionnaires [b] n{%) quastionnaires [b] (%)
EORTC QLQ-C30 - Symptom Baseline 55 45 (81.8) 47 36 (76.6)
Scales - Pain
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Common Baseline 55 45 (81.8) 47 36 (76.6)
Symploms - Dyspnea
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Common Baseline 55 45 (81.8) 47 36 (76.6)
Symploms - Insomnia
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (58.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Common Baseline 55 45 (81.8) 47 36 (76.6)
Symploms - Appelite Loss
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Daiichi Sankyo Page 24 of 30
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Common Baseline 55 45 (81.8) 47 36 (76.6)
Symploms - Conslipation
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Common Baseline 55 45 (81.8) 47 36 (76.6)
Sympltoms - Diarrhea
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (58.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) - {N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}
EORTC QLQ-C30 - Common Baseline 55 45 (81.8) 47 36 (76.6)
Symploms - Financial Difficulties
Week 3 55 49 (89.1) 43 37 (86.0)
Week 6 45 38 (B4.4) 31 25 (80.6)
Week 9 43 37 (86.0) 29 23(79.3)
Week 12 41 37 (80.2) 27 21(77.8)
Week 15 39 33 (84.8) 22 18 (81.8)
Week 18 33 27 (81.8) 16 10 (62.5)
Week 21 32 26 (81.3) 16 12 (75.0)
Week 24 28 23 (B2.1) 13 9 (69.2)
Week 27 26 18 (73.1) 10 T (7F0.0)
Week 30 25 21 (84.0) 10 B (B0.0)
Week 33 23 18 (78.3) 8 6 (75.0)
Wesk 36 21 17 (81.0) T 7{100)
Week 39 16 14 (87.5) 6 5(83.3)

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.14.1 EORTC QLQ-C30 - Compliance - DCO 17-Jul-2023 - Modified Full Analysis Set A

Dato-DXd IcC
(N=63) . (N=55)
Mumber of Mumber of subjects with Mumber of Mumber of subjects with
expected completed questionnaires expected completed questionnaires
Questionnaire - endpaint Wisit [a] questionnaires [b] n{%) questionnaires [b] n{%}

Week 42 11 6 (54.5) 5 5(100)
Week 45 8 7(87.5) 3 2 (66.7)
Week 48 4 3(75.0) 1 o]
Week 54 1 1{100) 0 0
End of Treatment 40 6(15.0) 41 9 (22.0)
Baseline and at least 45 (7T1.4) 32 (88.2)

one post baseline [c]

M: number of subjects in analysis set; %: proportion of number of expected questionnaires (i.e. response rale); 1CC: Invesligator's Choice of Chemotherapy.

[a] Planned visits

[b] A questionnaire is expected if the patient is alive, under treatment, has not withdrawn from the study and the questionnaire is expected to be completed al the respective time point as
per study protocol. Completed questionnaires are generally considered to be expacted.

[c] Percentages are based on all subjects in the population.

Data source: ADAM.ADQS
Run date: 14AUG2024 - 14:40; Program name: T_3_13_1.sas; Output name: DE. T_QLQC30_COMP_mFASA, rtf
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EORTC QLQ-C30 — Zeit bis zur ersten Verschlechterung

EORTC QLQ-C30 — Zeit bis zur ersten Verschlechterung — Hauptanalyse

Daiichi Sankyo Page 1 of 15
Data Intelligence — Evidence Generation Final
D9268C00001 = TROPION-BREASTO (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Global Health Status

Dato-Dxd ICC
{N=63) [N=55}) Dato-DXd vs ICC

MNumber of subjects with PRO baseline measurement, n {%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (71.4) 34 (61.8)
measurement, n (%)
Mumber of subjects with events, n (%) 30 (47.6) 23 (41.8)
MNumber of subjects censored, n (%) 33 (52.4) 32 (58.2)
Median time to first event {(months) [a] 28 21

95% Confidence Interval (1.4 ,58) (14,41)
Cox proportional hazards model [b]

Hazard Ratio 0.75

95% Confidence Interval (0.43, 1.21)
Stratified log-rank p-valua [c] 0.3345

N: number of subjects in analysis set; %: Denominator Is number of subjects in analysis set. ICC: Investigator's Cholce of Chemotherapy.

MNE: not estimable, PRO: Patient Reported Qutcome,

[a] Median time to first event is from Kaplan-Meier eslimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-value from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Output name: DE.T_QLQC30_FD_mFASA, rif
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Page 2 of 15
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)
Statistical analyses for AMNOG (HTA Germany)
Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Functional Scales - Physical Functioning
Dato-DXd Icc
(N=63} (N=55) Dato-D¥d vs ICC
MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 23 (36.5) 15 (27.3)
Number of subjects censored, n (%) 40 (63.5) 40 (T2.7)
Median time to first event (months) [a] 5.6 55
895% Confidence Intarval (2.1, NE) {14, NE)
Cox propertional hazards model [b]
Hazard Ratio 1.0
95% Confidence Interval (0.52, 1.94)
Stratified log-rank p-value [c] 0.9556

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.
ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Functional Scales - Role Functioning

Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 27 (42.9) 20 (36.4)
Number of subjects censored, n (%) 36 (57.1) 35 (63.6)
Median time to first event (months) [a] 4.2 28

95% Confidence Interval (1.4,57) 10.8,62)
Cox propertional hazards model [b]

Hazard Ratio 1.03

95% Confidence Interval (0,57, 1.84)
Stratified log-rank p-value [c] 0.9128

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)
Statistical analyses for AMNOG (HTA Germany)
Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Functional Scales - Emotional Functioning
Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC
MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 20(31.7) 13 (23.8)
Number of subjects censored, n (%) 43 (68.3) 42 (76.4)
Median time to first event (months) [a] 71 6.3
95% Confidence Interval (3.5, NE) 3.5, NE)
Cox propertional hazards model [b]
Hazard Ratio 0.84
95% Confidence Interval (0.41,1.72)
Stratified log-rank p-value [c] 0.6600

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.
ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Functional Scales - Cognitive Functioning

Dato-DXd Icc
(N=63} (N=55) Dato-Dxd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 27 (42.9) 23 (41.8)
Number of subjects censored, n (%) 36 (57.1) 32 (58.2)
Median time to first event (months) [a] 22 21

895% Confidence Intarval (1.4,8.3) (1.4 ,3.5)
Cox propertional hazards model [b]

Hazard Ratio 075

95% Confidence Interval (0.42,1.32)
Stratified log-rank p-value [c] 0.3087

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rf

Datopotamab deruxtecan (Datroway®) Seite 170 von 1953



Dossier zur Nutzenbewertung — Modul 4 A Stand: 23.05.2025

Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo

Page 6 of 15
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)
Statistical analyses for AMNOG (HTA Germany)
Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Functional Scales - Social Functioning
Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC
MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 24 (38.1) 20 (36.4)
Number of subjects censored, n (%) 39 (61.9) 35 (63.6)
Median time to first event (months) [a] 5.6 28
95% Confidence Interval (2.1, NE) 14 ,6.2)
Cox propertional hazards model [b]
Hazard Ratio 064
95% Confidence Interval (0.34,1.17)
Stratified log-rank p-value [c] 01378

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.
ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Symptom Scales - Fatigue

Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 30 (47.8) 28 (52.7)
Number of subjects censored, n (%) 33 (52.4) 26 (47.3)
Median time to first event (months) [a] 22 1.3

95% Confidence Interval (1.4 ,55) 0.7, 1.4)
Cox propertional hazards model [b]

Hazard Ratio 0.54

95% Confidence Interval (0.32,0.92)
Stratified log-rank p-value [c] 0.0243

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Symptom Scales - Nauses and Vomiting

Dato-DXd Icc
(N=63} (N=55) Dato-D¥d vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 23 (36.5) 15 (27.3)
Number of subjects censored, n (%) 40 (63.5) 40 (T2.7)
Median time to first event (months) [a] 7.0 4.8

95% Confidence Interval (2.8, NE) (1.4, NE)
Cox propertional hazards model [b]

Hazard Ratio 0.89

95% Confidence Interval (0.48, 1.74)
Stratified log-rank p-value [c] 0.7264

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Symptom Scales - Pain

Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 18 (28.8) 22 (40.0)
Number of subjects censored, n (%) 45 (71.4) 33 (80.0)
Median time to first event (months) [a] 4.0 21

95% Confidence Interval (4.2, NE) 0.8, 2.8)
Cox propertional hazards model [b]

Hazard Ratio 0.36

95% Confidence Interval (0.19, 0.69)
Stratified log-rank p-value [c] 0.0012

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Commaon Symptoms - Dyspnea

Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 18 (28.8) 15 (27.3)
Number of subjects censored, n (%) 45 (71.4) 40 (T2.7)
Median time to first event (months) [a] 8.3 5.6

95% Confidence Interval (4.2, NE) 2.8, NE)
Cox propertional hazards model [b]

Hazard Ratio 073

95% Confidence Interval (0,36, 1.47)
Stratified log-rank p-value [c] 0.3824

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Comman Symptoms - Insomnia

Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 18 (30.2) 11 (20.0)
Number of subjects censored, n (%) 44 (69.8) 44 (80.0)
Median time to first event (months) [a] 10.5 10.3

95% Confidence Interval (4.2, NE) 15.6 , NE)
Cox propertional hazards model [b]

Hazard Ratio 0.98

95% Confidence Interval (0.45, 2.10)
Stratified log-rank p-value [c] 0.9413

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)
Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Common Symptoms - Appelite Loss
Dato-DXd Icc
(N=63} (N=55) Dato-D¥d vs ICC
MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 21(33.3) 20 (36.4)
Number of subjects censored, n (%) 42 (66.7) 35 (63.6)
Median time to first event (months) [a] 8.3 14
95% Confidence Interval (2.7, NE) 0.8,9.7)
Cox propertional hazards model [b]
Hazard Ratio 0.48
95% Confidence Interval (0.25, 0.90)
Stratified log-rank p-value [c] 0.0237

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Comman Symptoms - Constipation

Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 24 (38.1) 17 (30.9)
Number of subjects censored, n (%) 39 (61.9) 38 (89.1)
Median time to first event (months) [a] 5.5 35

95% Confidence Interval (2.8, NE) 1.3, NE)
Cox propertional hazards model [b]

Hazard Ratio 0.82

95% Confidence Interval (0.44, 1.53)
Stratified log-rank p-value [c] 0.5521

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Common Symptoms - Diarrhea

Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 14 (22.2) 14 (25.5)
Number of subjects censored, n (%) 49 (77.8) 41 (74.5)
Median time to first event (months) [a] ME 55

95% Confidence Interval (5.6, NE) 2.8, NE)
Cox propertional hazards model [b]

Hazard Ratio 042

95% Confidence Interval (0.23,1.05)
Stratified log-rank p-value [c] 0.0622

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMNOG (HTA Germany)

Table 3.27.1 EQORTC QLQ-C30 - First deterioration - Time-to-event analysis - DCO 17-Jul-2023 - Modified Full Analysis Set A
Common Symptoms - Financial Difficulties

Dato-DXd Icc
(N=63} (N=55) Dato-DXd vs ICC

MWumber of subjects with PRO baseline measurement, n (%) 45 (71.4) 36 (65.5)
Mumber of subjects with at least one PRO post-baseline 45 (T1.4) 34 (81.8)
measurement, n (%)
Number of subjects with events, n (%) 18 (30.2) 12 (21.8)
Number of subjects censored, n (%) 44 (69.8) 43 (78.2)
Median time to first event (months) [a] 125 NE

95% Confidence Interval (3.5, NE) 3.4 NE)
Cox propertional hazards model [b]

Hazard Ratio 0.98

95% Confidence Interval (0.47, 2.04)
Stratified log-rank p-value [c] 0.9542

M: number of subjects in analysis set; %: Denominator is number of subjects in analysis set. ICC: Investigator's Cheice of Chemotherapy.

ME: not estimable, PRO: Palient Reported Qutcome.

[a] Median time to first event is from Kaplan-Meier estimate. Confidence Interval for median was computed using the Brookmeyer-Crowley method.

[b] Hazard ratio is from siratified Cox proportional hazards model, stratified by the randomization stratification factors. Confidence limits are based on the Wald test
[c] Two-sided p-walue from a stratified log-rank test using the same randomization stratification factors.

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLQ-C30 is considered in this table.

Data source: ADAM.ADQS, ADAMADQSTTE
Run date: 0BAUG2024 - 16:22; Program name: T_2_3_1.sas; Oufput name: DE.T_QLQC30_FD_mFASA.rf

Datopotamab deruxtecan (Datroway®) Seite 180 von 1953



Dossier zur Nutzenbewertung — Modul 4 A Stand: 23.05.2025
Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

EORTC QLQ-C30 — Zeit bis zur ersten Verschlechterung — Hauptanalyse — Kaplan-Meier-
Kurven

Daiichi Sankyo Page 1 of 15
Data Intelligence — Evidence Generation Final
D9268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMMOG (HTA Germany)

Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMMOG (HTA Germany)

Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A

Functional Scales - Physical Functioning
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Statistical analyses for AMMOG (HTA Germany)

Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A

Fumetional Scales - Rale Functioning
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification facltors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf

Datopotamab deruxtecan (Datroway®) Seite 187 von 1953



Dossier zur Nutzenbewertung — Modul 4 A Stand: 23.05.2025

Anhang 4-1: Analysen zum 1. Datenschnitt vom 17.07.2023

Daiichi Sankyo Page 8 of 15
Data Intelligence — Evidence Generation Final
DY268C00001 — TROPION-BREASTO1 (DCO 17July2023)

Statistical analyses for AMMOG (HTA Germany)

Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A

Commen Symptoms - Canstipation

100 ' Cansnr Mesdian (T
- Cato Od (W = G5 Date-Dxd 5% (28 NE) HF [905%, TI) 00&7 (144 1.63)
i & === KCM-55 IGC 3613, NE) Poalus: 05551
o B
g
T
=
£
[
£
& 50
E _____ 1
T 40 1
8 T
o % 1
& e Pty S T
o2
3
x

o 1 2 3 4 5 ] T & = 10 1% 12 13 14
Time (Months)

Fatiiia atl al ibia:
Dole-Dfd (M= B 63 ] az E 1= e u 8 E [ 1 1 1 o [

1CC W = 55 G F4 1% 14 ] 8 13 4 i 2 1 1 1 1 @

Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A

Commen Symptoms - Diarrhea
' Cansnr PMesdian (G}
Cato Od (W = G5 Date-Dxd ME (56 NE) HF [205% Tl 08 (173 1.06)
=== KCM-55 IGC 5624, NE) Poalue: DOE5

CRTS CLC-CA0 - First datedioration “ratablite ()

o 1 2 3 4 5 ] T & = 10 1% 12 13 14
Time (Months)

Fatiiia atl al ibia:
Dole-Dfd (M= B 63 a0 ar m = = Lol i 11 " [ 1 1 o [

1CC W = 55 G El 1= 14 11 7 13 4 i 2 1 1 1 1 @

Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified log-rank test using the same randomization stratification factors. ICC: Investigator's
Choice of Chemotherapy.

ME: not estimable, Cl: confidence interval..

A Minimal Clinically Important Difference of 10 for endpoints derived from EORTC QLO-C30 is considered in this table.

Data source: ADAM ADQS, ADAMADQSTTE
Run date: 08AUG2024 - 16:24, Program name: F_2_3_1.sas; Output name: DE.F_QLQC30_FD_mFASA.rtf
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Figure 3.27.1 EORTC QLQ-C30 - First deterioration - Kaplan-Meier plot - DCO 17-Jul-2023 - Modified Full Analysis Set A
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Hazard ratio (HR) is from stratified Cox proportional hazards model, stratified by the randomization stratification factors and
two-sided p-value is from a stratified 