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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: --

MODEL: --

STUDY: BO42863

Demographic and Baseline Characteristics

Treatment Group
400 mg QD
(N=29)

Age (years)

n 29

Mean (SD) 60.2 (14.12)

Median 65

Min - Max 30 - 87
Age Group (years) (n (%))

n 29

<65 14 (48.3%)

>=65 15 (51.7%)
Gender (n (%))

n 29

Female 15 (51.7%)

Male 14 (48.3%)
ECOG Performance Status

n 29

0 11 (37.9%)

1 17 (58.6%)

2 1 ( 3.4%)
Geographic region (n (%))

n 29




USA 7 (24.1%)
Europe 14 (48.3%)
Asia 8 (27.6%)
Race (n (%))
n 29
American Indian or Alaska Native 0
Asian 10 (34.5%)
Black or African American 0
Native Hawaiian or Other Pacific Islander 1 ( 3.4%)
White 17 (58.6%)
Unknown 1 ( 3.4%)
Other 0
CNS Metastases at Baseline
n 29
Yes 12 (41.4%)
No 17 (58.6%)
Radiotherapy/Radiosurgery to Brain within 2 Months Prior to Baseline
n 12
Yes
No 12 ( 100%)
Smoking History
n 29
Never Smoked 15 (51.7%)
Former 10 (34.5%)
Current (10.3%
Unknown 3.4%
NSCLC Histology Type
n 29
Adenocarcinoma 29 ( 100%)
Squamous

Other




Number of Prior Antineoplastic Systemic Therapy Lines

n 29

29 ( 100%)

0
1
>=2

Tumor Stadium at Screening

n 29
Stage IIB

Stage TIIT

Stage IV 29 ( 100%)
Unknown 0

RET-fusion

n 29
KIF5B 20 (69.0%)
CCDC6 3 (10.3%)
NCOA4 0
Other 6 (20.7%)

Follow-up time [Days]

Median 190
Mean (SD) 222.5 (132.51)
Min - Max 54 - 693

Prior Antineoplastic Therapies

Chemotherapy

Platinum-based Chemotherapy

PD- (L)1 Inhibitors

oj|jo|jo|o

MKTI

Clinical cut-off: 18NOV2019

Program: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE BASE/prod/program/oth dm.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC_NDA/prod/output/oth dm B63 18NOV2019 EF TN.xls
07MAY2021 9:49






POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: --

MODEL: --

STUDY: BO42863

Demographic and Baseline Characteristics

Treatment Group

400 mg QD
(N=75)

Age (years)

n 75

Mean (SD) 60.6 (13.74)

Median 63

Min - Max 30 - 87
Age Group (years) (n (%))

n 75

<65 41 (54.7%)

>=65 34 (45.3%)
Gender (n (%))

n 75

Female 36 (48.0%)

Male 39 (52.0%)
ECOG Performance Status

n 75

0 31 (41.3%)

1 43 (57.3%)

2 1 ( 1.3%)
Geographic region (n (%))

n 75

USA 22 (29.3%)

Europe 40 (53.3%)

Asia 13 (17.3%)




Race (n (%))

n 75
American Indian or Alaska Native 0
Asian 17 (22.7%)
Black or African American 0
Native Hawaiian or Other Pacific Islander 1 (1.3%)
White 52 (69.3%)
Unknown 5 ( 6.7%)
Other 0
CNS Metastases at Baseline
n 75
Yes 25 (33.3%)
No 50 (66.7%)
Radiotherapy/Radiosurgery to Brain within 2 Months Prior to Baseline
n 25
Yes 0
No 25 ( 100%)
Smoking History
n 75
Never Smoked 41 (54.7%)
Former 28 (37.3%)
Current ( 5.3%)
Unknown (2.7%)
NSCLC Histology Type
n 75
Adenocarcinoma 74 (98.7%)
Squamous 1 ( 1.3%)
Other 0
Number of Prior Antineoplastic Systemic Therapy Lines
n 75
0 75 ( 100%)
1
>=2




Tumor Stadium at Screening

n 75
Stage IIB 1 (1.3%)
Stage III 1 ( 1.3%)
Stage IV 73 (97.3%)
Unknown 0

RET-fusion

n 75

KIF5B 50 (66.7%)
CCDC6 13 (17.3%)
NCOA4 1 ( 1.3%)
Other 11 (14.7%)

Follow-up time [Days]

Median 318
Mean (SD) 339.4 (179.83)
Min - Max 48 - 1047

Prior Antineoplastic Therapies

Chemotherapy

Platinum-based Chemotherapy

PD- (L)1 Inhibitors

(o} ol ol o)

MKTI

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth dm.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180/prod/output/oth dm B63 06NOV2020 EF TN.xls
07MAY2021 10:17



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: --

MODEL: --

STUDY: BO42863

Disposition of Patients

Treatment Group
400 mg QD
(N=75)
Treatment Status
n 75
Discontinued 37 (49.3%)
Ongoing 38 (50.7%)
Reason for Treatment Discontinuations
n 37
Adverse Event 8 (10.7%)
Other 1 (1.3%)
Physician Decision 1 ( 1.3%)
Progressive Disease 23 (30.7%)
Withdrawal By Subject ( 5.3%)
Study Status
n 75
Discontinued 28 (37.3%)
Ongoing 47 L 7%)
Reason for Study Discontinuations
n 28
Death 12 (16.0%)
Lost To Follow-Up 1 ( 1.3%)
Progressive Disease 11 (14.7%)
Withdrawal By Subject 4 ( 5.3%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth disp.sas
Output: root/clinical_studies/R0O7499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA D180_import/prod/output/oth_disp B63_06NOV2020_EF_TN.xls
26FEB2021 15:35






POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: --

MODEL: --

STUDY: BO42863

Demographic and Baseline Characteristics

Treatment Group
400 mg QD
(N=103)

Age (years)

n 103

Mean (SD) 59.5 (10.39)

Median 60

Min - Max 28 - 85
Age Group (years) (n (%))

n 103

<65 67 (65.0%)

>=65 36 (35.0%)
Gender (n (%))

n 103

Female 54 (52.4%)

Male 49 (47.6%)
ECOG Performance Status

n 103

0 39 (37.9%)

1 59 (57.3%)

2 5 ( 4.9%)
Geographic region (n (%))

n 103




USA 37 | %
Europe 35 (34.0%
Asia 31 (30.1%
Race (n (%))
n 103
American Indian or Alaska Native 0
Asian 33 (32.0%)
Black or African American 0
Native Hawaiian or Other Pacific Islander 0
White 58 (56.3%)
Unknown 10 ( 9.7%)
Other 2 (1.9%)
CNS Metastases at Baseline
n 103
Yes 43 (41.7%)
No 60 (58.3%)
Radiotherapy/Radiosurgery to Brain within 2 Months Prior to Baseline
n 43
Yes 0
No 43 ( 100%)
Smoking History
n 103
Never Smoked 67 (65.0%)
Former 33 (32.0%)
Current ( 1.0%)
Unknown (1.9%)
NSCLC Histology Type
n 103
Adenocarcinoma 97 (94.2%)
Squamous 2 (1.9%)
Undifferentiated 1 ( 1.0%)
Other 3 (2.9%)




Number of Prior Antineoplastic Systemic Therapy Lines
103
0 0
1 43 (41.7%)
>=2 60 (58.3%)
Tumor Stadium at Screening
n 103
Stage IIB 0
Stage III 3 ( 2.9%)
Stage IV 100 (97.1%)
Unknown 0
RET-fusion
n 103
KIF5B 74 (71.8%)
CCDC6 19 (18.4%)
NCOA4 0
Other 10 ( 9.7%)
Follow-up time [Days]
Median 259
Mean (SD) 276.9 (144.25)
Min - Max 29 - 565
Prior Antineoplastic Therapies
Chemotherapy 93 (90.3%)
Platinum-based Chemotherapy 92 (89.3%)
PD- (L)1 Inhibitors 48 (46.6%)
MKI 27 (26.2%)

Clinical cut-off: 18NOV2019

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth dm.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC NDA/prod/output/oth dm B63 18NOV2019 EF TP.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: --

MODEL: --

STUDY: BO42863

Demographic and Baseline Characteristics

Treatment Group

Asia

400 mg QD
(N=158)

Age (years)

n 158

Mean (SD) 58.6 (11.39)

Median 59,5

Min - Max 26 - 85
Age Group (years) (n (%))

n 158

<65 104 (65.8%)

>=65 54 (34.2%)
Gender (n (%))

n 158

Female 86 (54.4%)

Male 72 (45.6%)
ECOG Performance Status

n 158

0 47 (29.7%)

1 106 (67.1%)

2 5 ( 3.2%)
Geographic region (n (%))

n 158

USA 40 (25.3%)

Europe 45 (28.5%)

73 (46.2%)




Race (n (%))

n 158
American Indian or Alaska Native 0
Asian 75 (47.5%)
Black or African American 0
Native Hawaiian or Other Pacific Islander 1 ( 0.6%)
White 69 (43.7%)
Unknown 11 ( 7.0%)
Other 2 (1.3%)
CNS Metastases at Baseline
n 158
Yes 62 (39.2%)
No 96 (60.8%
Radiotherapy/Radiosurgery to Brain within 2 Months Prior to Baseline
n 62
Yes 0
No 62 ( 100%)
Smoking History
n 158
Never Smoked 104 (65.8%)
Former 50 (31.6%)
Current (1.3%)
Unknown (1.3%)
NSCLC Histology Type
n 158
Adenocarcinoma 150 (94.9%)
Squamous 2 (1.3%)
Undifferentiated 1 ( 0.6%)
Other 5 ( 3.2%)
Number of Prior Antineoplastic Systemic Therapy Lines
158
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Tumor Stadium at Screening

n 158
Stage IIB 0
Stage III 4 ( 2.5%)
Stage IV 154 (97.5%)
Unknown 0

RET-fusion

n 158
KIF5B 114 (72.2%)
CCDC6 28 (17.7%)
NCOA4 0
Other 16 (10.1%)

Follow-up time [Days]

Median 363
Mean (SD) 403.1 (247.31)
Min - Max 29 - 919

Prior Antineoplastic Therapies

Chemotherapy 138 (87.3%)

Platinum-based Chemotherapy 136 (86.1%)
PD- (L)1 Inhibitors 69 (43.7%)
MKI 44 (27.8%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth dm.sas

Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180/prod/output/oth dm B63 06NOV2020 EF TP.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: --

MODEL: --

STUDY: BO42863

Disposition of Patients

Treatment Group
400 mg QD
(N=158)
Treatment Status
n 158
Discontinued 86 (54.45%)
Ongoing 72 (45.6%)
Reason for Treatment Discontinuations
n 86
Adverse Event 26 (16.5%)
Other 1 ( 0.6%)
Physician Decision 2 (1.3%)
Progressive Disease 51 (32.3%)
Withdrawal By Subject 6 ( 3.8%)
Study Status
n 158
Discontinued 74 (46.8%)
Ongoing 84 (53.2%)
Reason for Study Discontinuations
n 74
Adverse Event 2 (1.3%)
Death 43 (27.2%)
Initiation Of Another Therapy 2 ( 1.3%)
Lost To Follow-Up 1 ( 0.6%)
Progressive Disease 14 ( 8.9%)
Withdrawal By Subject 12 ( 7.6%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth disp.sas



Output: root/clinical_studies/R0O7499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA D180_import/prod/output/oth_disp B63_06NOV2020_EF_TP.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: --

MODEL: --

STUDY: BO42863

Demographic and Baseline Characteristics

Treatment Group
400 mg QD
(N=132)

Age (years)

n 132

Mean (SD) 59.7 (11.26)

Median 60

Min - Max 28 - 87
Age Group (years) (n (%))

n 132

<65 81 (61.4%)

>=65 51 (38.6%)
Gender (n (%))

n 132

Female 69 (52.3%)

Male 63 (47.7%)
ECOG Performance Status

n 132

0 50 (37.9%)

1 76 (57.6%)

2 6 ( 4.5%)
Geographic region (n (%))

n 132




USA 44 ( 5)
Europe 49 (37.1%)
Asia 39 %)
Race (n (%))
n 132
American Indian or Alaska Native 0
Asian 43 (32.6%)
Black or African American 0
Native Hawaiian or Other Pacific Islander 1 ( 0.8%)
White 75 (56.8%)
Unknown 11 ( 8.3%)
Other 2 (1.5%)
CNS Metastases at Baseline
n 132
Yes 55 (41.7%)
No 77 (58.3%)
Radiotherapy/Radiosurgery to Brain within 2 Months Prior to Baseline
n 55
Yes 0
No 55 ( 100%)
Smoking History
n 132
Never Smoked 82 (62.1%)
Former 43 (32.06%)
Current 4 ( 3.0%)
Unknown 3 ( 2.3%)
NSCLC Histology Type
n 132
Adenocarcinoma 126 (95.5%
Squamous 2 ( 1.5%)
Undifferentiated 1 ( 0.8%)
Other 3 (2.3%)




Number of Prior Antineoplastic Systemic Therapy Lines

132
0 29 (22.0%)
1 43 (32.6%)
>=2 60 (45.5%)
Tumor Stadium at Screening
n 132
Stage IIB 0
Stage III 3 ( 2.3%)
Stage IV 129 (97.7%)
Unknown 0
RET-fusion
n 132
KIF5B 94 (71.2%)
CCDC6 22 (16.7%)
NCOA4 0
Other 16 (12.1%)
Follow-up time [Days]
Median 249,5
Mean (SD) 265.0 (143.006)
Min - Max 29 - 693
Prior Antineoplastic Therapies
Chemotherapy 93 (70.5%)
Platinum-based Chemotherapy 92 (69.7%)
PD- (L)1 Inhibitors 48 (36.4%)
MKT 27 (20.5%)

Clinical cut-off: 18NOV2019

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth dm.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC NDA/prod/output/oth dm B63 18NOV2019 EF TO.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: --
MODEL: --
STUDY: BO42863

Demographic and Baseline Characteristics

Treatment Group

Asia

400 mg QD
(N=233)

Age (years)

n 233

Mean (SD) 59.2 (12.20)

Median 60

Min - Max 26 - 87
Age Group (years) (n (%))

n 233

<65 145 (62.2%)

>=65 88 (37.8%)
Gender (n (%))

n 233

Female 122 (52.4%)

Male 111 (47.6%)
ECOG Performance Status

n 233

0 78 (33.5%)

1 149 (63.9%)

2 6 ( 2.6%)
Geographic region (n (%))

n 233

USA 62 (26.6%)

Europe 85 (36.5%)

86 (36.9%)




Race (n (%))

n 233

American Indian or Alaska Native 0

Asian 92 (39.5%)

Black or African American 0

Native Hawaiian or Other Pacific Islander 2 ( 0.9%)

White 121 (51.9%)

Unknown 16 ( 6.9%)

Other 2 ( 0.9%)
CNS Metastases at Baseline

n 233

Yes 87 (37.3%)

No 146 (62.7%)
Radiotherapy/Radiosurgery to Brain within 2 Months Prior to Baseline

n 87

Yes 0

No 87 ( 100%)
Smoking History

n 233

Never Smoked 145 (62.2%)

Former 78 (33.5%)

Current 6 ( 2.6%)

Unknown 4 (1.7%)
NSCLC Histology Type

n 233

Adenocarcinoma 224 (96.1%)

Squamous 3 (1.3%)

Undifferentiated 1 ( 0.4%)

Other 5 (2.1%)
Number of Prior Antineoplastic Systemic Therapy Lines

233

0 75 (32.2%)

1 73 (31.3%)

>

85 (36.5%)




Tumor Stadium at Screening

n 233
Stage IIB 1 ( 0.4%)
Stage III 5 (2.1%)
Stage IV 227 (97.4%)
Unknown 0

RET-fusion

n 233
KIF5B 164 (70.45%)
CCDC6 41 (17.6%)
NCOA4 1 ( 0.4%)
Other 27 (11.6%)

Follow-up time [Days]

Median 345
Mean (SD) 382.6 (229.34)
Min - Max 29 - 1047

Prior Antineoplastic Therapies

Chemotherapy 138 (59.2%)

Platinum-based Chemotherapy 136 (58.4%)
PD- (L)1 Inhibitors 69 (29.06%)
MKI 44 (18.9%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth dm.sas

Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180/prod/output/oth dm B63 06NOV2020 EF TO.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, PRO population, Safety Population
ENDPOINT: --

MODEL: --

STUDY: BO42863

Demographic and Baseline Characteristics

Treatment Group
400 mg QD
(N=221)

Age (years)

n 221

Mean (SD) 59.2 (12.33)

Median 60

Min - Max 26 - 87
Age Group (years) (n (%))

n 221

<65 141 (63.8%)

>=65 80 (36.2%)
Gender (n (%))

n 221

Female 128 (57.9%)

Male 93 (42.1%)
ECOG Performance Status

n 220

0 63 (28.6%)

1 157 (71.4%)

2 0
Geographic region (n (%))

n 221

USA 43 (19.5%)

Europe 74 (33.5%)

Asia 104 (47.1%)




Race (n (%))

n 221

American Indian or Alaska Native 0

Asian 109 (49.3%)

Black or African American ( 0.5%)

Native Hawaiian or Other Pacific Islander ( 0.9%)

White (42.5%)

Unknown ( 5.9%)

Other ( 0.9%)
CNS Metastases at Baseline

n 221

Yes 72 (32.6%)

No 149 (67.4%)
Radiotherapy/Radiosurgery to Brain within 2 Months Prior to Baseline

n 72

Yes 0

No 72 ( 100%)
Smoking History

n 221

Never Smoked 136 (61.5%)

Former 74 (33.5%)

Current 6 ( 2.7%)

Unknown 5 ( 2.3%)
NSCLC Histology Type

n 221

Adenocarcinoma 215 (97.3%)

Squamous 2 ( 0.9%)

Other 4 (1.8%)
Number of Prior Antineoplastic Systemic Therapy Lines

n 221

0 108 (48.9%)

1 60 (27.1%)

>=2

53 (24.0%)




Tumor Stadium at Screening

n 221
Stage IIB 1 ( 0.5%)
Stage III 5 ( 2.3%)
Stage IV 215 (97.3%)
Unknown 0

RET-fusion

n 221

KIF5B 155 (70.1%)
CCDC6 38 (17.2%)
NCOA4 2 ( 0.9%)
Other 26 (11.8%)

Follow-up time [Days]

Median 286
Mean (SD) 311.6 (200.00)
Min - Max 34 - 793

Prior Antineoplastic Therapies

Chemotherapy 95 (43.0%)

Platinum-based Chemotherapy 94 (42.5%)
PD- (L)1 Inhibitors 47 (21.3%)
MKI 31 (14.0%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth dm.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180/prod/output/oth dm B63 06NOV2020 SAF P41 TO.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Safety Population

ENDPOINT: --

MODEL: --

STUDY: BO42863

Demographic and Baseline Characteristics

Treatment Group

400 mg QD
(N=281)

Age (years)

n 281

Mean (SD) 59.3 (11.94)

Median 60

Min - Max 26 - 87
Age Group (years) (n (%))

n 281

<65 176 (62.6%)

>=65 105 (37.4%)
Gender (n (%))

n 281

Female 152 (54.1%)

Male 129 (45.9%)
ECOG Performance Status

n 280

0 84 (30.0%)

1 190 (67.9%)

2 6 ( 2.1%)
Geographic region (n (%))

n 281

USA 64 (22.8%)

Europe 95 (33.8%)

Asia 122 (43.4%)




Race (n (%))

n 281
American Indian or Alaska Native 0
Asian 128 (45.6%)
Black or African American ( 0.4%)
Native Hawaiian or Other Pacific Islander ( 0.7%)
White 130 (46.3%)
Unknown 18 ( 6.4%)
Other 2 (0.7%)
CNS Metastases at Baseline
n 281
Yes 97 (34.5%)
No 184 (65.5%)
Radiotherapy/Radiosurgery to Brain within 2 Months Prior to Baseline
n 97
Yes 0
No 97 ( 100%)
Smoking History
n 281
Never Smoked 176 (62.6%)
Former 93 (33.1%)
Current 7 ( 2.5%)
Unknown 5 (1.8%)
NSCLC Histology Type
n 281
Adenocarcinoma 272 (96.8%)
Squamous 3 (1.1%)
Undifferentiated 1 ( 0.4%)
Other 5 (1.8%)
Number of Prior Antineoplastic Systemic Therapy Lines
281
116 (41.3%)

4%)
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Tumor Stadium at Screening

n 281
Stage IIB 1 ( 0.4%)
Stage III 7 ( 2.5%)
Stage IV 273 (97.2%)
Unknown 0

RET-fusion

n 281
KIF5B 197 (70.1%)
CCDC6 50 (17.8%)
NCOA4 2 (0.7%)
Other 32 (11.4%)

Follow-up time [Days]

Median 283
Mean (SD) 334.8 (234.63)
Min - Max 29 - 1047

Prior Antineoplastic Therapies

Chemotherapy 143 (50.9%)

Platinum-based Chemotherapy 141 (50.2%)
PD- (L)1 Inhibitors 73 (26.0%)
MKI 45 (16.0%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth dm.sas

Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC_MAA D180/prod/output/oth dm B63 06NOV2020 SE TO.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: --

MODEL: --

STUDY: BO42863

Disposition of Patients

Treatment Group
400 mg QD
(N=233)
Treatment Status
n 233
Discontinued 123 (52.8%
Ongoing 110 (47.2%)
Reason for Treatment Discontinuations
n 123
Adverse Event 34 (14.6%)
Other 2 ( 0.9%)
Physician Decision 3 ( 1.3%)
Progressive Disease 74 (31.8%)
Withdrawal By Subject 10 ( 4.3%)
Study Status
n 233
Discontinued 102 (43.8%
Ongoing 131 %)
Reason for Study Discontinuations
n 102
Adverse Event 2 ( 0.9%)
Death 55 (23.6%)
Initiation Of Another Therapy 2 ( 0.9%)
Lost To Follow-Up 2 ( 0.9%)
Progressive Disease 25 (10.7%)
Withdrawal By Subject 16 ( 6.9%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth disp.sas



Output: root/clinical_studies/R0O7499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA D180_import/prod/output/oth_disp B63_06NOV2020_EF_TO.xls
26FEB2021 15:34



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Safety Population
ENDPOINT: --

MODEL: --

STUDY: BO42863

Disposition of Patients

Treatment Group
400 mg QD
(N=281)
Treatment Status
n 281
Discontinued 130 (46.3%)
Ongoing 151 (53.7%)
Reason for Treatment Discontinuations
n 130
Adverse Event 39 (13.9%)
Other 2 ( 0.7%)
Physician Decision 3 (1.1%)
Progressive Disease 75 (26.7%)
Withdrawal By Subject 11 ( 3.9%)
Study Status
n 281
Discontinued 106 (37.7%
Ongoing 175 (62.3%)
Reason for Study Discontinuations
n 106
Adverse Event 2 ( 0.7%)
Death 59 (21.0%)
Initiation Of Another Therapy 2 (0.7%)
Lost To Follow-Up 2 ( 0.7%)
Progressive Disease 25 ( 8.9%)
Withdrawal By Subject 16 ( 5.7%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth disp.sas
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: --

MODEL: --

STUDY: B0O42863

Number of centers/countries/geographical regions with <10, >=10 patients per arm

Center Country Geographical region (3)
n of n of n of

patients % randomized patients % randomized patients % randomized
Category n (4) % (5) randomized (6) patients (7) n (4) % (5) randomized (6) patients (7) n (4) % (5) randomized (6) patients (7
Overall 52 100 233 100 11 100 233 100 3 100 233 100
with <10 patients per arm (1) 47 90, 4 161 69,1 3 27,3 14 6 0 0 0 0
with >=10 patients per arm (2) 5 9,6 72 30,9 8 72,17 219 94 3 100 233 100
(1): "<10 patients" category if at least one treatment arm has <10 patients. (2): ">=10 patients" category if all treatment arms have >=10 patients.
(3) : Geographical regions: Asia-Pacific, Europe, Other. (4): Number of centers/countries/geographical regions. (5): % of centers/countries/geographical regions compared to overall number.
(6) : Number of patients randomized in the corresponding category (e.g. number of patients randomized in centers with <10 patients per arm).
(7): % of randomized patients compared to overall number of randomized patients (e.g. % of randomized patients in centers with <10 patients per arm compared to overall number of randomized patients).
Clinical cut-off: 06NOV2020

Program: root/clinical_ studies/R0O7499790/CDT30370/B042863/data_analysis/ACE_BASE/prod/program/oth_center.sas
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Safety Population

ENDPOINT: --

MODEL: --

STUDY: BO42863

Time of patient inclusion per center
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POPULATION: All Screened Patients
ENDPOINT: --

MODEL: --

STUDY: BO42863

Screening Information

Screened Patients
(N=644)
Patients who were Screening Failures 65 (10.1%)
Reason for Screening Failure
n 65
Consent Withdrawn 4 ( 0.6%)
Does Not Meet Inclusion Criteria 28 ( 4.3%)
Meets Exclusion Criteria 31 ( 4.8%)
Other 2 ( 0.3%)
Patients Not Assigned to Treatment 1 ( 0.2%)
Patients who Received at least one Pralsetinib Dose 578 (89.8%)
Patients who Received at least one Pralsetinib 400mg
Dose 528 (82.0%)
Patients with RET fusion NSCLC 295 (45.8%)
Patients with RET fusion NSCLC and Prior Selective
RET-inhibitor 14 ( 2.2%)
Patients with RET fusion NSCLC and No Prior
Selective RET-inhibitor 281 (43.6%)
Patients with Other RET-altered Solid Tumors 49 ( 7.6%)

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/oth scr.sas
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: Overall Survival
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)

100

80

Treatment group
400 mg QD
+ Censored

i

60

40

Event-free probability

20

0 2 4 6 8 10 12 14 16 18 20 22

Time (months)

Patients at risk

400 mg QD 75 73 67 63 53 38 24 18 11 8 4 3
Patients censored
400 mg QD 0 0 4 6 16 28 41 46 52 55 59 60

Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: Overall Survival
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400

ENDPOINT: Overall Survival
MODEL: --
STUDY: B0O42863

Time to Event Landmark Analysis

Time to Overall Survival

mg QD, Treatment-Naive Patients, Efficacy Population

400 mg QD
(N=75)
Patients with event (%) 12 (16.0%)
Patients without event (%) 63 (84.0%)
Time to event (months)
Median NE
95% CI NE
25% and 75%-ile 14.9 - NE
Range 1.3 - 32.6%
Time point analysis
3 months
Patients remaining at risk 69
Event Free Rate (%) 96
95% CI (91.57, 100.00)
6 months
Patients remaining at risk 63
Event Free Rate (%) 91,74
95% CI (85.40, 98.08)
9 months
Patients remaining at risk 47
Event Free Rate (%) 91,74
95% CI (85.40, 98.08)
12 months
Patients remaining at risk 24




Event Free Rate (%) 82,33
95% CI (71.86, 92.81)
15 months
Patients remaining at risk 14
Event Free Rate (%) 73,97
95% CI (59.33, 88.61)
18 months
Patients remaining at risk 8
Event Free Rate (%) 73,97
95% CI (59.33, 88.61)
21 months
Patients remaining at risk 3
Event Free Rate (%) 73,97
95% CI (59.33, 88.61)
24 months
Patients remaining at risk 2
Event Free Rate (%) 73,97
95% CI (59.33, 88.61)

* Censored values.

Summaries of time to event (median, percentiles) are based on Kaplan Meier estimates.
95% CI for median was computed using the method of Brookmeyer and Crowley.

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff lm.sas
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, No Prior Systemic Treatment, Safety Population

ENDPOINT: Overall Survival
STUDY: B042863
Time to Event Landmark Analysis

400 mg QD
(N=116)

Deaths, n(%)

Death

16 (13.8%)

Censored, n (%)

n (Total Patients)

100 (86.2%)

Alive 95 (81.9%)
Lost to Follow-up 1 ( 0.9%)
Withdrawal of Consent 4 ( 3.4%)
Overall Follow-Up Time Kaplan-Meier Estimates (Months)
11
Median 9.5
95% CI (7.9, 11.1)
25% and 75%-ile 4.1 - 14.7
Overall Survival Kaplan-Meier Estimates (Months) [2]
Median NE
95% CI NE
25% and 75%-ile 14.9 - NE
Overall Survival Rate
3-months
Events 7
Censored 21
Patients remaining at risk 88
Event free proportion (%) 93.51

95% CI (88.84, 98.17)
6-months

Events 10

Censored 43

Patients remaining at risk 63

Event free proportion (%) 89.73

95% CI (83.60, 95.87)
9-months

Events 10

Censored 59




Patients remaining at risk 47

Event free proportion (%) 89.73

95% Cl (83.60, 95.87)
12-months

Events 14

Censored 78

Patients remaining at risk 24

Event free proportion (%) 80.53

95% CI (70.32, 90.75)
18-months

Events 16

Censored 92

Patients remaining at risk 8

Event free proportion (%) 72.35

95% CI1 (58.05, 86.65)
24-months

Events 16

Censored 98

Patients remaining at risk 2

Event free proportion (%) 72.35

95% CI (58.05, 86.65)
30-months

Events 16

Censored 99

Patients remaining at risk 1

Event free proportion (%) 72.35

95% CI1 (58.05, 86.65)

[1] Overall follow-up time is based on reverse Kaplan-Meier method, with censoring at date of study discontinuation.
[2] The 95% Cl is based on Greenwood formula.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R07499790/CDT30370/B042863/data_analysis/ACE_BASE/prod/progran/eff_Ima.sas
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Subgroup analysis, Overall Survival

MODEL: Unstratified analysis

STUDY: BO42863

Time to event analysis

(N=75)
Patients |Patients with Event| Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level % n % n % Median (months) Median Median
All n/a 75] 100.0 12 16.0 63| 84.0 NE NE NE
Sex Female 36| 48.0 6 16.7 30] 83.3 NE 14.9 NE
Male 39] 52.0 6 15.4 33] 84.6 NE NE NE
Age < 65 41| 54.7 5 12.2 36| 87.8 NE NE NE
>= 65 34] 45.3 7 20.6 271 79.4 NE 12.4 NE
ECOG performance
status 0 31| 41.3 4 12.9 271 87.1 NE NE NE
1 43] 57.3 7 16.3 36| 83.7 NE 14.9 NE
2 1 1.3 1 100.0 0 0.0 - - -
Geographic region USA 221 29.3 1 4.5 211 95.5 NE NE NE
Europe (EU) 40| 53.3 8 20.0 32] 80.0 NE 12.4 NE
Asia (AS) 13] 17.3 3 23.1 101 76.9 NE 14.9 NE
Race/ethnicity Asian 171 22.7 3 17.6 14] 82.4 NE 14.9 NE
Non-Asian 531 70.7 8 15.1 451 84.9 NE NE NE
Unknown 5 6.7 1 20.0 41 80.0 - - -

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff tte2.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA D180 _import/prod/output/eff tte2 B63 06NOV2020_EF TN_OS_SG.xls
25FEB2021 20:56



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Overall Survival
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Overall Survival
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Overall Survival
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Overall Survival
MODEL: --
STUDY: BO42863

Time to Event Landmark Analysis

Time to Overall Survival

400 mg QD
(N=158)

Patients with event (%) 45 (28.5%)
Patients without event (%) 113 (71.5%)
Time to event (months)

Median NE

95% CI NE

25% and 75%-ile 9.0 - NE

Range 0.7 - 28.7%

Time point analysis

3 months
Patients remaining at risk 142
Event Free Rate (%) 96,08
95% CI (93.00, 99.16)
6 months
Patients remaining at risk 117
Event Free Rate (%) 85,59
95% CI (79.88, 91.31)
9 months
Patients remaining at risk 97
Event Free Rate (%) 75,76
95% CI (68.63, 82.90)
12 months
Patients remaining at risk 76




Event Free Rate (%) 72,47
95% CI (64.94, 79.99)
15 months
Patients remaining at risk 56
Event Free Rate (%) 71,38
95% CI (63.68, 79.09)
18 months
Patients remaining at risk 49
Event Free Rate (%) 67,39
95% CI (58.89, 75.89)
21 months
Patients remaining at risk 29
Event Free Rate (%) 63,17
95% CI (53.96, 72.38)
24 months
Patients remaining at risk 18
Event Free Rate (%) 63,17
95% CI (53.96, 72.38)

* Censored values.

Summaries of time to event (median, percentiles) are based on Kaplan Meier estimates.
95% CI for median was computed using the method of Brookmeyer and Crowley.

Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Prior Systemic Treatment, Safety Population
ENDPOINT: Overall Survival

STUDY: B042863

Time to Event Landmark Analysis

400 mg QD
(N=165)
Deaths, n(%)
Death 45 (27.3%)
Censored, n (%)
n (Total Patients) 120 (72.7%)
Alive 107 (64.8%)
Lost to Follow-up 1 ( 0.6%)
Withdrawal of Consent 12 ( 7.3%)
Overall Follow-Up Time Kaplan-Meier Estimates (Months)
11
Median 19.7
95% CI (14.9, 21.3)
25% and 75%-ile 12.1 - 23.9
Overall Survival Kaplan-Meier Estimates (Months) [2]
Median NE
95% CI NE
25% and 75%-ile 9.1 - NE
Overall Survival Rate
3-months
Events 6
Censored 12
Patients remaining at risk 147
Event free proportion (%) 96.24
95% CI (93.29, 99.19)
6-months
Events 21
Censored 27
Patients remaining at risk 117
Event free proportion (%) 85.82
95% CI (80.17, 91.46)
9-months
Events 34
Censored 34




Patients remaining at risk

97

Event free proportion (%)

75.96

95% CI (68.86, 83.06)
12-months

Events 38

Censored 51

Patients remaining at risk 76

Event free proportion (%) 72.66

95% CI (65.16, 80.15)
18-months

Events 42

Censored 74

Patients remaining at risk 49

Event free proportion (%) 67.57

95% CI1 (59.08, 76.05)
24-months

Events 45

Censored 102

Patients remaining at risk 18

Event free proportion (%) 63.34

95% CI (54.13, 72.54)
30-months

Events NE

Censored NE

Patients remaining at risk NE

Event free proportion (%) NE

95% CI NE

[1] Overall follow-up time is based on reverse Kaplan-Meier method, with censoring at date of study discontinuation.
[2] The 95% CI is based on Greenwood formula.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R07499790/CDT30370/B042863/data_analysis/ACE_BASE/prod/progran/eff_Ima.sas
Output: root/clinical_studies/R07499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff_Ima_B042863_SAF_NSCLCPS_0S.xls
12MAR2021 12:01



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD,
ENDPOINT: Subgroup analysis, Overall Survival
MODEL: Unstratified analysis

STUDY: B042863
Time to event analysis

Pre-Treated Patients, Efficacy Population

(N=158)
Patients Patients with Event| Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level n % n % n % Median (months) Median Median
All n/a 158] 100,0 45 28,5| 113 71,5 NE NE NE
Sex Female 86| 54,4 20 23,3 66| 76,7 NE NE NE
Male 72 45,6 25 34,7 47 65,3 NE 17,2 NE
Age < 65 104| 65,8 29 27,9 751 72,1 NE NE NE
>= 65 54| 34,2 16 29,6 38 70,4 NE 17,1 NE
ECOG performance status 0 47 29,7 7 14,9 40 85,1 NE NE NE
1 106| 67,1 33 31,1 73] 68,9 NE NE NE
2 5 3,2 5 100,0 0 0,0 - - -
Geographic region USA 40| 25,3 10 25,0 301 75,0 NE NE NE
Europe (EU) 451 28,5 13 28,9 321 71,1 NE 17,1 NE
Asia (AS) 73| 46,2 22 30,1 51 69,9 NE 19,2 NE
Race/ethnicity Asian 75 47,5 24 32,0 51 68,0 NE 19,2 NE
Non-Asian 72 45,6 19 26,4 53 73,6 NE NE NE
Unknown 11 7,0 2 18,2 9 81,8 NE NE NE
Number of prior antineoplastic systemic therapy
lines I 1 73| 46,2 19 26,0 54 74,0 NE NE NE
>= 2 85| 53,8 26 30,6 59 69,4 NE 19,2 NE

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data_analysis/ACE BASE/prod/program/eff tte2.sas
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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Output: root/clinical_studies/RO7499790/CDT30370/B0O42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff_g_tte_km_B63_06NOV2020_EF_TO_OS.pdf
23MAR2021 8:41



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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o Age
w 20 | — <65
— - — - >=65
+ Censored
0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
Patients at risk
<65 145 140 135 118 101 89 69 52 46 141 29 18 13 6 2 NE
>=65 88 78 72 62 54 43 31 24 21 16 11 8 7 5 2 1
Patients censored
<65 0 2 4 10 20 28 48 64 69 73 82 93 98 105 109 NE
>=65 0 6 10 16 21 27 37 43 46 49 54 57 58 60 63 64

Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff_g_tte_km_B63_06NOV2020_EF _TO_OS_SGAGEG65.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Overall Survival
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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1 0 6 11 15 23 34 57 72 78 81
2 0 0 0 0 0 0 0 0 0 0

Clinical cut-off: 06NOV2020
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Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff g_tte_km_B63_06NOV2020_EF_TO_OS_SGECOG.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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Patients at risk
Asia (AS) 86 82 78 66 57 51 39 23 17 16 11 7 5 4 1 NE
Europe (EVU) 85 78 72 61 50 38 26 21 20 15 8 2 2 NE NE NE
USA 62 58 57 53 48 43 35 32 30 26 21 17 13 7 3 1
Patients censored
Asia (AS) 0 1 2 7 10 13 25 40 45 46 50 54 56 57 60 NE
Europe (EU) 0 4 9 13 22 30 42 46 47 50 56 62 62 NE NE NE
USA 0 3 3 6 9 12 18 21 23 26 30 34 38 44 48 50

Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
Output: root/clinical_studies/RO7499790/CDT30370/B0O42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff_g_tte_km_B63_06NOV2020_EF_TO_OS_SGGEO.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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0
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Patients at risk
Asian 92 87 83 71 60 54 42 25 19 18 12 8 6 5 2 1
Non-Asian 125 116 109 97 85 68 51 46 43 34 23 16 12 6 2 NE
Unknown 16 15 15 12 10 10 7 5 5 5 5 2 2 NE NE NE
Patients censored
Asian 0 1 2 7 11 14 26 42 47 48 53 57 59 60 63 64
Non-Asian 0 6 11 17 26 37 52 57 60 66 75 82 86 92 96 NE
Unknown 0 1 1 2 4 4 7 8 8 8 8 11 11 NE NE NE

Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Overall Survival

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
Patients at risk
female 122 116 113 96 84 71 53 41 37 32 21 12 8 3 NE NE
male 111 102 94 84 71 61 47 35 30 25 19 14 12 8 4 1
Patients censored
female 0 4 5 14 21 31 48 59 62 66 75 84 88 93 NE NE
male 0 4 9 12 20 24 37 48 53 56 61 66 68 72 76 79

Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff g_tte_km_B63_06NOV2020_EF_TO_OS_SGSEX.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400

ENDPOINT: Overall Survival
STUDY: BO42863
Time to Event Landmark Analysis

mg QD, Overall, Safety Population

400 mg QD
(N=281)
Deaths, n (%)
Death 61 (21.7%)
Censored, n (%)
n (Total Patients) 220 (78.3%)
Alive 202 (71.9%)
Lost to Follow-up 2 ( 0.7%)
Withdrawal of Consent 16 ( 5.7%)
Overall Follow-Up Time Kaplan-Meier Estimates
(Months) [1]
Median 13.2
95% CI (12.1, 15.5)
25% and 75%-ile 9.1 - 21.3
Overall Survival Kaplan-Meier Estimates (Months)
Median NE
95% CI NE
25% and 75%-ile 12.4 - NE
Overall Survival Rate
3-months
Events 13
Censored 33
Patients remaining at risk 235
Event free proportion (%) 95.15

95% CI

(92.57, 97.72)

6-months




Events 31
Censored 70
Patients remaining at risk 180
Event free proportion (%) 87.01

95% CI (82.71, 91.32)
9-months

Events 44

Censored 93

Patients remaining at risk 144

Event free proportion (%) 80.32

95% CI (75.02, 85.61)
12-months

Events 52

Censored 129

Patients remaining at risk 100

Event free proportion (%) 75.46

95% CI (69.50, 81.42)
18-months

Events 58

Censored 166

Patients remaining at risk 57

Event free proportion (%) 69.34

95% CI (62.08, 76.59)
24-months

Events 61

Censored 200

Patients remaining at risk 20

Event free proportion (%) 65.54

95% CI (57.50, 73.58)
30-months

Events 6l

Censored 219




1
65.54

Patients remaining at risk

Event free proportion (%)

95% CI (57.50, 73.58)

[1] Overall follow-up time is based on reverse Kaplan-Meier method, with censoring at date of study discontinuation.

[2] The 95% CI is based on Greenwood formula.
Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff lma.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180 import/prod/output/eff Ima BO42863 SAF NSCLCO 0OS.xls

12MAR2021 12:00



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Overall Survival
MODEL: --
STUDY: BO42863

Time to Event Landmark Analysis

Time to Overall Survival

400 mg QD
(N=233)

Patients with event (%) 57 (24.5%)
Patients without event (%) 176 (75.5%)
Time to event (months)

Median NE

95% CI NE

25% and 75%-ile 12.8 - NE

Range 0.7 - 32.6%

Time point analysis

3 months
Patients remaining at risk 211
Event Free Rate (%) 96,05
95% CI (93.52, 98.58)
6 months
Patients remaining at risk 180
Event Free Rate (%) 87,61
95% CI (83.22, 91.99)
9 months
Patients remaining at risk 144
Event Free Rate (%) 80,86
95% CI (75.50, 86.23)
12 months
Patients remaining at risk 100




Event Free Rate (%) 75,97
95% CI (69.94, 82.00)
15 months
Patients remaining at risk 70
Event Free Rate (%) 73,29
95% CI (66.74, 79.83)
18 months
Patients remaining at risk 57
Event Free Rate (%) 69,81
95% CI (62.48, 77.14)
21 months
Patients remaining at risk 32
Event Free Rate (%) 65,98
95% CI (57.88, 74.09)
24 months
Patients remaining at risk 20
Event Free Rate (%) 65,98
95% CI (57.88, 74.09)

* Censored values.

Summaries of time to event (median, percentiles) are based on Kaplan Meier estimates.
95% CI for median was computed using the method of Brookmeyer and Crowley.

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff 1lm.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180/prod/output/eff lm B63 06NOV2020 EF TO 0S.xls
07MAY2021 7:55



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Subgroup analysis, Overall Survival

MODEL: Unstratified analysis

STUDY: BO42863

Time to event analysis

(N=233)
Patients |[Patients with Event| Censored Time To Event
Median 95% Lower CL for 95% Upper CL for
Name Level n % n % n % (months) Median Median
All n/a 233]1100,0 57 24,5 176| 75,5 NE NE NE
Sex Female 122 52,4 26 21,3 96| 78,7 NE NE NE
Male 111 47,6 31 27,9 80| 72,1 NE NE NE
Age < 65 145 62,2 34 23,4 111| 76,6 NE NE NE
>= 65 88| 37,8 23 26,1 65| 73,9 NE 17,2 NE
ECOG performance
status 0 78] 33,5 11 14,1 67| 85,9 NE NE NE
1 149 63,9 40 26,8 109| 73,2 NE NE NE
2 6 2,6 6 100,0 0 0,0 - - -
Geographic region USA 62| 26,6 11 17,7 511 82,3 NE NE NE
Europe (EU) 85| 36,5 21 24,7 64| 75,3 NE 17,1 NE
Asia (AS) 86| 36,9 25 29,1 61| 70,9 NE 19,2 NE
Race/ethnicity Asian 921 39,5 27 29,3 65| 70,7 NE 19,2 NE
Non-Asian 125 53,6 27 21,6 98| 78,4 NE NE NE
Unknown 16 6,9 3 18,8 131 81,3 NE 12,4 NE

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff tte2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC _MAA D180 import/prod/output/eff tte2 B63 06NOV2020 EF TO OS SG.xls
25FEB2021 20:55



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Subjects with Objective Response (BICR),

MODEL: Unstratified analysis

STUDY: B042863

Dichotomous analysis (efficacy)

(N=29)
Patients Patients with Event
Name Level n % n % 95% CI (LL) |95% CI (UL)
All n/a 291 100.0 19| 65.5 47.3 80.1
Sex Female 15| 51.7 11| 73.3 48.0 89.1
Male 14| 48.3 8] 57.1 32.6 78.6
Age < 65 14| 48.3 12| 85.7 60.1 96.0
>= 65 151 51.7 71 46.7 24.8 69.9

ECOG performance

status 0 111 37.9 10l 90.9 62.3 98.4
17| 58.6 8| 47.1 26.2 69.0

2 1 3.4 1 100.0 20.7 100.0

Geographic region USA 7 24.1 71 100.0 64.6 100.0
Europe (EU) 141 48.3 71 50.0 26.8 73.2

Asia (AS) 8| 27.6 5] 62.5 30.6 86.3

Race/ethnicity Asian 10| 34.5 71 70.0 39.7 89.2
Non-Asian 18] 62.1 111 e6l1.1 38.6 79.7

Unknown 1 3.4 11 100.0 20.7 100.0

Clinical cut-off: 18NOV2019

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC NDA import/prod/output/eff resp B63 18NOV2019 EF TN OBRESPRR SG.xls
26FEB2021 13:37



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Subjects with Objective Response (Investigator-assessed),

MODEL: Unstratified analysis

STUDY: B042863

Dichotomous analysis (efficacy)

(N=29)
Patients Patients with Event
Name Level n % n % 95% CI (LL) |95% CI (UL)
All n/a 291 100.0 17| 58.6 40.7 74.5
Sex Female 15| 51.7 9] 60.0 35.7 80.2
Male 14| 48.3 8] 57.1 32.6 78.6
Age < 65 14 48.3 10 71.4 45.4 88.3
>= 65 151 51.7 71 46.7 24.8 69.9

ECOG performance

status 0 11| 37.9 71 63.6 35.4 84.8
17| 58.6 9| 52.9 31.0 73.8

2 1 3.4 1 100.0 20.7 100.0

Geographic region USA 7 24.1 51 71.4 35.9 91.8
Europe (EU) 141 48.3 6| 42.9 21.4 67.4

Asia (AS) 8] 27.6 6] 75.0 40.9 92.9

Race/ethnicity Asian 10| 34.5 8] 80.0 49.0 94.3
Non-Asian 18] 62.1 9 50.0 29.0 71.0

Unknown 1 3.4 0 0.0 0.0 79.3

Clinical cut-off: 18NOV2019

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE_NSCLC NDA import/prod/output/eff resp B63 18NOV2019 EF TN OBRESP SG.xls
26FEB2021 13:39



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Subjects with Objective Response (BICR),

MODEL: Unstratified analysis

STUDY: B042863

Dichotomous analysis (efficacy)

(N=75)
Patients Patients with Event
Name Level n % % 95% CI (LL) |95% CI (UL)
All n/a 75 100.0 54 72.0 61.0 80.9
Sex Female 36| 48.0 271 75.0 58.9 86.2
Male 39| 52.0 27 69.2 53.6 81.4
Age < 65 41 54.7 35 85.4 71.6 93.1
>= 65 34| 45.3 19| 55.9 39.5 71.1

ECOG performance

status 0 311 41.3 26 83.9 67.4 92.9
43| 57.3 27 62.8 47.9 75.6

2 1 1.3 1 100.0 20.7 100.0

Geographic region USA 221 29.3 19| 86.4 66.7 95.3
Europe (EU) 40| 53.3 26| 65.0 49.5 77.9

Asia (AS) 13 17.3 9| 69.2 42.4 87.3

Race/ethnicity Asian 17 22.7 12| 70.6 46.9 86.7
Non-Asian 531 70.7 38 71.7 58.4 82.0

Unknown 5 6.7 41 80.0 37.6 96.4

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180 import/prod/output/eff resp B63 06NOV2020 EF TN OBRESPRR SG.xls
26FEB2021 13:23



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Subjects with Objective Response (Investigator-assessed),

MODEL: Unstratified analysis

STUDY: B042863

Dichotomous analysis (efficacy)

(N=75)
Patients Patients with Event
Name Level n % % 95% CI (LL) |95% CI (UL)
All n/a 75 100.0 57| 76.0 65.2 84.2
Sex Female 36| 48.0 29] 80.6 65.0 90.2
Male 39| 52.0 28] 71.8 56.2 83.5
Age < 65 41| 54.7 33| 80.5 66.0 89.8
>= 65 34| 45.3 241 70.6 53.8 83.2

ECOG performance

status 0 311 41.3 25 80.6 63.7 90.8
43| 57.3 31 72.1 57.3 83.3

2 1 1.3 1 100.0 20.7 100.0

Geographic region USA 221 29.3 201 90.9 72.2 97.5
Europe (EU) 40| 53.3 26| 65.0 49.5 77.9

Asia (AS) 13 17.3 11| 84.6 57.8 95.7

Race/ethnicity Asian 17| 22.7 15| 88.2 65.7 96.7
Non-Asian 531 70.7 37| 69.8 56.5 80.5

Unknown 5 6.7 51 100.0 56.6 100.0

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180 import/prod/output/eff resp B63 06NOV2020 EF TN OBRESP SG.xls
26FEB2021 13:25



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: Subgroup analysis, Best Overall Response (BICR)
MODEL: Unstratified analysis

STUDY: BO42863

Dichotomous analysis (efficacy)

400 mg QD (N=75)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All ORR* n/a 75| 100.0 54 72.0 61.0 80.9
CR n/a 751 100.0 4 5.3 2.1 12.9
PR n/a 751 100.0 50 66.7 55.4 76.3
SD n/a 75| 100.0 14 18.7 11.5 28.9
PD n/a 751 100.0 5 6.7 2.9 14.7
NE n/a 75| 100.0 2 2.7 0.7 9.2
Sex ORR* Female 36 48.0 27 75.0 58.9 86.2
Male 39 52.0 27 69.2 53.6 81.4
CR Female 36 48.0 3 8.3 2.9 21.8
Male 39 52.0 1 2.6 0.5 13.2
PR Female 36 48.0 24 66.7 50.3 79.8
Male 39 52.0 26 66.7 51.0 79.4
SD Female 36 48.0 5 13.9 6.1 28.7
Male 39 52.0 9 23.1 12.6 38.3
PD Female 36 48.0 3 8.3 2.9 21.8
Male 39 52.0 2 5.1 1.4 16.9
NE Female 36 48.0 1 2.8 0.5 14.2
Male 39 52.0 1 2.6 0.5 13.2
Age ORR* < 65 41 54.7 35 85.4 71.6 93.1
>= 65 34 45.3 19 55.9 39.5 71.1
CR < 65 41 54.7 3 7.3 2.5 19.4
>= 65 34 45.3 1 2.9 0.5 14.9
PR < 65 41 54.7 32 78.0 63.3 88.0
>= 65 34 45.3 18 52.9 36.7 68.5
SD < 65 41 54.7 3 7.3 2.5 19.4
>= 65 34 45.3 11 32.4 19.1 49.2
PD < 65 41 54.7 2 4.9 1.3 16.1
>= 65 34 45.3 3 8.8 3.0 23.0
NE < 65 41 54.7 1 2.4 0.4 12.6
>= 65 34 45.3 1 2.9 0.5 14.9
ECOG performance status ORR* 0 31 41.3 26 83.9 67.4 92.9




POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Subgroup analysis, Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1l
MODEL: Unstratified analysis

STUDY: BO42863

Time to event analysis

(N=75)
Patients |Patients with Event| Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level % n % % Median (months) Median Median
All n/a 541 72.0 14 25.9 401 74.1 NE 9.0 NE
Sex Female 271 36.0 25.9 201 74.1 NE 7.3 NE
Male 271 36.0 25.9]1 20 74.1 NE 7.4 NE
Age < 65 35| 46.7 22.91 27 77.1 NE 7.4 NE
>= 65 19| 25.3 6 31.6 13| 68.4 9.2 6.3 NE
ECOG performance
status 0 26| 34.7 5 19.2 21| 80.8 NE 7.4 NE
1 27| 36.0 8 29.6 19] 70.4 11.0 .0 NE
2 1 1 1 100.0 0 0.0 - - -
Geographic region USA 19| 25.3 6 31.6 13] 68.4 9.2 7.3 NE
Europe (EU) 26| 34.7 15.4 22| 84.6 NE NE NE
Asia (AS) 12.0 44 .4 5 55.6 - - -
Race/ethnicity Asian 12 16.0 6 50.0 6 50.0 9.2 7.4 NE
Non-Asian 38| 50.7 21.1 30 78.9 NE NE NE
Unknown 4 5.3 0.0 41 100.0 - - -
Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff tte2.sas

Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC _MAA D180 import/prod/output/eff tte2 B63 06NOV2020 EF TN DORRREMA SG.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Subgroup analysis, Time to Response (BICR)

MODEL: Unstratified analysis

STUDY: B042863

Time to event analysis

(N=75)
Patients |Patients with Event| Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level % n % n % Median (months) Median Median
All n/a 541 72.0 54 100.0 0 0.0 1.8 1.8 1.9
Sex Female 271 36.0 27 100.0 0 0.0 1.8 1.8 2.2
Male 271 36.0 27 100.0 0 0.0 1.8 1.7 1.9
Age < 65 35| 46.7 35 100.0 0 0.0 1.8 1.8 1.9
>= 65 19| 25.3 19 100.0 0 0.0 1.8 1.8 2.0
ECOG performance
status 0 26| 34.7 26 100.0 0 0.0 1.8 1.8 2.2
1 27| 36.0 27 100.0 0 0.0 1.8 1.8 1.9
2 1 1.3 1 100.0 0 0.0 - - -
Geographic region USA 19| 25.3 19 100.0 0 0.0 1.8 1.8 2.0
Europe (EU) 26| 34.7 26 100.0 0 0.0 1.8 1.8 1.9
Asia (AS) 9 12.0 9 100.0 0 0.0 - - -
Race/ethnicity Asian 12 16.0 12 100.0 0 0.0 1.8 1.7 2.0
Non-Asian 38| 50.7 38 100.0 0 0.0 1.8 1.8 1.9
Unknown 4 5.3 4 100.0 0 0.0 - - -

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff tte2.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC _MAA D180 import/prod/output/eff tte2 B63 06NOV2020 EF TN TTRESPRR SG.xls
25FEB2021 21:01



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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Patients censored
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Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)

100 Age
<65
80 — - — - >=65
% + Censored
8 60 — H :
S
o —_— = = - = -
£ 40
€
(7]
>
w 20
0
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)
Patients at risk
<65 35 34 29 19 8 8 5 3 1 1 1 1 NE NE NE NE
>=65 19 17 14 11 7 3 2 1 1 NE NE NE NE NE NE NE
Patients censored
<65 0 1 5 12 20 20 22 24 26 26 26 26 NE NE NE NE
>=65 0 2 5 5 8 10 11 12 12 NE NE NE NE NE NE NE

Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis’/ACE_NSCLC_MAA_D180_import/prod/output/eff g_tte_km_B63_06NOV2020_EF_TN_DORRREMA_SGAGE65.pdf
23MAR2021 9:18



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: Time to Response (BICR)
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: Time to Response (BICR)
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Subjects with Objective Response (BICR),

MODEL: Unstratified analysis

STUDY: BO42863

Dichotomous analysis (efficacy)

(N=103)
Patients Patients with Event
Name Level n % % 95% CI (LL) |95% CI (UL)
All n/a 103[ 100.0 56| 54.4 44.8 63.7
Sex Female 54 52.4 341 63.0 49.6 74.6
Male 49 47.6| 22| 44.9 31.9 58.7
Age < 65 671 65.0 39| 58.2 46.3 69.3
>= 65 36| 35.0 17| 47.2 32.0 63.0
ECOG performance status 0 39 37.9| 24| 61.5 45.9 75.1
1 591 57.3 301 50.8 38.4 63.2
2 5 4.9 21 40.0 11.8 76.9
Geographic region USA 371 35.9 241 64.9 48.8 78.2
Europe (EU) 35| 34.0 18] 51.4 35.6 67.0
Asia (AS) 31| 30.1 14| 45.2 29.2 62.2
Race/ethnicity Asian 33| 32.0 15| 45.5 29.8 62.0
Non-Asian 60| 58.3 36| 60.0 47.4 71.4
Unknown 10 9.7 51 50.0 23.7 76.3
Number of prior antineoplastic systemic therapy
lines I 1 431 41.7 23| 53.5 38.9 67.5
>= 2 601 58.3 33|l 55.0 42 66

Clinical cut-off: 18NOV2019

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data _analysis/ACE_NSCLC NDA import/prod/output/eff resp B63 18NOV2019 EF TP_OBRESPRR_SG.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Subjects with Objective Response (Investigator-assessed),

MODEL: Unstratified analysis

STUDY: BO42863

Dichotomous analysis (efficacy)

(N=103)
Patients Patients with Event
Name Level n % n % 95% CI (LL) |95% CI (UL)
All n/a 103[ 100.0 521 50.5 41.0 59.9
Sex Female 54 52.4 30 55.6 42.4 68.0
Male 491 47.6| 22| 44.9 31.9 58.7
Age < 65 67| 65.0 37| 55.2 43.4 66.5
>= 65 36| 35.0 15| 41.7 27.1 57.8
ECOG performance status 0 39 37.9| 21| 53.8 38.6 68.4
1 591 57.3| 29| 49.2 36.8 61.6
2 5 4.9 2] 40.0 11.8 76.9
Geographic region USA 371 35.9 221 59.5 43.5 73.7
Europe (EU) 351 34.0 17| 48.6 33.0 64.4
Asia (AS) 311 30.1 13| 41.9 26.4 59.2
Race/ethnicity Asian 331 32.0| 14| 42.4 27.2 59.2
Non-Asian 601 58.3 34 56.7 44.1 68.4
Unknown 10 9.7 4] 40.0 16.8 68.7
Number of prior antineoplastic systemic therapy
lines I 1 431 41.71 22| 51.2 36.8 65.4
>= 2 60| 58.3] 30| 50.0 37.7 62.3

Clinical cut-off: 18NOV2019

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE_NSCLC_NDA import/prod/output/eff resp B63 18NOV2019 EF TP_OBRESP_SG.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Subjects with Objective Response (Investigator-assessed),

MODEL: Unstratified analysis

STUDY: BO42863

Dichotomous analysis (efficacy)

(N=158)
Patients Patients with Event
Name Level n % n % 95% CI (LL) |95% CI (UL)
All n/a 1581 100.0 88| 55.7 47.9 63.2
Sex Female 86| 54.4 50| 58.1 47.6 68.0
Male 72| 45.6 38| 52.8 41.4 63.9
Age < 65 104 65.8 60| 57.7 48.1 66.7
>= 65 54 34.2 28 51.9 38.9 64.6
ECOG performance status 0 471 29.7 291 61.7 47.4 74.2
1 106 67.1 57| 53.8 44.3 63.0
2 5 3.2 21 40.0 11.8 76.9
Geographic region USA 40| 25.3 251 62.5 47.0 75.8
Europe (EU) 45| 28.5 26| 57.8 43.3 71.0
Asia (AS) 73| 46.2 371 50.7 39.5 61.8
Race/ethnicity Asian 75 47.5 38| 50.7 39.6 61.7
Non-Asian 721 45.6 45| 62.5 51.0 72.8
Unknown 11 7.0 51 45.5 21.3 72.0
Number of prior antineoplastic systemic therapy
lines I 1 73| 46.2 45 61.6 50.2 71.9
>= 2 85| 53.8 43| 50 40 61

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Subjects with Objective Response (BICR),

MODEL: Unstratified analysis

STUDY: BO42863

Dichotomous analysis (efficacy)

(N=158)
Patients Patients with Event

Name Level n % n S 95% CI (LL) |95% CI (UL)
All n/a 158( 100.0 96| 60.8 53.0 68.0
Sex Female 86| 54.4 56| 65.1 54.6 74.3
Male 72 45.6 40| 55.6 44.1 66.5
Age < 65 104| 65.8 65 62.5 52.9 71.2
>= 65 54| 34.2 31| 57.4 44.2 69.7
ECOG performance status 0 47 29.7 32| 68.1 53.8 79.6
106 67.1 62 58.5 49.0 67.4
2 5 3.2 2] 40.0 11.8 76.9
Geographic region USA 40| 25.3 241 60.0 44.6 73.7
Europe (EU) 451 28.5( 29| 64.4 49.8 76.8
Asia (AS) 73| 46.2 43| 58.9 47.4 69.5
Race/ethnicity Asian 751 47.5 441 58.7 47.4 69.1
Non-Asian 72| 45.6 46| 63.9 52.4 74.0
Unknown 11 7.0 6| 54.5 28.0 78.7

Number of prior antineoplastic systemic therapy
lines I 1 73] 46.2 44] 60.3 48.8 70.7
>= 2 85| 53 52| 61.2 50.5 70.8

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180 import/prod/output/eff resp B63 06NOV2020 EF TP _OBRESPRR SG.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Subgroup analysis, Best Overall Response (BICR)
MODEL: Unstratified analysis

STUDY: BO42863

Dichotomous analysis (efficacy)

400 mg QD (N=158)
Patients Patients with Event

Name Parameter Level n $ n % 95% CI (LL) 95% CI (UL)
All ORR* n/a 1581 100.0 96 60.8 53.0 68.0
CR n/a 1581 100.0 7 4.4 2.2 8.9
PR n/a 158 100.0 89 56.3 48.5 63.8
SD n/a 158 100.0 47 29.7 23.2 37.3
PD n/a 158 100.0 8 5.1 2.6 9.7
NE n/a 158 100.0 7 4.4 2.2 8.9
Sex ORR* Female 86 54.4 56 65.1 54.6 74.3
Male 72 45.6 40 55.6 44.1 66.5
CR Female 86 54.4 5 5.8 2.5 12.9
Male 72 45.6 2 2.8 0.8 9.6
PR Female 86 54.4 51 59.3 48.7 69.1
Male 72 45.6 38 52.8 41.4 63.9
SD Female 86 54.4 23 26.7 18.5 36.9
Male 72 45.6 24 33.3 23.5 44.8
PD Female 86 54.4 6 7.0 3.2 14.4
Male 72 45.6 2 2.8 0.8 9.6
NE Female 86 54.4 1 1.2 0.2 6.3
Male 72 45.6 6 8.3 3.9 17.0
Age ORR* < 65 104 65.8 65 62.5 52.9 71.2
>= 65 54 34.2 31 57.4 44 .2 69.7
CR < 65 104 65.8 7 6.7 3.3 13.2
>= 65 54 34.2 0 0.0 0.0 6.6
PR < 65 104 65.8 58 55.8 46.2 64.9
>= 65 54 34.2 31 57.4 44 .2 69.7
SD < 65 104 65.8 30 28.8 21.0 38.2
>= 65 54 34.2 17 31.5 20.7 44 .7
PD < 65 104 65.8 6 5.8 2.7 12.0
>= 65 54 34.2 2 3.7 1.0 12.5




NE < 65 104 65.8 3 1.0 .1
>= 65 54 34.2 4 .4 2.9 17.6

ECOG performance status ORR* 0 47 29.7 32 68.1 53.8 79.6
1 106 67.1 62 58.5 49.0 67.4

2 5 3.2 2 40.0 11.8 76.9

CR 0 47 29.7 3 6.4 2.2 17.2
1 106 67.1 4 3.8 1.5 9.3

2 5 3.2 0 0.0 0.0 43.4

PR 0 47 29.7 29 61.7 47.4 74.2
1 106 67.1 58 54.7 45.2 63.9

2 5 3.2 2 40.0 11.8 76.9

SD 0 47 29.7 12 25.5 15.3 39.5
1 106 67.1 32 30.2 22.3 39.5

2 5 3.2 3 60.0 23.1 88.2

PD 0 47 29.7 2 4.3 1.2 14.2
1 106 67.1 6 5.7 2.6 11.8

2 5 3.2 0 0.0 0.0 43.4

NE 0 47 29.7 1 2.1 0.4 11.1
1 106 67.1 6 5.7 2.6 11.8

2 5 3.2 0 0.0 0.0 43.4

Geographic region ORR* USA 40 25.3 24 60.0 44.6 73.7
Europe (EU) 45 28.5 29 64.4 49.8 76.8

Asia (AS) 73 46.2 43 58.9 47.4 69.5

CR USA 40 25.3 3 7.5 2.6 19.9
Europe (EU) 45 28.5 3 6.7 2.3 17.9

Asia (AS) 73 46.2 1 1.4 0.2 7.4

PR USA 40 25.3 21 52.5 37.5 67.1
Europe (EU) 45 28.5 26 57.8 43.3 71.0

Asia (AS) 73 46.2 42 57.5 46.1 68.2

SD USA 40 25.3 12 30.0 18.1 45.4
Europe (EU) 45 28.5 12 26.7 16.0 41.0

Asia (AS) 73 46.2 23 31.5 22.0 42.9

PD USA 40 25.3 2 5.0 1.4 16.5
Europe (EU) 45 28.5 1 2.2 0.4 11.6

Asia (AS) 73 46.2 5 6.8 3.0 15.1

NE USA 40 25.3 2 5.0 1.4 16.5
Europe (EU) 45 28.5 3 6.7 2.3 17.9

Asia (AS) 73 46.2 2 2.1 0.8 9.5
Race/ethnicity ORR* Asian 75 47.5 44 58.7 47 .4 69.1




Non-Asian 72 45.6 46 63.9 52.4 74.0

Unknown 11 7.0 6 54.5 28.0 78.7

CR Asian 75 47.5 1 1.3 0.2 7.2
Non-Asian 72 45.6 6 8.3 3.9 17.0

Unknown 11 7.0 0 0.0 0.0 25.9

PR Asian 75 47.5 43 57.3 46.1 67.9
Non-Asian 72 45.6 40 55.6 44.1 66.5

Unknown 11 7.0 6 54.5 28.0 78.7

SD Asian 75 47.5 23 30.7 21.4 41.8
Non-Asian 72 45.6 20 27.8 18.8 39.0

Unknown 11 7.0 4 36.4 15.2 64.6

PD Asian 75 47.5 5 6.7 2.9 14.7
Non-Asian 72 45.6 3 4.2 1.4 11.5

Unknown 11 7.0 0 0.0 0.0 25.9

NE Asian 75 47.5 3 4.0 1.4 11.1
Non-Asian 72 45.6 3 4.2 1.4 11.5

Unknown 11 7.0 1 9.1 1.6 37.7

Number of prior antineoplastic systemic therapy lines I ORR* 1 73 46.2 44 60.3 48.8 70.7
>= 2 85 53.8 52 61.2 50.5 70.8

CR 1 73 46.2 4 5.5 2.2 13.3
>= 2 85 53.8 3 3.5 1.2 9.9

PR 1 73 46.2 40 54.8 43.4 65.7
>= 2 85 53.8 49 57.6 47.0 67.6

SD 1 73 46.2 22 30.1 20.8 41.4
>= 2 85 53.8 25 29.4 20.8 39.8

PD 1 73 46.2 4 5.5 2.2 13.3
>= 2 85 53.8 4 4.7 1.8 11.5

NE 1 73 46.2 3 4.1 1.4 11.4
>= 2 85 53.8 4 4.7 1.8 11.5

95% CI based on Wilson Scores.
*Event is defined as having either complete response (CR)
Clinical cut-off: 06NOV2020

or partial response (PR).
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Subgroup analysis, Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1l

MODEL: Unstratified analysis

STUDY: BO42863
Time to event analysis

(N=158)
Patients |Patients with Event| Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level n % n % n % Median (months) Median Median
All n/a 96| 60. 35 36.5 61| 63. 22.3 15.1 NE
Sex Female 56 35. 17 30.4 39 69. NE 16.4 NE
Male 40| 25. 18 45.0 22| 55. 14.5 8. NE
Age < 65 65 41. 21 32.3 441 67. 22.3 15.1 NE
>= 65 31| 19. 14 45.2 17| 54. 15.2 NE
ECOG performance status 0 32| 20. 11 34.4 21| 65. NE 16.4 NE
1 62| 39. 22 35.5 40| 64. 22.3 10.6 NE
2 2 1. 2 100.0 0 0. - - -
Geographic region USA 241 15. 9 37.5 15| 62. 22.3 13.1 NE
Europe (EU) 29| 18. 12 41.4 17| 58. 16.4 NE
Asia (AS) 431 27. 14 32.6| 29| 67. NE 10.6 NE
Race/ethnicity Asian 44 27. 15 34.1 29| 65. NE 10.6 NE
Non-Asian 46| 29. 18 39.1 28| 60. 22.3 14.7 NE
Unknown 6 3. 2 33.3 4] 66. - - -
Number of prior antineoplastic systemic therapy
lines I 1 44 27. 15 34.1 29 65. NE 11.1 NE
>= 2 52| 32. 20 38.5 321 61.5 22.3 14.7 NE

Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Subgroup analysis, Time to Response (BICR)

MODEL: Unstratified analysis

STUDY: BO42863

Time to event analysis

(N=158)
Patients | Patients with Event | Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level n % n % n % Median (months) Median Median
All n/a 96| 60.8 96 100.0 0 0 1.8
Sex Female 56 35.4 56 100.0 0 0 1.8
Male 40| 25.3 40 100.0 0 0.0 1.8 1.8
Age < 65 65 41.1 65 100.0 0 0.0 1.8 1.8
>= 65 311 19.6 31 100.0 0 0.0 1.9 1.8
ECOG performance status 0 32| 20.3 32 100.0 0 0.0 1.8 1.8
1 62| 39.2 62 100.0 0 0.0 1.8 1.8
2 2 1.3 2 100.0 0 0.0 - -
Geographic region USA 241 15.2 24 100.0 0 0.0 1.8 1.8
Europe (EU) 29| 18.4 29 100.0 0 0.0 1.8 1.7
Asia (AS) 431 27.2 43 100.0 0 0.0 1.8 1.8
Race/ethnicity Asian 441 27.8 44 100.0 0 0.0 1.8 1.8
Non-Asian 46| 29.1 46 100.0 0 0.0 1.8 1.8
Unknown 6 3.8 6 100.0 0 0.0 - -
Number of prior antineoplastic systemic therapy
lines I 1 441 27.8 44 100.0 0 0.0 1.8 1.8
>= 2 52| 32.9 52 100.0 0 0.0 1.8 1.8

Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)

100
+
-
2 80 T -
=
3 | g Ly o , ,
g €0 —te . — o T T —l
a L — '
&  40- ECOG performance status 1 |
bo — 0 :
g 5 -1 | -
w — — 2 |
+ Censored
0
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time (months)
Patients at risk
0 32 31 30 28 26 23 22 22 18 14 7 6 2 NE
1 62 60 51 43 34 23 19 16 15 11 7 6 NE NE
2 2 2 2 1 1 NE NE NE NE NE NE NE NE NE
Patients censored
1 2 2 3 5 5 5 5 7 14 15 19 NE
1 0 2 4 8 12 21 23 25 26 30 34 35 NE NE
2 0 0 0 0 0 NE NE NE NE NE NE NE NE NE

Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff_g_tte_km_B63_06NOV2020_EF_TP_DORRREMA_SGECOG.pdf

23MAR2021 8:45



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Time to Response (BICR)
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Time to Response (BICR)
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Time to Response (BICR)
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Time to Response (BICR)
STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Subgroup analysis, Best Overall Response (BICR)

MODEL: Unstratified analysis
STUDY: BO42863

Dichotomous analysis (efficacy)

400 mg QD (N=132)

Patients Patients with Event

Name Parameter Level n S n % 95% CI (LL) 95% CI (UL)
All ORR* n/a 132] 100.0 75 56.8 48.3 65.0
CR n/a 132] 100.0 8 6.1 3.1 11.5
PR n/a 132] 100.0 67 50.8 42.3 59.1
SD n/a 132] 100.0 41 31.1 23.8 39.4
PD n/a 132] 100.0 10 7.6 4.2 13.4
NE n/a 132] 100.0 6 4.5 2.1 9.6
Sex ORR* Female 69 52.3 45 65.2 53.4 75.4
Male 63 47.7 30 47.6 35.8 59.7
CR Female 69 52.3 7 10.1 5.0 19.5
Male 63 47.7 1 1.6 0.3 8.5
PR Female 69 52.3 38 55.1 43.4 66.2
Male 63 47.7 29 46.0 34.3 58.2
SD Female 69 52.3 16 23.2 14.8 34.4
Male 63 47.7 25 39.7 28.5 52.0
PD Female 69 52.3 6 8.7 4.0 17.7
Male 63 47.7 4 6.3 2.5 15.2
NE Female 69 52.3 2 2.9 0.8 10.0
Male 63 47.7 4 6.3 2.5 15.2
Age ORR* < 65 81 61.4 51 63.0 52.1 72.7
>= 65 51 38.6 24 47.1 34.1 60.5
CR < 65 81 61.4 8 9.9 5.1 18.3
>= 65 51 38.6 0 0.0 0.0 7.0
PR < 65 81 61.4 43 53.1 42.3 63.6
>= 65 51 38.6 24 47.1 34.1 60.5
SD < 65 81 61.4 20 24.7 16.6 35.1
>= 65 51 38.6 21 41.2 28.8 54.8
PD < 65 81 61.4 7 8.6 4.2 16.8




>= 65 51 38.6 .9 2.0 15.9

NE < 65 81 61.4 .7 1.3 10.3
>= 65 51 38.6 .9 2.0 15.9

ECOG performance status ORR* 0 50 37.9 34 68.0 54.2 79.2
1 76 57.6 38 50.0 39.0 61.0

2 6 4.5 3 50.0 18.8 81.2

CR 0 50 37.9 4 8.0 3.2 18.8
1 76 57.6 4 5.3 2.1 12.8

2 6 4.5 0 0.0 0.0 39.0

PR 0 50 37.9 30 60.0 46.2 72.4
1 76 57.6 34 44.7 34.1 55.9

2 6 4.5 3 50.0 18.8 81.2

SD 0 50 37.9 12 24.0 14.3 37.4
1 76 57.6 26 34.2 24.5 45.4

2 6 4.5 3 50.0 18.8 81.2

PD 0 50 37.9 3 6.0 2.1 16.2
1 76 57.6 7 9.2 4.5 17.8

2 6 4.5 0 0.0 0.0 39.0

NE 0 50 37.9 1 2.0 0.4 10.5
1 76 57.6 5 6.6 2.8 14.5

2 6 4.5 0 0.0 0.0 39.0

Geographic region ORR* USA 44 33.3 31 70.5 55.8 81.8
Europe (EU) 49 37.1 25 51.0 37.5 64.4

Asia (AS) 39 29.5 19 48.7 33.9 63.8

CR USA 44 33.3 2 4.5 1.3 15.1
Europe (EU) 49 37.1 4 8.2 3.2 19.2

Asia (AS) 39 29.5 2 5.1 1.4 16.9

PR USA 44 33.3 29 65.9 51.1 78.1
Europe (EU) 49 37.1 21 42.9 30.0 56.7

Asia (AS) 39 29.5 17 43.6 29.3 59.0

SD USA 44 33.3 10 22.7 12.8 37.0
Europe (EU) 49 37.1 18 36.7 24.7 50.7

Asia (AS) 39 29.5 13 33.3 20.6 49.0

PD USA 44 33.3 1 2.3 0.4 11.8
Europe (EU) 49 37.1 3 6.1 2.1 16.5

Asia (AS) 39 29.5 6 15.4 7.2 29.7

NE USA 44 33.3 2 4.5 1.3 15.1
Europe (EU) 49 37.1 3 6.1 2.1 16.5

Asia (AS) 39 29.5 1 2.6 0.5 13.2




Race/ethnicity ORR* Asian 43 32.6 22 51.2 36.8 65.4
Non-Asian 78 59.1 47 60.3 49.2 70.4

Unknown 11 8.3 6 54.5 28.0 78.7

CR Asian 43 32.6 2 4.7 1.3 15.5
Non-Asian 78 59.1 6 7.7 3.6 15.8

Unknown 11 8.3 0 0.0 0.0 25.9

PR Asian 43 32.6 20 46.5 32.5 61.1
Non-Asian 78 59.1 41 52.6 41.6 63.3

Unknown 11 8.3 6 54.5 28.0 78.7

SD Asian 43 32.6 13 30.2 18.6 45.1
Non-Asian 78 59.1 24 30.8 21.6 41.7

Unknown 11 8.3 4 36.4 15.2 64.6

PD Asian 43 32.6 6 14.0 6.6 27.3
Non-Asian 78 59.1 4 5.1 2.0 12.5

Unknown 11 8.3 0 0.0 0.0 25.9

NE Asian 43 32.6 2 4.7 1.3 15.5
Non-Asian 78 59.1 3 3.8 1.3 10.7

Unknown 11 8.3 1 9.1 1.6 37.7

95% CI based on Wilson Scores.
*Event is defined as having either complete response (CR) or partial response (PR).
Clinical cut-off: 18NOV2019

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data_analysis/ACE NSCLC_NDA/prod/output/eff resp B63 18NOV2019 EF TO BORR_SG.xls
28MAY2021 16:53



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Subjects with Objective Response (Investigator-assessed),

MODEL: Unstratified analysis

STUDY: B042863

Dichotomous analysis (efficacy)

(N=132)

Patients Patients with Event
Name Level n % % 95% CI (LL)|95% CI (UL)
All n/a 132]100.0 69 52.3 43.8 60.6
Sex Female 69| 52.3 39| 56.5 44.8 67.6
Male 63| 47.7 30| 47.6 35.8 59.7
Age < 65 81| 61.4 47| 58.0 47.2 68.2
>= 65 51| 38.6| 22| 43.1 30.5 56.7

ECOG performance

status 0 50 37.9] 28] 56.0 42.3 68.8
76 57.6] 38| 50.0 39.0 61.0
6 4.5 3] 50.0 18.8 81.2
Geographic region USA 441 33.3 271 61.4 46.6 74.3
Europe (EU) 49| 37.1 23| 46.9 33.7 60.6
Asia (AS) 39| 29.5 19 48.7 33.9 63.8
Race/ethnicity Asian 43 32.6 22| 51.2 36.8 65.4
Non-Asian 78 59.1 43| 55.1 44.1 65.7
Unknown 11 8.3 4] 36.4 15.2 64.6

Clinical cut-off: 18NOV2019

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC NDA import/prod/output/eff resp B63 18NOV2019 EF TO OBRESP SG.xls
26FEB2021 13:38



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Subjects with Objective Response (BICR),

MODEL: Unstratified analysis

STUDY: B042863

Dichotomous analysis (efficacy)

(N=233)
Patients Patients with Event
Name Level n % n % 95% CI (LL)|95% CI (UL)
All n/a 233|100.0| 150 64.4 58.0 70.2
Sex Female 122 52.4 83] 68.0 59.3 75.6
Male 111 47.6 67| 60.4 51.1 69.0
Age < 65 145 62.2( 100| 69.0 61.0 75.9
>= 65 88| 37.8 50( 56.8 46.4 66.7
ECOG performance
status 0 78] 33.5 58] 74.4 63.7 82.7
149 63.9 89 59.7 51.7 67.3
6 2.6 3] 50. 18.8 81
Geographic region USA 62| 26.6 43] 69.4 57.0 79.4
Europe (EU) 85 36.5 55 64.7 54.1 74.0
Asia (AS) 86 36.9 52 60.5 49.9 70.1
Race/ethnicity Asian 921 39.5 56( 60.9 50.7 70.2
Non-Asian 125| 53.6 84 67.2 58.6 74.8
Unknown 16 6.9 10 62.5 38.6 81.5

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180 import/prod/output/eff resp B63 06NOV2020 EF TO OBRESPRR SG.xls
26FEB2021 13:23



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Subjects with Objective Response (Investigator-assessed),

MODEL: Unstratified analysis

STUDY: B042863

Dichotomous analysis (efficacy)

(N=233)

Patients Patients with Event
Name Level n % n % 95% CI (LL)|95% CI (UL)
All n/a 233[100.0| 145 62.2 55.9 68.2
Sex Female 122 52.4 79| 64.8 55.9 72.7
Male 111 47.6 66| 59.5 50.2 68.1
Age < 65 145 62.2 93| 64.1 56.1 71.5
>= 65 88 37.8 52| 59.1 48.6 68.8

ECOG performance

status 0 78] 33.5 541 69.2 58.3 78.4
149 63.9 88| 59.1 51.0 66.6
6 2.6 3] 50.0 18.8 81.2
Geographic region USA 62| 26.6 45| 72.6 60.4 82.1
Europe (EU) 85| 36.5 52 61.2 50.5 70.8
Asia (AS) 86| 36.9 48| 55.8 45.3 65.8
Race/ethnicity Asian 92| 39.5 53] 57.6 47.4 67.2
Non-Asian 125| 53.6 82 65.6 56.9 73.4
Unknown 16 6.9 10| 62.5 38.6 81.5

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180 import/prod/output/eff resp B63 06NOV2020 EF TO OBRESP SG.xls
26FEB2021 13:24



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Subgroup analysis, Best Overall Response (BICR)

MODEL: Unstratified analysis
STUDY: BO42863
Dichotomous analysis (efficacy)

400 mg QD (N=233)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All ORR¥* n/a 233| 100.0 150 64.4 58.0 70.2
CR n/a 233| 100.0 11 4.7 2.7 8.3
PR n/a 233| 100.0 139 59.7 53.3 65.7
SD n/a 233| 100.0 61 26.2 21.0 32.2
PD n/a 233| 100.0 13 5.6 3.3 9.3
NE n/a 233| 100.0 9 3.9 2.0 7.2
Sex ORR* Female 122 52.4 83 68.0 59.3 75.6
Male 111 47.6 67 60.4 51.1 69.0
CR Female 122 52.4 8 6.6 3.4 12.4
Male 111 47.6 3 2.7 0.9 7.6
PR Female 122 52.4 75 61.5 52.6 69.6
Male 111 47.6 64 57.7 48.4 66.4
SD Female 122 52.4 28 23.0 16.4 31.2
Male 111 47.6 33 29.7 22.0 38.8
PD Female 122 52.4 9 7.4 3.9 13.4
Male 111 47.6 4 3.6 1.4 8.9
NE Female 122 52.4 2 1.6 0.5 5.8
Male 111 47.6 7 6.3 3.1 12.4
Age ORR* < 65 145 62.2 100 69.0 61.0 75.9
>= 65 88 37.8 50 56.8 46.4 66.7
CR < 65 145 62.2 10 6.9 3.8 12.2
>= 65 88 37.8 1 1.1 0.2 6.2
PR < 65 145 62.2 90 62.1 54.0 69.6
>= 65 88 37.8 49 55.7 45.3 65.6
SD < 65 145 62.2 33 22.8 16.7 30.2
>= 65 88 37.8 28 31.8 23.0 42.1
PD < 65 145 62.2 8 5.5 2.8 10.5
>= 65 88 37.8 5 5.7 2.5 12.6




NE < 65 145 62.2 4 .8 1.
>= 65 88 37.8 .7 .5 12.6
ECOG performance status ORR* 0 78 33.5 58 74.4 63.7 82.7
1 149 63.9 89 59.7 51.7 67.3
2 6 2.6 3 50.0 18.8 81.2
CR 0 78 33.5 5 6.4 2.8 14.1
1 149 63.9 6 4.0 1.9 8.5
2 6 2.6 0 0.0 0.0 39.0
PR 0 78 33.5 53 67.9 57.0 77.3
1 149 63.9 83 55.7 47.7 63.4
2 6 2.6 3 50.0 18.8 81.2
SD 0 78 33.5 16 20.5 13.0 30.8
1 149 63.9 42 28.2 21.6 35.9
2 6 2.6 3 50.0 18.8 81.2
PD 0 78 33.5 3 3.8 1.3 10.7
1 149 63.9 10 6.7 3.7 11.9
2 6 2.6 0 0.0 0.0 39.0
NE 0 78 33.5 1 1.3 0.2 6.9
1 149 63.9 8 5.4 2.7 10.2
2 6 2.6 0 0.0 0.0 39.0
Geographic region ORR* USA 62 26.6 43 69.4 57.0 79.4
Europe (EU) 85 36.5 55 64.7 54.1 74.0
Asia (AS) 86 36.9 52 60.5 49.9 70.1
CR USA 62 26.6 3 4.8 1.7 13.3
Europe (EU) 85 36.5 4 4.7 1.8 11.5
Asia (AS) 86 36.9 4 4.7 1.8 11.4
PR USA 62 26.6 40 64.5 52.1 75.3
Europe (EU) 85 36.5 51 60.0 49.4 69.8
Asia (AS) 86 36.9 48 55.8 45.3 65.8
SD USA 62 26.6 15 24.2 15.2 36.2
Europe (EU) 85 36.5 22 25.9 17.8 36.1
Asia (AS) 86 36.9 24 27.9 19.5 38.2
PD USA 62 26.6 2 3.2 0.9 11.0
Europe (EU) 85 36.5 3 3.5 1.2 9.9
Asia (AS) 86 36.9 8 9.3 4.8 17.3
NE USA 62 26.6 2 3.2 0.9 11.0
Europe (EU) 85 36.5 5 5.9 2.5 13.0
Asia (AS) 86 36.9 2 2.3 0.6 8.1
Race/ethnicity ORR* Asian 92 39.5 56 60.9 50.7 70.2




Non-Asian 125 53.6 84 67.2 58.6 74.8
Unknown 16 6.9 10 62.5 38.6 81.5
CR Asian 92 39.5 4 4.3 1.7 10.7
Non-Asian 125 53.6 7 5.6 2.7 11.1
Unknown 16 6.9 0 0.0 0.0 19.4
PR Asian 92 39.5 52 56.5 46.3 66.2
Non-Asian 125 53.6 77 61.6 52.8 69.7
Unknown 16 6.9 10 62.5 38.6 81.5
SD Asian 92 39.5 25 27.2 19.1 37.0
Non-Asian 125 53.6 31 24.8 18.1 33.0
Unknown 16 6.9 5 31.3 14.2 55.6
PD Asian 92 39.5 8 8.7 4.5 16.2
Non-Asian 125 53.6 5 4.0 1.7 9.0
Unknown 16 6.9 0 0.0 0.0 19.4
NE Asian 92 39.5 3 3.3 1.1 9.2
Non-Asian 125 53.6 5 4.0 1.7 9.0
Unknown 16 6.9 1 6.3 1.1 28.3

95% CI based on Wilson Scores.
*Event is defined as having either complete response (CR) or partial response (PR).
Clinical cut-off: 06NOV2020

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff resp.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data _analysis/ACE NSCLC MAA D180/prod/output/eff resp B63 06NOV2020 EF TO BORR SG.xls
27MAY2021 12:30



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Subgroup analysis, Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1l
MODEL: Unstratified analysis

STUDY: BO42863

Time to event analysis

(N=233)
Patients |[Patients with Event| Censored Time To Event
Median 95% Lower CL for 95% Upper CL for
Name Level n % n % n % (months) Median Median
All n/a 150 64.4 49 32.7] 101 67.3 22.3 14.7 NE
Sex Female 83| 35.6 24 28.9 59 71.1 NE 15.2 NE
Male 67| 28.8 25 37.3 42 62.7 14.5 9.2 NE
Age < 65 100| 42.9 29 29.0 71 71.0 22.3 15.1 NE
>= 65 50 21.5 20 40.0 30| 60.0 15.2 9.0 NE
ECOG performance
status 0 58| 24.9 16 27.6 42 72.4 NE 15.2 NE
89| 38.2 30 33.7 59| 66.3 22.3 10.6 NE
2 3 1.3 3 100.0 0 0.0 - - -
Geographic region USA 43| 18.5 15 34.9 28] 65.1 22.3 11.1 NE
Europe (EU) 55 23.6 16 29.1 39| 70.9 NE 14.5 NE
Asia (AS) 52| 22.3 18 34.6 34] 65.4 NE 10.6 NE
Race/ethnicity Asian 56 24.0 21 37.5 35| 62.5 17.1 9.2 NE
Non-Asian 84| 36.1 26 31.0 58 69.0 22.3 14.7 NE
Unknown 10 4.3 2 20.0 8| 80.0 NE 15.1 NE

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_BASE/prod/program/eff tte2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE NSCLC MAA D180 import/prod/output/eff tte2 B63 06NOV2020 EF TO DORRREMA SG.xls
25FEB2021 20:52



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Subgroup analysis, Time to Response (BICR)

MODEL: Unstratified analysis

STUDY: B042863

Time to event analysis

(N=233)
Patients |Patients with Event| Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level n % n % n % Median (months) Median Median
All n/a 150 o64.4 150 100.0 0 0.0 1.8 1.8 1.9
Sex Female 83 35.6 83 100.0 0 0. 1.8 1.8 1.9
Male 67| 28.8 67 100.0 0 0.0 1.8 1.8 1.9
Age < 65 100 42.9 100 100.0 0 0.0 1.8 1.8 1.8
>= 65 50 21.5 50 100.0 0 0.0 1.9 1.8 1.9
ECOG performance
status 0 58 24.9 58 100.0 0 0.0 1.8 1.8 1.9
1 89 38.2 89 100.0 0 0.0 1.8 1.8 1.9
2 3 1.3 3 100.0 0 0.0 - - -
Geographic region USA 43] 18.5 43 100.0 0 0.0 1.8 1.8 1.9
Europe (EU) 55 23.6 55 100.0 0 0.0 1.8 1.8 1.9
Asia (AS) 52 22.3 52 100.0 0 0.0 1.8 1.8 1.9
Race/ethnicity Asian 56| 24.0 56 100.0 0 0.0 1.8 1.8 1.9
Non-Asian 84 36.1 84 100.0 0 0.0 1.8 1.8 1.9
Unknown 10 4.3 10 100.0 0 0.0 1.8 1.7 1.8

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff tte2.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE NSCLC _MAA D180 import/prod/output/eff tte2 B63 06NOV2020 EF TO TTRESPRR SG.xls
25FEB2021 20:53



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
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Output: root/clinical_studies/RO7499790/CDT30370/B0O42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff _g_tte_km_B63_06NOV2020_EF_TO_DORRREMA pdf

23MAR2021 8:14



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
Output: root/clinical_studies/RO7499790/CDT30370/B0O42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff _g_tte_km_B63_06NOV2020_EF_TO_DORRREMA_SGAGE®65.pdf
23MAR2021 8:15



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)

100
i -—
2 80 T oy,
B L LTI
2 60 1 e ey L L
5 | 1 AR I vy . .k g o U -
&  40- ECOG performance status |
b — 0 — = :
c - - 4+
g — =1
>
5 20 _ |
+ Censored
0
0 2 4 6 8 10 12 14 16 18 20 22 24 26
Time (months)
Patients at risk
58 56 48 41 33 29 27 25 19 15 8 7 2 NE
1 89 85 75 59 42 28 21 17 16 11 7 6 NE NE
2 3 3 3 2 1 NE NE NE NE NE NE NE NE NE
Patients censored
2 9 12 17 20 21 23 25 27 34 35 40 NE
1 0 4 7 15 26 36 40 43 44 49 53 54 NE NE
2 0 0 0 0 0 NE NE NE NE NE NE NE NE NE

Clinical cut-off: 06NOV2020

NE
NE

NE
NE
NE

NE
NE

NE
NE
NE

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff_g_tte_km_B63_06NOV2020_EF_TO_DORRREMA_SGECOG.pdf
23MAR2021 8:16



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Duration of Response per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)

100 . .
Geographic region
Asia (AS)

P

5 80 — - — - Europe (EU)

© — — USA

o 60 + Censored

o

(O]

£ 40

€

(0]

o 20

0 _—
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30
Time (months)

Patients at risk
Asia (AS) 52 15 6 1 1 1 NE NE NE NE NE NE NE NE NE NE
Europe (EVU) 55 11 5 1 1 NE NE NE NE NE NE NE NE NE NE NE
USA 43 13 6 3 2 NE NE NE NE NE NE NE NE NE NE NE
Patients censored
Asia (AS) 0 0 0 0 0 0 NE NE NE NE NE NE NE NE NE NE
Europe (EU) 0 0 0 0 0 NE NE NE NE NE NE NE NE NE NE NE
USA 0 0 0 0 0 NE NE NE NE NE NE NE NE NE NE NE

Clinical cut-off: 06NOV2020

Program: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/eff_g_tte_km.sas
Output: root/clinical_studies/R0O7499790/CDT30370/B0O42863/data_analysis/ACE_NSCLC_MAA_D180_import/prod/output/eff g _tte_km_B63_06NOV2020_EF_TO_TTRESPRR_SGGEO.pdf
23MAR2021 8:23



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population
ENDPOINT: Time to Response (BICR)

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population

ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, No Prior Systemic Treatment, Safety Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1

STUDY: B042863
Time to Event Landmark Analysis

400 mg QD
(N=116)
Patients with Event, n (%)
n (Total Patients) 31 (26.7%)
Progressive Disease (PD) 22 (19.0%)
Death without PD before the 1lst Scheduled
Assessment 6 ( 5.2%)
Death without PD before the 2nd Scheduled
Assessment 7 ( 6.0%)
Death without PD after 2nd and between Scheduled
Assessments 2 (1.7%)
Patients Censored, n (%)
n (Total Patients) 85 (73.3%
No Baseline Assessment 7 ( 6.0%)
No Documented PD 78 (67.2%)
Duration of PFS Follow-up Kaplan-Meier Estimates
(Months) [2]
Median 7.4
95% CI for Median (5.5, 8.9
Min - Max 0.0 - 24.4
Progression Free Survival Kaplan-Meier Estimates
(Months) [3]
Median 13
95% CI (9.1, NE)
25% and 75%-ile 7.3 - NE
Events 31
Censored 75
Patients remaining at risk 10
Progression Free Survival Rate
3-months
Events 11
Censored 33
Patients remaining at risk 72
Event free proportion (%) 88.65
(82.29,
95% CI 95.00)
6-months
Events 18
Censored 48
Patients remaining at risk 50
Event free proportion (%) 78.97




(70.11,
95% CI 87.83)
9-months
Events 24
Censored 61
Patients remaining at risk 31
Event free proportion (%) 68.38
(57.33,
95% CI 79.44)
12-months
Events 30
Censored 72
Patients remaining at risk 14
Event free proportion (%) 51.78
(37.19,
95% CI 66.36)
18-months
Events 31
Censored 81
Patients remaining at risk 4
Event free proportion (%) 47.07
(31.16,
95% CI 62.98)
24-months
Events 31
Censored 84
Patients remaining at risk 1
Event free proportion (%) 47.07
(31.16,
95% CI 62.98)
30-months
Events NE
Censored NE
Patients remaining at risk NE
Event free proportion (%) NE
95% CI NE

[1] At least 2 consecutively scheduled disease assessment is defined as at least 128 days before end of treatment (EOT) visit or 197 days if the death of progression is after EOT.
[2] Duration of response follow-up is based on reverse Kaplan-Meier method, with censoring at the event date.

[3] The 95% CI is based on Greenwood formula.

Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, Efficacy Population
ENDPOINT: Subgroup analysis, Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1
MODEL: Unstratified analysis

STUDY: BO42863

Time to event analysis

(N=75)
Patients |Patients with Event| Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level % n % % Median (months) Median Median
All n/a 75 100,0 27 36,0 48 64,0 13,0 9,1 NE
Sex Female 36| 48,0 14 38,9 22 61,1 13,0 7, NE
Male 39| 52,0 13 33,3 26 66,7 11,0 9, NE
Age < 65 41| 54,7 13 31,7 28 68,3 NE ;1 NE
>= 65 34| 45,3 14 41,2 20| 58,8 10,9 , 7 NE
ECOG performance
status 0 31| 41,3 7 22,6 241 77,4 NE , NE
1 43 57,3 19 44,2 24] 55,8 10,9 ,3 NE
2 1 1,3 1 100,0 0 0,0 - - -
Geographic region USA 221 29,3 6 27,3 16| 72,7 NE 10,9 NE
Europe (EU) 40( 53,3 14 35,0 26| 65,0 NE , 8 NE
Asia (AS) 131 17,3 53,8 6| 46,2 9,1 ,3 NE
Race/ethnicity Asian 171 22,7 9 52,9 8| 47,1 10,9 , NE
Non-Asian 53 70,7 17 32,1 36 67,9 NE 9,0 NE
Unknown 5 6,7 1 20,0 4] 80,0 - - -
Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Prior Systemic Treatment, Safety Population
ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1

STUDY: B042863
Time to Event Landmark Analysis

400 mg QD
(N=165)
Patients with Event, n (%)
n (Total Patients) 75 (45.5%)
Progressive Disease (PD) 55 (33.3%)
Death without PD before the 1lst Scheduled
Assessment 5 ( 3.0%)
Death without PD before the 2nd Scheduled
Assessment 8 ( 4.8%)
Death without PD after 2nd and between Scheduled
Assessments 12 ( 7.3%)
Patients Censored, n (%)
n (Total Patients) 90 (54.5%
No Baseline Assessment 1 (0.6%)
No Documented PD 89 (53.9%)
Duration of PFS Follow-up Kaplan-Meier Estimates
(Months) [2]
Median 18.4
95% CI for Median (12.7, 19.1)
Min - Max 0.0 - 27.6
Progression Free Survival Kaplan-Meier Estimates
(Months) [3]
Median 16.5
95% CI (10.9, 24.1)
25% and 75%-ile 5.9 - NE
Events 68
Censored 53
Patients remaining at risk 44
Progression Free Survival Rate
3-months
Events 14
Censored 15
Patients remaining at risk 136
Event free proportion (%) 91
(86.50,
95% CI 95.50)
6-months
Events 40
Censored 24
Patients remaining at risk 101
Event free proportion (%) 72.96




(65.77,
95% CI 80.16)
9-months
Events 54
Censored 25
Patients remaining at risk 86
Event free proportion (%) 62.77
(54.85,
95% CI 70.70)
12-months
Events 62
Censored 47
Patients remaining at risk 56
Event free proportion (%) 56.48
(48.23,
95% CI 64.73)
18-months
Events 71
Censored 53
Patients remaining at risk 41
Event free proportion (%) 46.65
(37.66,
95% CI 55.63)
24-months
Events 74
Censored 81
Patients remaining at risk 10
Event free proportion (%) 41.72
(31.95,
95% CI 51.49)
30-months
Events NE
Censored NE
Patients remaining at risk NE
Event free proportion (%) NE
95% CI NE

[1] At least 2 consecutively scheduled disease assessment is defined as at least 128 days before end of treatment (EOT) visit or 197 days if the death of progression is after EOT.
[2] Duration of response follow-up is based on reverse Kaplan-Meier method, with censoring at the event date.

[3] The 95% CI is based on Greenwood formula.
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Pre-Treated Patients, Efficacy Population

ENDPOINT: Subgroup analysis, Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1l
MODEL: Unstratified analysis

STUDY: B042863
Time to event analysis

(N=158)
Patients Patients with Event| Censored Time To Event
95% Lower CL for 95% Upper CL for
Name Level n % n % % Median (months) Median Median
All n/a 158] 100,0 75 47,5 83| 52,5 16,4 10,7 24,1
Sex Female 86| 54,4 34 39,5 521 60,5 NE 13,1 NE
Male 72| 45,6 41 56,9 31| 43,1 10,5 7,7 18,8
Age < 65 104| 65,8 47 45,2 57| 54,8 18,2 12,7 NE
>= 65 54| 34,2 28 51,9 26| 48,1 10,5 7,4 NE
ECOG performance status 0 47 29,7 20 42,6 27 57,4 18,8 16,2 NE
1 106| 67,1 50 47,2 56| 52,8 13,1 9,1 NE
2 5 3,2 5 100,0 0 0,0 - - -
Geographic region USA 40| 25,3 18 45,0 22| 55,0 24,1 11,0 NE
Europe (EU) 451 28,5 23 51,1 22| 48,9 13,1 7, 18,2
Asia (AS) 73| 46,2 34 46,6 39| 53,4 16,5 8, NE
Race/ethnicity Asian 75 47,5 36 48,0 39 52,0 13,1 8,8 NE
Non-Asian 72 45,6 33 45,8 39| 54,2 17,1 11,0 NE
Unknown 11 7,0 6 54,5 5| 45,5 12,1 3,7 NE
Number of prior antineoplastic systemic therapy
lines I 1 73| 46,2 34 46,6 39| 53,4 12,8 , NE
>= 2 85| 53,8 41 48,2 441 51,8 18,2 , NE

Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863
Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1

STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST v1.1
STUDY: BO42863

Kaplan-Meier plot of time to first event (months)
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Safety Population

ENDPOINT: Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1
STUDY: B042863

Time to Event Landmark Analysis

400 mg QD
(N=281)
Patients with Event, n (%)
n (Total Patients) 106 (37.7%)
Progressive Disease (PD) 77 (27.4%)
Death without PD before the 1lst Scheduled
Assessment 11 ( 3.9%)
Death without PD before the 2nd Scheduled
Assessment 15 ( 5.3%)
Death without PD after 2nd and between Scheduled
Assessments 14 ( 5.0%)
Patients Censored, n (%)
n (Total Patients) 175 (62.3%)
No Baseline Assessment 8 ( 2.8%)
No Documented PD 167 (59.4%)
Duration of PFS Follow-up Kaplan-Meier Estimates
(Months) [2]
Median 11
95% CI for Median (10.1, 12.8)
Min - Max 0.0 - 27.6
Progression Free Survival Kaplan-Meier Estimates
(Months) [3]
Median 16.4
95% CI (11.0, 24.1)
25% and 75%-ile 6.0 - NE
Events 98
Censored 133
Patients remaining at risk 50
Progression Free Survival Rate
3-months
Events 25
Censored 48
Patients remaining at risk 208
Event free proportion (%) 90.11
(86.43,
95% CI 93.80)
6-months
Events 58
Censored 72
Patients remaining at risk 151
Event free proportion (%) 74.88




(69.22,
95% CI 80.53)
9-months
Events 78
Censored 86
Patients remaining at risk 117
Event free proportion (%) 64.49
(58.03,
95% CI 70.94)
12-months
Events 92
Censored 119
Patients remaining at risk 70
Event free proportion (%) 55.85
(48.83,
95% CI 62.87)
18-months
Events 102
Censored 134
Patients remaining at risk 45
Event free proportion (%) 46.56
(38.67,
95% CI 54.46)
24-months
Events 105
Censored 165
Patients remaining at risk 11
Event free proportion (%) 41.94
(33.10,
95% CI 50.78)
30-months
Events NE
Censored NE
Patients remaining at risk NE
Event free proportion (%) NE
95% CI NE

[1] At least 2 consecutively scheduled disease assessment is defined as at least 128 days before end of treatment (EOT) visit or 197 days if the death of progression is after EOT.
[2] Duration of response follow-up is based on reverse Kaplan-Meier method, with censoring at the event date.

[3] The 95% CI is based on Greenwood formula.
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Overall, Efficacy Population

ENDPOINT: Subgroup analysis, Progression-Free Survival per EMA Censoring Rule, Central Radiology Assessment per RECIST vl.1l
MODEL: Unstratified analysis

STUDY: BO42863

Time to event analysis

(N=233)
Patients |Patients with Event| Censored Time To Event
Median 95% Lower CL for 95% Upper CL for
Name Level n % n % n % (months) Median Median
All n/a 233(100,0 102 43,8| 131 56,2 16,4 11,0 24,1
Sex Female 122 52,4 48 39,3 741 60,7 18,2 13,1 NE
Male 111| 47,6 54 48,6 57| 51,4 11,0 9,1 22,1
Age < 65 145 62,2 60 41,4 85| 58,6 18,2 13,0 NE
>= 65 88| 37,8 42 47,7 46 52,3 10,5 8,3 18,8
ECOG performance
status 0 78| 33,5 27 34,6 51| 65,4 NE 16,8 NE
1 149] 63,9 69 46,3 80| 53,7 12,8 9,1 24,1
2 6 2,6 6 100,0 0 0,0 - - -
Geographic region USA 62| 26,6 24 38,7 38| 61,3 24,1 12,7 NE
Europe (EU) 85| 36,5 37 43,5 48| 56,5 13,1 8,8 NE
Asia (AS) 86 36,9 41 47,7 451 52,3 13,1 9,1 NE
Race/ethnicity Asian 921 39,5 45 48,9 47| 51,1 13,0 9,1 NE
Non-Asian 125 53,6 50 40,0 75 60,0 18,2 12,7 NE
Unknown 16 6,9 7 43,8 91 56,3 16,8 7,4 NE

Clinical cut-off: 06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/eff tte2.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE_NSCLC MAA D180 import/prod/output/eff tte2 B63 06NOV2020 EF TO PFSEMAR SG.xls
25FEB2021 20:54



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population,

ENDPOINT: Subgroup analysis, EORTC QLQ-C30: Appetite Loss

Safety Population

MODEL: --
STUDY: BO42863
Compliance/Mean
400 mg QD (N=108)
Patients Statistics
Name
Visit Level in study? % with value? % mean? SD CI LL CI UL
All
Baseline n/a 108 100.0 104 96.3 19.55 28.86 13.94 25.16
Week 4 (Day 29) |n/a 108 100.0 96 88.9 11.11 19.74 7.11 15.11
Week 8 (Day 57) |n/a 92 85.2 79 85.9 13.92 25.93 8.12 19.73
Week 12 (Day 85) |n/a 79 73.1 71 89.9 9.39 19.67 4.73 14.04
Week 16 (Day
113) n/a 69 63.9 58 84.1 7.47 15.35 3.44 11.51
Week 20 (Day
141) n/a 59 54.6 55 93.2 12.12 24.31 5.55 18.69
Week 24 (Day
169) n/a 56 51.9 49 87.5 9.52 20.41 3.66 15.39
Week 28 (Day
197) n/a 55 50.9 51 92.7 9.15 23.17 2.63 15.67
Week 32 (Day
225) n/a 48 44.4 41 85.4 8.13 20.79 1.57 14.69
Week 36 (Day
253) n/a 41 38.0 30 73.2 7.78 18.94 0.70 14.85
Week 40 (Day
281) n/a 37 34.3 32 86.5 6.25 15.70 0.59 11.91
Week 44 (Day
309) n/a 31 28.7 26 83.9 12.82 23.24 3.43 22.21
Week 48 (Day
337) n/a 23 21.3 12 52.2 5.56 19.25 -6.67 17.78
Week 52 (Day
365) n/a 19 17.6 4 21.1 8.33 16.67 -18.19 34.85
Week 56 (Day
393) n/a 17 15.7 6 35.3 5.56 13.61 -8.73 19.84
Week 60 (Day
421) n/a 11 10.2 1 9.1 0.00 NE NE NE
Week 64 (Day
449) n/a 10 9.3 3 30.0 0.00 0.00 NE NE
Week 68 (Day
477) n/a 6 5.6 1 16.7 0.00 NE NE NE
Week 72 (Day
505) n/a 6 5.6 1 16.7 0.00 NE NE NE
Week 76 (Day
533) n/a 6 5.6 1 16.7 0.00 NE NE NE
Week 80 (Day
561) n/a 5 4.6 0 0.0 NE NE NE NE
Week 84 (Day
589) n/a 1 0.9 0 0.0 NE NE NE NE
Week 88 (Day
617) n/a 1 0.9 0 0.0 NE NE NE NE
Week 92 (Day
645) n/a 1 0.9 0 0.0 NE NE NE NE




Cycle 12 (LOCF) |[n/a 108 100.0 108 100.0 13.27 24.52 8.60 17.95
End of Study
(LOCF) n/a 108 100.0 108 100.0 12.65 23.99 8.08 17.23
Sex
Baseline Female 59 100.0 56 94.9 23.21 30.43 15.06 31.36
Week 4 (Day 29) [Female 59 100.0 51 86.4 13.07 17.74 8.08 18.06
Week 8 (Day 57) [Female 49 83.1 44 89.8 18.18 29.16 9.32 27.05
Week 12 (Day 85) [Female 44 74.6 39 88.6 12.82 23.71 5.13 20.51
Week 16 (Day
113) Female 38 64.4 31 81.6 9.68 17.62 3.21 16.14
Week 20 (Day
141) Female 33 55.9 32 97.0 16.67 25.40 7.51 25.82
Week 24 (Day
169) Female 31 52.5 27 87.1 11.11 18.49 3.80 18.43
Week 28 (Day
197) Female 30 50.8 27 90.0 13.58 24.91 3.73 23.43
Week 32 (Day
225) Female 27 45.8 23 85.2 7.25 17.28 -0.23 14.72
Week 36 (Day
253) Female 22 37.3 15 68.2 6.67 18.69 -3.68 17.02
Week 40 (Day
281) Female 18 30.5 16 88.9 6.25 13.44 -0.91 13.41
Week 44 (Day
309) Female 15 25.4 12 80.0 19.44 26.43 2.65 36.24
Week 48 (Day
337) Female 11 18.6 4 36.4 16.67 33.33 -36.37 69.71
Week 52 (Day
365) Female 9 15.3 1 11.1 33.33 NE NE NE
Week 56 (Day
393) Female 7 11.9 1 14.3 33.33 NE NE NE
Week 60 (Day
421) Female 5 8.5 1 20.0 0.00 NE NE NE
Week 64 (Day
449) Female 4 6.8 2 50.0 0.00 0.00 NE NE
Week 68 (Day
477) Female 3 5.1 1 33.3 0.00 NE NE NE
Week 72 (Day
505) Female 3 5.1 1 33.3 0.00 NE NE NE
Week 76 (Day
533) Female 3 5.1 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Female 3.4 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Female 59 100.0 59 100.0 16.38 27.24 9.28 23.48
End of Study
(LOCF) Female 59 100.0 59 100.0 15.25 26.50 8.35 22.16
Baseline Male 49 100.0 48 98.0 15.28 26.59 7.56 23.00
Week 4 (Day 29) [Male 49 100.0 45 91.8 8.89 21.79 2.34 15.43
Week 8 (Day 57) [Male 43 87.8 35 81.4 8.57 20.36 1.58 15.57
Week 12 (Day 85) [Male 35 71.4 32 91.4 5.21 12.30 0.77 9.64
Week 16 (Day
113) Male 31 63.3 27 87.1 4.94 12.07 0.16 9.71
Week 20 (Day
141) Male 26 53.1 23 88.5 5.80 21.68 -3.58 15.17
Week 24 (Day
169) Male 25 51.0 22 88.0 7.58 22.84 -2.55 17.70
Week 28 (Day
197) Male 25 51.0 24 96.0 4.17 20.41 -4.45 12.79




Week 32 (Day
225) Male 21 42.9 18 85.7 9.26 25.06 -3.20 21.72
Week 36 (Day
253) Male 19 38.8 15 78.9 8.89 19.79 -2.07 19.85
Week 40 (Day
281) Male 19 38.8 16 84.2 6.25 18.13 -3.41 15.91
Week 44 (Day
309) Male 16 32.7 14 87.5 7.14 19.30 -4.00 18.29
Week 48 (Day
337) Male 12 24.5 8 66.7 0.00 0.00 NE NE
Week 52 (Day
365) Male 10 20.4 3 30.0 0.00 0.00 NE NE
Week 56 (Day
393) Male 10 20.4 5 50.0 0.00 0.00 NE NE
Week 60 (Day
421) Male 6 12.2 0 0.0 NE NE NE NE
Week 64 (Day
449) Male 6 12.2 1 16.7 0.00 NE NE NE
Week 68 (Day
477) Male 3 6.1 0 0.0 NE NE NE NE
Week 72 (Day
505) Male 3 6.1 0 0.0 NE NE NE NE
Week 76 (Day
533) Male 3 6.1 0 0.0 NE NE NE NE
Week 80 (Day
561) Male 3 6.1 0 0.0 NE NE NE NE
Week 84 (Day
589) Male 1 2.0 0 0.0 NE NE NE NE
Week 88 (Day
617) Male 1 2.0 0 0.0 NE NE NE NE
Week 92 (Day
645) Male 1 2.0 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Male 49 100.0 49 100.0 9.52 20.41 3.66 15.39
End of Study
(LOCF) Male 49 100.0 49 100.0 9.52 20.41 3.66 15.39
Age
Baseline < 65 63 100.0 60 95.2 20.00 28.26 12.70 27.30
Week 4 (Day 29) [< 65 63 100.0 55 87.3 7.88 14.29 4.02 11.74
Week 8 (Day 57) [< 65 54 85.7 47 87.0 8.51 18.99 2.93 14.09
Week 12 (Day 85) [< 65 47 74.6 42 89.4 7.94 20.57 1.53 14.35
Week 16 (Day
113) < 65 39 61.9 34 87.2 6.86 15.95 1.30 12.43
Week 20 (Day
141) < 65 35 55.6 35 100.0 14.29 24.64 5.82 22.175
Week 24 (Day
169) < 65 34 54.0 31 91.2 8.60 14.83 3.16 14.04
Week 28 (Day
197) < 65 33 52.4 32 97.0 6.25 15.70 0.59 11.91
Week 32 (Day
225) < 65 30 47.6 25 83.3 5.33 12.47 0.19 10.48
Week 36 (Day
253) < 65 25 39.7 20 80.0 3.33 10.26 -1.47 8.14
Week 40 (Day
281) < 65 23 36.5 21 91.3 4.76 11.95 -0.68 10.20
Week 44 (Day
309) < 65 19 30.2 17 89.5 13.73 23.74 1.52 25.93
Week 48 (Day
337) < 65 14 22.2 7 50.0 9.52 25.20 -13.78 32.83




Week 52 (Day
365) < 65 12 19.0 2 16.7 16.67 23.57 -195.10 228.44
Week 56 (Day
393) < 65 11 17.5 2 18.2 16.67 23.57 -195.10 228.44
Week 60 (Day
421) < 65 8 12.7 1 12.5 0.00 NE NE NE
Week 64 (Day
449) < 65 7 11.1 3 42.9 0.00 0.00 NE NE
Week 68 (Day
477) < 65 4 6.3 1 25.0 0.00 NE NE NE
Week 72 (Day
505) < 65 4 6.3 1 25.0 0.00 NE NE NE
Week 76 (Day
533) < 65 4 6.3 1 25.0 0.00 NE NE NE
Week 80 (Day
561) < 65 3 4.8 0 0.0 NE NE NE NE
Week 84 (Day
589) < 65 1 1.6 0 0.0 NE NE NE NE
Week 88 (Day
617) < 65 1 1.6 0 0.0 NE NE NE NE
Week 92 (Day
645) < 65 1 1.6 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |[< 65 63 100.0 63 100.0 10.58 21.44 5.18 15.98
End of Study
(LOCF) < 65 63 100.0 63 100.0 9.52 20.24 4.43 14.62
Baseline >= 65 45 100.0 44 97.8 18.94 29.99 9.82 28.06
Week 4 (Day 29) |[>= 65 45 100.0 41 91.1 15.45 24.83 7.61 23.28
Week 8 (Day 57) |[>= 65 38 84.4 32 84.2 21.87 32.36 10.21 33.54
Week 12 (Day 85) |[>= 65 32 71.1 29 90.6 11.49 18.42 4.49 18.50
Week 16 (Day
113) >= 65 30 66.7 24 80.0 8.33 14.74 2.11 14.56
Week 20 (Day
141) >= 65 24 53.3 20 83.3 8.33 23.88 -2.84 19.51
Week 24 (Day
169) >= 65 22 48.9 18 81.8 11.11 28.01 -2.82 25.04
Week 28 (Day
197) >= 65 22 48.9 19 86.4 14.04 32.04 -1.41 29.48
Week 32 (Day
225) >= 65 18 40.0 16 88.9 12.50 29.50 -3.22 28.22
Week 36 (Day
253) >= 65 16 35.6 10 62.5 16.67 28.33 -3.60 36.93
Week 40 (Day
281) >= 65 14 31.1 11 78.6 9.09 21.56 -5.39 23.57
Week 44 (Day
309) >= 65 12 26.7 9 75.0 11.11 23.57 -7.01 29.23
Week 48 (Day
337) >= 65 9 20.0 5 55.6 0.00 0.00 NE NE
Week 52 (Day
365) >= 65 7 15.6 2 28.6 0.00 0.00 NE NE
Week 56 (Day
393) >= 65 6 13.3 4 66.7 0.00 0.00 NE NE
Week 60 (Day
421) >= 65 3 6.7 0 0.0 NE NE NE NE
Week 64 (Day
449) >= 65 3 6.7 0 0.0 NE NE NE NE
Week 68 (Day
477) >= 65 2 4.4 0 0.0 NE NE NE NE
Week 72 (Day
505) >= 65 2 4.4 0 0.0 NE NE NE NE




Week 76 (Day
533) >= 65 2 4.4 0 0.0 NE NE NE NE
Week 80 (Day
561) >= 65 2 4.4 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [>= 65 45 100.0 45 100.0 17.04 28.09 8.60 25.48
End of Study
(LOCF) >= 65 45 100.0 45 100.0 17.04 28.09 8.60 25.48
ECOG performance status
Baseline 0 30 100.0 29 96.7 14.94 27.58 4.45 25.43
Week 4 (Day 29) |0 30 100.0 29 96.7 9.20 17.59 2.51 15.88
Week 8 (Day 57) |0 28 93.3 25 89.3 17.33 30.61 4.70 29.97
Week 12 (Day 85) |0 26 86.7 24 92.3 11.11 23.40 1.23 20.99
Week 16 (Day
113) 0 26 86.7 21 80.8 3.17 10.03 -1.39 7.74
Week 20 (Day
141) 0 26 86.7 24 92.3 6.94 16.97 -0.22 14.11
Week 24 (Day
169) 0 25 83.3 23 92.0 2.90 9.60 -1.25 7.05
Week 28 (Day
197) 0 25 83.3 23 92.0 7.25 22.38 -2.43 16.92
Week 32 (Day
225) 0 20 66.7 16 80.0 2.08 8.33 -2.36 6.52
Week 36 (Day
253) 0 18 60.0 11 61.1 0.00 0.00 NE NE
Week 40 (Day
281) 0 16 53.3 11 68.8 0.00 0.00 NE NE
Week 44 (Day
309) 0 15 50.0 12 80.0 8.33 20.72 -4.83 21.50
Week 48 (Day
337) 0 9 30.0 6 66.7 11.11 27.22 -17.45 39.67
Week 52 (Day
365) 0 9 30.0 3 33.3 11.11 19.25 -36.70 58.92
Week 56 (Day
393) 0 8 26.7 3 37.5 0.00 0.00 NE NE
Week 60 (Day
421) 0 5 16.7 1 20.0 0.00 NE NE NE
Week 64 (Day
449) 0 5 16.7 2 40.0 0.00 0.00 NE NE
Week 68 (Day
477) 0 3 10.0 1 33.3 0.00 NE NE NE
Week 72 (Day
505) 0 3 10.0 1 33.3 0.00 NE NE NE
Week 76 (Day
533) 0 3 10.0 1 33.3 0.00 NE NE NE
Week 80 (Day
561) 0 2 6.7 0 0.0 NE NE NE NE
Week 84 (Day
589) 0 1 3.3 0 0.0 NE NE NE NE
Week 88 (Day
617) 0 1 3.3 0 0.0 NE NE NE NE
Week 92 (Day
645) 0 1 3.3 0 0.0 NE NE NE NE
Cycle 12 (LOCF) (O 30 100.0 30 100.0 15.56 32.44 3.44 27.67
End of Study
(LOCF) 0 30 100.0 30 100.0 13.33 31.07 1.73 24.94
Baseline 1 78 100.0 75 96.2 21.33 29.33 14.59 28.08
Week 4 (Day 29) |1 78 100.0 67 85.9 11.94 20.68 6.90 16.98




Week 8 (Day 57) |1 64 82.1 54 84.4 12.35 23.61 5.90 18.79
Week 12 (Day 85) |1 53 67.9 47 88.7 8.51 17.68 3.32 13.70
Week 16 (Day
113) 1 43 55.1 37 86.0 9.91 17.33 4.13 15.69
Week 20 (Day
141) 1 33 42.3 31 93.9 16.13 28.38 5.72 26.54
Week 24 (Day
169) 1 31 39.7 26 83.9 15.38 25.35 5.14 25.62
Week 28 (Day
197) 1 30 38.5 28 93.3 10.71 24.09 1.37 20.06
Week 32 (Day
225) 1 28 35.9 25 89.3 12.00 25.24 1.58 22.42
Week 36 (Day
253) 1 23 29.5 19 82.6 12.28 22.80 1.29 23.27
Week 40 (Day
281) 1 21 26.9 21 100.0 9.52 18.69 1.02 18.03
Week 44 (Day
309) 1 16 20.5 14 87.5 16.67 25.32 2.05 31.29
Week 48 (Day
337) 1 14 17.9 6 42.9 0.00 0.00 NE NE
Week 52 (Day
365) 1 10 12.8 1 10.0 0.00 NE NE NE
Week 56 (Day
393) 1 9 11.5 3 33.3 11.11 19.25 -36.70 58.92
Week 60 (Day
421) 1 6 7.7 0 0.0 NE NE NE NE
Week 64 (Day
449) 1 5 6.4 1 20.0 0.00 NE NE NE
Week 68 (Day
477) 1 3 3.8 0 0.0 NE NE NE NE
Week 72 (Day
505) 1 3 3.8 0 0.0 NE NE NE NE
Week 76 (Day
533) 1 3 3.8 0 0.0 NE NE NE NE
Week 80 (Day
561) 1 3 3.8 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |1 78 100.0 78 100.0 12.39 20.88 7.69 17.10
End of Study
(LOCF) 1 78 100.0 78 100.0 12.39 20.88 7.69 17.10
Geographic region
Baseline USA 21 100.0 19 90.5 15.79 30.16 1.25 30.33
Week 4 (Day 29) |USA 21 100.0 20 95.2 8.33 14.81 1.40 15.26
Week 8 (Day 57) |USA 21 100.0 19 90.5 12.28 16.52 4.32 20.24
Week 12 (Day 85) |USA 21 100.0 19 90.5 12.28 19.91 2.68 21.88
Week 16 (Day
113) USA 21 100.0 16 76.2 6.25 13.44 -0.91 13.41
Week 20 (Day
141) USA 20 95.2 18 90.0 14.81 32.78 -1.49 31.12
Week 24 (Day
169) USA 20 95.2 19 95.0 7.02 23.78 -4.44 18.48
Week 28 (Day
197) USA 20 95.2 19 95.0 5.26 22.94 -5.79 16.32
Week 32 (Day
225) USA 17 81.0 15 88.2 8.89 26.63 -5.86 23.63
Week 36 (Day
253) USA 17 81.0 11 64.7 6.06 20.10 -7.44 19.56
Week 40 (Day
281) USA 15 71.4 12 80.0 8.33 20.72 -4.83 21.50




Week 44 (Day

309) USA 13 61. 10 76. 13.33 23.31 -3.34 30.01
Week 48 (Day
337) USA 8 38. 5 62. 0.00 0.00 NE NE
Week 52 (Day
365) USA 6 28. 1 16. 0.00 NE NE NE
Week 56 (Day
393) USA 6 28. 3 50. 11.11 19.25 -36.70 58.92
Week 60 (Day
421) USA 5 23. 0 0. NE NE NE NE
Week 64 (Day
449) USA 4 19. 1 25. 0.00 NE NE NE
Week 68 (Day
477) USA 2 9. 0 0. NE NE NE NE
Week 72 (Day
505) USA 2 9. 0 0. NE NE NE NE
Week 76 (Day
533) USA 2 9. 0 0. NE NE NE NE
Week 80 (Day
561) USA 2 9. 0 0. NE NE NE NE
Week 84 (Day
589) USA 1 4. 0 0. NE NE NE NE
Week 88 (Day
617) USA 1 4. 0 0. NE NE NE NE
Week 92 (Day
645) USA 1 4. 0 0. NE NE NE NE
Cycle 12 (LOCF) [USA 21 100. 21 100. 7.94 17.97 -0.24 16.11
End of Study
(LOCF) USA 21 100. 21 100. 7.94 17.97 -0.24 16.11
Baseline Europe (EU) 42 100. 40 95. 19.17 26.03 10.84 27.49
Week 4 (Day 29) |Europe (EU) 42 100. 39 92. 11.97 20.92 5.18 18.75
Week 8 (Day 57) |Europe (EU) 36 85. 30 83. 15.56 29.99 4.36 26.75
Week 12 (Day 85) |Europe (EU) 31 73. 25 80. 12.00 25.24 1.58 22.42
Week 16 (Day
113) Europe (EU) 30 71. 24 80. 9.72 18.33 1.98 17.46
Week 20 (Day
141) Europe (EU) 26 61. 24 92. 9.72 18.33 1.98 17.46
Week 24 (Day
169) Europe (EU) 26 61. 22 84. 10.61 18.93 2.21 19.00
Week 28 (Day
197) Europe (EU) 25 59. 23 92. 11.59 23.80 1.30 21.89
Week 32 (Day
225) Europe (EU) 21 50. 19 90. 5.26 12.49 -0.76 11.28
Week 36 (Day
253) Europe (EU) 16 38. 13 81. 5.13 18.49 -6.05 16.30
Week 40 (Day
281) Europe (EU) 14 33. 14 100. 2.38 8.91 -2.76 7.52
Week 44 (Day
309) Europe (EU) 11 26. 10 90. 10.00 22.50 -6.09 26.09
Week 48 (Day
337) Europe (EU) 8 19. 6 75. 11.11 27.22 -17.45 39.67
Week 52 (Day
365) Europe (EU) 6 14. 3 50. 11.11 19.25 -36.70 58.92
Week 56 (Day
393) Europe (EU) 6 14. 2 33. 0.00 0.00 NE NE




Week 60 (Day
421) Europe (EU) 4 9.5 1 25.0 0.00 NE NE NE
Week 64 (Day
449) Europe (EU) 4 9.5 2 50.0 0.00 0.00 NE NE
Week 68 (Day
477) Europe (EU) 3 7.1 1 33.3 0.00 NE NE NE
Week 72 (Day
505) Europe (EU) 3 7.1 1 33.3 0.00 NE NE NE
Week 76 (Day
533) Europe (EU) 3 7.1 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Europe (EU) 2 4.8 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [Europe (EU) 42 100.0 42 100.0 19.05 27.69 10.42 27.68
End of Study
(LOCF) Europe (EU) 42 100.0 42 100.0 17.46 26.79 9.11 25.81
Baseline Asia (AS) 45 100.0 45 100.0 21.48 31.10 12.14 30.83
Week 4 (Day 29) |Asia (AS) 45 100.0 37 82.2 11.71 21.11 4.67 18.75
Week 8 (Day 57) |Asia (AS) 35 77.8 30 85.7 13.33 27.12 3.21 23.46
Week 12 (Day 85) |Asia (AS) 27 60.0 27 100.0 4.94 12.07 0.16 9.71
Week 16 (Day
113) Asia (AS) 18 40.0 18 100.0 5.56 12.78 -0.80 11.91
Week 20 (Day
141) Asia (AS) 13 28.9 13 100.0 12.82 21.68 -0.28 25.92
Week 24 (Day
169) Asia (AS) 10 22.2 8 80.0 12.50 17.25 -1.92 26.92
Week 28 (Day
197) Asia (AS) 10 22.2 9 90.0 11.11 23.57 -7.01 29.23
Week 32 (Day
225) Asia (AS) 10 22.2 7 70.0 14.29 26.23 -9.97 38.54
Week 36 (Day
253) Asia (AS) 8 17.8 6 75.0 16.67 18.26 -2.49 35.83
Week 40 (Day
281) Asia (AS) 8 17.8 6 75.0 11.11 17.21 -6.95 29.18
Week 44 (Day
309) Asia (AS) 7 15.6 6 85.7 16.67 27.89 -12.60 45.93
Week 48 (Day
337) Asia (AS) 7 15.6 1 14.3 0.00 NE NE NE
Week 52 (Day
365) Asia (AS) 7 15.6 0 0.0 NE NE NE NE
Week 56 (Day
393) Asia (AS) 5 11.1 1 20.0 0.00 NE NE NE
Week 60 (Day
421) Asia (AS) 2 4.4 0 0.0 NE NE NE NE
Week 64 (Day
449) Asia (AS) 2 4.4 0 0.0 NE NE NE NE
Week 68 (Day
477) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 72 (Day
505) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 76 (Day
533) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 80 (Day
561) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Asia (AS) 45 100.0 45 100.0 10.37 23.38 3.35 17.39
End of Study
(LOCF) Asia (AS) 45 100.0 45 100.0 10.37 23.38 3.35 17.39




Race/ethnicity

Baseline Asian 48 100.0 48 100.0 22.22 32.50 12.79 31.66
Week 4 (Day 29) |Asian 48 100.0 40 83.3 11.67 20.74 5.03 18.30
Week 8 (Day 57) |Asian 38 79.2 31 81.6 13.98 26.91 4.11 23.85
Week 12 (Day 85) |Asian 30 62.5 30 100.0 6.67 13.56 1.60 11.73
Week 16 (Day
113) Asian 21 43.8 21 100.0 6.35 13.41 0.24 12.45
Week 20 (Day
141) Asian 16 33.3 15 93.8 17.78 30.52 0.88 34.68
Week 24 (Day
169) Asian 13 27.1 11 84.6 18.18 31.14 -2.74 39.10
Week 28 (Day
197) Asian 13 27.1 12 92.3 16.67 33.33 -4.51 37.85
Week 32 (Day
225) Asian 12 25.0 9 75.0 22.22 37.27 -6.42 50.87
Week 36 (Day
253) Asian 10 20.8 8 80.0 20.83 24.80 0.10 41.57
Week 40 (Day
281) Asian 10 20.8 8 80.0 16.67 25.20 -4.40 37.73
Week 44 (Day
309) Asian 9 18.8 8 88.9 20.83 30.54 -4.70 46.36
Week 48 (Day
337) Asian 9 18.8 2 22.2 0.00 0.00 NE NE
Week 52 (Day
365) Asian 9 18.8 1 11.1 0.00 NE NE NE
Week 56 (Day
393) Asian 7 14.6 2 28.6 0.00 0.00 NE NE
Week 60 (Day
421) Asian 3 6.3 0 0.0 NE NE NE NE
Week 64 (Day
449) Asian 3 6.3 0 0.0 NE NE NE NE
Week 68 (Day
477) Asian 2 4.2 0 0.0 NE NE NE NE
Week 72 (Day
505) Asian 2 4.2 0 0.0 NE NE NE NE
Week 76 (Day
533) Asian 2 4.2 0 0.0 NE NE NE NE
Week 80 (Day
561) Asian 2 4.2 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |[Asian 48 100.0 48 100.0 11.11 24.15 4.10 18.12
End of Study
(LOCF) Asian 48 100.0 48 100.0 11.11 24.15 4.10 18.12
Baseline Non-Asian 54 100.0 52 96.3 17.31 25.98 10.07 24.54
Week 4 (Day 29) [Non-Asian 54 100.0 50 92.6 12.00 19.93 6.34 17.66
Week 8 (Day 57) [Non-Asian 49 90.7 44 89.8 15.15 26.37 7.13 23.17
Week 12 (Day 85) [Non-Asian 44 81.5 37 84.1 10.81 22.30 3.38 18.25
Week 16 (Day
113) Non-Asian 43 79.6 34 79.1 8.82 17.03 2.88 14.77
Week 20 (Day
141) Non-Asian 38 70.4 35 92.1 11.43 22.78 3.60 19.26
Week 24 (Day
169) Non-Asian 38 70.4 34 89.5 7.84 16.53 2.07 13.61
Week 28 (Day
197) Non-Asian 37 68.5 35 94.6 7.62 19.94 0.77 14.47
Week 32 (Day
225) Non-Asian 32 59.3 28 87.5 4.76 11.88 0.16 9.37
Week 36 (Day
253) Non-Asian 27 50.0 20 74.1 0.00 0.00 NE NE




Week 40 (Day
281) Non-Asian 23 42.6 21 91.3 1.59 7.27 -1.72 4.90
Week 44 (Day
309) Non-Asian 18 33.3 14 77.8 9.52 20.37 -2.24 21.29
Week 48 (Day
337) Non-Asian 12 22.2 9 75.0 7.41 22.22 -9.67 24.49
Week 52 (Day
365) Non-Asian 8 14.8 3 37.5 11.11 19.25 -36.70 58.92
Week 56 (Day
393) Non-Asian 8 14.8 4 50.0 8.33 16.67 -18.19 34.85
Week 60 (Day
421) Non-Asian 7 13.0 1 14.3 0.00 NE NE NE
Week 64 (Day
449) Non-Asian 6 11.1 2 33.3 0.00 0.00 NE NE
Week 68 (Day
477) Non-Asian 3 5.6 1 33.3 0.00 NE NE NE
Week 72 (Day
505) Non-Asian 3 5.6 0 0.0 NE NE NE NE
Week 76 (Day
533) Non-Asian 3 5.6 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Non-Asian 2 3.7 0 0.0 NE NE NE NE
Week 84 (Day
589) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Week 88 (Day
617) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Week 92 (Day
645) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [Non-Asian 54 100.0 54 100.0 16.05 25.69 9.04 23.06
End of Study
(LOCF) Non-Asian 54 100.0 54 100.0 14.81 24.80 8.05 21.58
Baseline Unknown 6 100.0 4 66.7 16.67 19.25 -13.96 47.29
Week 4 (Day 29) [Unknown 6 100.0 6 100.0 0.00 0.00 NE NE
Week 8 (Day 57) [Unknown 5 83.3 4 80.0 0.00 0.00 NE NE
Week 12 (Day 85) [Unknown 5 83.3 4 80.0 16.67 33.33 -36.37 69.71
Week 16 (Day
113) Unknown 5 83.3 3 60.0 0.00 0.00 NE NE
Week 20 (Day
141) Unknown 5 83.3 5 100.0 0.00 0.00 NE NE
Week 24 (Day
169) Unknown 5 83.3 4 80.0 0.00 0.00 NE NE
Week 28 (Day
197) Unknown 5 83.3 4 80.0 0.00 0.00 NE NE
Week 32 (Day
225) Unknown 4 66.7 4 100.0 0.00 0.00 NE NE
Week 36 (Day
253) Unknown 4 66.7 2 50.0 33.33 47.14 -390.21 456.87
Week 40 (Day
281) Unknown 4 66.7 3 75.0 11.11 19.25 -36.70 58.92
Week 44 (Day
309) Unknown 4 66.7 4 100.0 8.33 16.67 -18.19 34.85
Week 48 (Day
337) Unknown 2 33.3 1 50.0 0.00 NE NE NE
Week 52 (Day
365) Unknown 2 33.3 0 0.0 NE NE NE NE
Week 56 (Day
393) Unknown 2 33.3 0 0.0 NE NE NE NE
Week 60 (Day
421) Unknown 1 16.7 0 0.0 NE NE NE NE




Week 64 (Day

449) Unknown 16. 100. .00 NE NE NE
Week 68 (Day
477) Unknown 16. 0. NE NE NE NE
Week 72 (Day
505) Unknown 16. 100. .00 NE NE NE
Week 76 (Day
533) Unknown 16. 0. NE NE NE NE
Week 80 (Day
561) Unknown 16. 0. NE NE NE NE
Cycle 12 (LOCF) [Unknown 100. 100. .56 13.61 -8.73 19.84
End of Study
(LOCF) Unknown 100. 100. .56 13.61 -8.73 19.84

Patients who signed the informed consent form for protocol amendment 4.1 or later

! in study: number of subjects in study at respective visit;

based on baseline.

(i.e. protocol amendments 4.1,

and 5-13)

with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD;

2

The last value per patient collected before or on week 44 is used for the calculation of "Cycle 12

Clinical cut-off: 06NOV2020

mean: descriptive statistics - absolute values.

(LOCF) ".

Program: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE BASE/prod/program/pro_mean.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA D180/prod/output/pro_mean B63 DCB_SAF_ P41 TN _QSC30AP_SG.xls
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o

S

before the first dosing date are considered in the analysis.

based on patients in study at respective visit.

The last recorded value per patient is used for "End of Study (LOCF)".



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population
ENDPOINT: Subgroup analysis, Worsening of at least 10 points, EORTC QLQ-C30: Appetite Loss

MODEL: Unstratified analysis

STUDY: B042863

Responder Analysis: at least 10-Point Worsening Compared to Baseline

400 mg QD (N=108)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All All visits n/a 104 96.3 26 25.0 17.7 34.1
Cycle 12 (LOCF) n/a 104 96.3 12 11.5 6.7 19.1
End of Study (LOCF) n/a 104 96.3 11 10.6 6.0 18.0
Sex All visits Female 56 51.9 18 32.1 21.4 45.2
Male 48 44.4 8 16.7 8.7 29.6
Cycle 12 (LOCF) Female 56 51.9 8 14.3 7.4 25.7
Male 48 44.4 4 8.3 3.3 19.6
End of Study (LOCF) Female 56 51.9 7 12.5 6.2 23.6
Male 48 44.4 4 8.3 3.3 19.6
Age All visits < 65 60 55.6 13 21.7 13.1 33.6
>= 65 44 40.7 13 29.5 18.2 44.2
Cycle 12 (LOCF) < 65 60 55.6 5 8.3 3.6 18.1
>= 65 44 40.7 7 15.9 7.9 29.4
End of Study (LOCF) < 65 60 55.6 4 6.7 2.6 15.9
>= 65 44 40.7 7 15.9 7.9 29.4
ECOG performance status All visits 0 29 26.9 10 34.5 19.9 52.7
1 75 69.4 16 21.3 13.6 31.9
Cycle 12 (LOCF) 0 29 26.9 5 17.2 7.6 34.5
1 75 69.4 7 9.3 4.6 18.0
End of Study (LOCF) 0 29 26.9 4 13.8 5.5 30.6
1 75 69.4 7 9.3 4.6 18.0
Geographic region All visits USA 19 17.6 4 21.1 8.5 43.3
Europe (EU) 40 37.0 15 37.5 24.2 53.0
Asia (AS) 45 41.7 7 15.6 7.7 28.8
Cycle 12 (LOCF) USA 19 17.6 1 5.3 0.9 24.6
Europe (EU) 40 37.0 9 22.5 12.3 37.5
Asia (AS) 45 41.7 2 4.4 1.2 14.8
End of Study (LOCF) USA 19 17.6 1 5.3 0.9 24.6
Europe (EU) 40 37.0 8 20.0 10.5 34.8
Asia (AS) 45 41.7 2 4.4 1.2 14.8
Race/ethnicity All visits Asian 48 44 .4 8 16.7 8.7 29.6
Non-Asian 52 48.1 17 32.7 21.5 46.2
Unknown 4 3.7 1 25.0 4.6 69.9
Cycle 12 (LOCF) Asian 48 44.4 2 4.2 1.2 14.0
Non-Asian 52 48.1 9 17.3 9.4 29.7
Unknown 4 3.7 1 25.0 4.6 69.9
End of Study (LOCF) Asian 48 44.4 2 4.2 1.2 14.0




Non-Asian 52 48.1 8 15.4 8.0 27.5
Unknown 4 3.7 1 25.0 69.9
Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13)

95% CI based on Wilson Scores.

before the first dosing date are considered in the analysis.

Improvement is defined as increase in the functional scale scores or the global health status and as decrease in the symptom scale scores.

Worsening is defined as decrease in the functional scale scores or the global health status and as increase in the symptom scale scores.

Clinical cut-off:

06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/pro_rsp2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_NSCLC_MAA D180/prod/output/pro_rsp2 B63 DCB SAF P41 TN QSC30AP W10 SG.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population
ENDPOINT: Subgroup analysis, Worsening of at least 15 points, EORTC QLQ-C30: Appetite Loss

MODEL: Unstratified analysis

STUDY: B042863
Responder Analysis:

at least 15-Point Worsening Compared to Baseline

400 mg QD (N=108)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All All visits n/a 104 96.3 26 25.0 17.7 34.1
Cycle 12 (LOCF) n/a 104 96.3 12 11.5 6.7 19.1
End of Study (LOCF) n/a 104 96.3 11 10.6 6.0 18.0
Sex All visits Female 56 51.9 18 32.1 21.4 45.2
Male 48 44.4 8 16.7 8.7 29.6
Cycle 12 (LOCF) Female 56 51.9 8 14.3 7.4 25.7
Male 48 44.4 4 8.3 3.3 19.6
End of Study (LOCF) Female 56 51.9 7 12.5 6.2 23.6
Male 48 44.4 4 8.3 3.3 19.6
Age All visits < 65 60 55.6 13 21.7 13.1 33.6
>= 65 44 40.7 13 29.5 18.2 44.2
Cycle 12 (LOCF) < 65 60 55.6 5 8.3 3.6 18.1
>= 65 44 40.7 7 15.9 7.9 29.4
End of Study (LOCF) < 65 60 55.6 4 6.7 2.6 15.9
>= 65 44 40.7 7 15.9 7.9 29.4
ECOG performance status All visits 0 29 26.9 10 34.5 19.9 52.7
1 75 69.4 16 21.3 13.6 31.9
Cycle 12 (LOCF) 0 29 26.9 5 17.2 7.6 34.5
1 75 69.4 7 9.3 4.6 18.0
End of Study (LOCF) 0 29 26.9 4 13.8 5.5 30.6
1 75 69.4 7 9.3 4.6 18.0
Geographic region All visits USA 19 17.6 4 21.1 8.5 43.3
Europe (EU) 40 37.0 15 37.5 24.2 53.0
Asia (AS) 45 41.7 7 15.6 7.7 28.8
Cycle 12 (LOCF) USA 19 17.6 1 5.3 0.9 24.6
Europe (EU) 40 37.0 9 22.5 12.3 37.5
Asia (AS) 45 41.7 2 4.4 1.2 14.8
End of Study (LOCF) USA 19 17.6 1 5.3 0.9 24.6
Europe (EU) 40 37.0 8 20.0 10.5 34.8
Asia (AS) 45 41.7 2 4.4 1.2 14.8
Race/ethnicity All visits Asian 48 44 .4 8 16.7 8.7 29.6
Non-Asian 52 48.1 17 32.7 21.5 46.2
Unknown 4 3.7 1 25.0 4.6 69.9
Cycle 12 (LOCF) Asian 48 44.4 2 4.2 1.2 14.0
Non-Asian 52 48.1 9 17.3 9.4 29.7
Unknown 4 3.7 1 25.0 4.6 69.9
End of Study (LOCF) Asian 48 44.4 2 4.2 1.2 14.0




Non-Asian 52 48.1 8 15.4 8.0 27.5
Unknown 4 3.7 1 25.0 69.9
Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13)

95% CI based on Wilson Scores.

before the first dosing date are considered in the analysis.

Improvement is defined as increase in the functional scale scores or the global health status and as decrease in the symptom scale scores.

Worsening is defined as decrease in the functional scale scores or the global health status and as increase in the symptom scale scores.

Clinical cut-off:

06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/pro_rsp2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_NSCLC_MAA D180/prod/output/pro_rsp2 B63 DCB SAF P41 TN QSC30AP W15 SG.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Appetite Loss
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit

Treatment group ——&S—— 400 mg QD (N=108)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety
Population

ENDPOINT: EORTC QLQ-C30: Appetite Loss

STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit
Age —6S—— <65 (N=63) — ->X— - >=65 (N=45)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Appetite Loss
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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ECOG performance status ——6S— 0(N=30) — > - 1(N=78)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Appetite Loss
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Appetite Loss
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Race/ethnicity —©— Asian (N=48) — ->— - Non-Asian (N=54) — &— Unknown (N=6)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Appetite Loss
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population
ENDPOINT: Subgroup analysis, EORTC QLQ-C30: Cognitive functioning

MODEL: --
STUDY: BO42863
Compliance/Mean
400 mg QD (N=108)
Patients Statistics
Name
Visit Level in study? % with value? % mean? SD CI LL CI UL
All
Baseline n/a 108 100.0 104 96.3 88.62 19.61 84.81 92.43
Week 4 (Day 29) |n/a 108 100.0 96 88.9 91.49 16.22 88.21 94.78
Week 8 (Day 57) |n/a 92 85.2 79 85.9 91.35 15.53 87.87 94.83
Week 12 (Day 85) |n/a 79 73.1 70 88.6 90.95 13.51 87.73 94.17
Week 16 (Day
113) n/a 69 63.9 58 84.1 89.66 14.59 85.82 93.49
Week 20 (Day
141) n/a 59 54.6 55 93.2 92.73 12.32 89.40 96.06
Week 24 (Day
169) n/a 56 51.9 49 87.5 92.86 11.79 89.47 96.24
Week 28 (Day
197) n/a 55 50.9 51 92.7 89.54 15.26 85.25 93.83
Week 32 (Day
225) n/a 48 44.4 41 85.4 91.87 13.50 87.61 96.13
Week 36 (Day
253) n/a 41 38.0 30 73.2 90.00 15.54 84.20 95.80
Week 40 (Day
281) n/a 37 34.3 32 86.5 88.54 20.05 81.31 95.77
Week 44 (Day
309) n/a 31 28.7 26 83.9 85.26 19.62 77.33 93.18
Week 48 (Day
337) n/a 23 21.3 12 52.2 86.11 18.58 74.31 97.91
Week 52 (Day
365) n/a 19 17.6 4 21.1 95.83 8.33 82.57 109.09
Week 56 (Day
393) n/a 17 15.7 6 35.3 86.11 12.55 72.94 99.28
Week 60 (Day
421) n/a 11 10.2 1 9.1 100.00 NE NE NE
Week 64 (Day
449) n/a 10 9.3 3 30.0 83.33 16.67 41.93 124.74
Week 68 (Day
477) n/a 6 5.6 1 16.7 100.00 NE NE NE
Week 72 (Day
505) n/a 6 5.6 1 16.7 100.00 NE NE NE
Week 76 (Day
533) n/a 6 5.6 1 16.7 100.00 NE NE NE
Week 80 (Day
561) n/a 5 4.6 0 0.0 NE NE NE NE
Week 84 (Day
589) n/a 1 0.9 0 0.0 NE NE NE NE
Week 88 (Day
617) n/a 1 0.9 0 0.0 NE NE NE NE
Week 92 (Day
645) n/a 1 0.9 0 0.0 NE NE NE NE




Cycle 12 (LOCF) |[n/a 108 100.0 108 100.0 89.04 16.92 85.81 92.27
End of Study
(LOCF) n/a 108 100.0 108 100.0 89.81 14.91 86.97 92.66
Sex
Baseline Female 59 100.0 56 94.9 84.52 24.38 77.99 91.05
Week 4 (Day 29) [Female 59 100.0 51 86.4 91.18 17.75 86.18 96.17
Week 8 (Day 57) [Female 49 83.1 44 89.8 89.77 17.32 84.51 95.04
Week 12 (Day 85) [Female 44 74.6 38 86.4 89.91 13.72 85.40 94.42
Week 16 (Day
113) Female 38 64.4 31 81.6 88.17 15.03 82.66 93.68
Week 20 (Day
141) Female 33 55.9 32 97.0 93.23 12.60 88.69 97.77
Week 24 (Day
169) Female 31 52.5 27 87.1 93.83 11.46 89.29 98.36
Week 28 (Day
197) Female 30 50.8 27 90.0 87.65 16.40 81.17 94.14
Week 32 (Day
225) Female 27 45.8 23 85.2 89.86 15.68 83.07 96.64
Week 36 (Day
253) Female 22 37.3 15 68.2 85.56 17.67 75.77 95.34
Week 40 (Day
281) Female 18 30.5 16 88.9 86.46 22.13 74.67 98.25
Week 44 (Day
309) Female 15 25.4 12 80.0 83.33 22.47 69.05 97.61
Week 48 (Day
337) Female 11 18.6 4 36.4 83.33 19.25 52.71 113.96
Week 52 (Day
365) Female 9 15.3 1 11.1 100.00 NE NE NE
Week 56 (Day
393) Female 7 11.9 1 14.3 83.33 NE NE NE
Week 60 (Day
421) Female 5 8.5 1 20.0 100.00 NE NE NE
Week 64 (Day
449) Female 4 6.8 2 50.0 91.67 11.79 -14.22 197.55
Week 68 (Day
477) Female 3 5.1 1 33.3 100.00 NE NE NE
Week 72 (Day
505) Female 3 5.1 1 33.3 100.00 NE NE NE
Week 76 (Day
533) Female 3 5.1 1 33.3 100.00 NE NE NE
Week 80 (Day
561) Female 3.4 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Female 59 100.0 59 100.0 87.29 18.40 82.49 92.08
End of Study
(LOCF) Female 59 100.0 59 100.0 88.98 15.66 84.90 93.06
Baseline Male 49 100.0 48 98.0 93.40 10.16 90.45 96.35
Week 4 (Day 29) [Male 49 100.0 45 91.8 91.85 14.49 87.50 96.20
Week 8 (Day 57) [Male 43 87.8 35 81.4 93.33 12.91 88.90 97.77
Week 12 (Day 85) [Male 35 71.4 32 91.4 92.19 13.38 87.36 97.01
Week 16 (Day
113) Male 31 63.3 27 87.1 91.36 14.15 85.76 96.96
Week 20 (Day
141) Male 26 53.1 23 88.5 92.03 12.17 86.76 97.29
Week 24 (Day
169) Male 25 51.0 22 88.0 91.67 12.33 86.20 97.14
Week 28 (Day
197) Male 25 51.0 24 96.0 91.67 13.90 85.80 97.54




Week 32 (Day
225) Male 21 42.9 18 85.7 94.44 9.90 89.52 99.37
Week 36 (Day
253) Male 19 38.8 15 78.9 94.44 12.06 87.76 101.12
Week 40 (Day
281) Male 19 38.8 16 84.2 90.63 18.23 80.91 100.34
Week 44 (Day
309) Male 16 32.7 14 87.5 86.90 17.52 76.79 97.02
Week 48 (Day
337) Male 12 24.5 8 66.7 87.50 19.42 71.27 103.73
Week 52 (Day
365) Male 10 20.4 3 30.0 94.44 9.62 70.54 118.35
Week 56 (Day
393) Male 10 20.4 5 50.0 86.67 13.94 69.35 103.98
Week 60 (Day
421) Male 6 12.2 0 0.0 NE NE NE NE
Week 64 (Day
449) Male 6 12.2 1 16.7 66.67 NE NE NE
Week 68 (Day
477) Male 3 6.1 0 0.0 NE NE NE NE
Week 72 (Day
505) Male 3 6.1 0 0.0 NE NE NE NE
Week 76 (Day
533) Male 3 6.1 0 0.0 NE NE NE NE
Week 80 (Day
561) Male 3 6.1 0 0.0 NE NE NE NE
Week 84 (Day
589) Male 1 2.0 0 0.0 NE NE NE NE
Week 88 (Day
617) Male 1 2.0 0 0.0 NE NE NE NE
Week 92 (Day
645) Male 1 2.0 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Male 49 100.0 49 100.0 91.16 14.87 86.89 95.43
End of Study
(LOCF) Male 49 100.0 49 100.0 90.82 14.05 86.78 94.85
Age
Baseline < 65 63 100.0 60 95.2 88.33 17.97 83.69 92.98
Week 4 (Day 29) [< 65 63 100.0 55 87.3 92.73 16.59 88.24 97.21
Week 8 (Day 57) [< 65 54 85.7 47 87.0 91.13 15.09 86.70 95.56
Week 12 (Day 85) [< 65 47 74.6 41 87.2 91.87 13.50 87.61 96.13
Week 16 (Day
113) < 65 39 61.9 34 87.2 89.71 16.42 83.98 95.44
Week 20 (Day
141) < 65 35 55.6 35 100.0 92.86 12.96 88.40 97.31
Week 24 (Day
169) < 65 34 54.0 31 91.2 94.09 11.01 90.05 98.13
Week 28 (Day
197) < 65 33 52.4 32 97.0 89.58 15.12 84.13 95.03
Week 32 (Day
225) < 65 30 47.6 25 83.3 94.00 11.67 89.18 98.82
Week 36 (Day
253) < 65 25 39.7 20 80.0 91.67 11.47 86.30 97.04
Week 40 (Day
281) < 65 23 36.5 21 91.3 88.89 21.94 78.90 98.88
Week 44 (Day
309) < 65 19 30.2 17 89.5 87.25 20.01 76.97 97.54
Week 48 (Day
337) < 65 14 22.2 7 50.0 83.33 21.52 63.43 103.23




Week 52 (Day
365) < 65 12 19.0 2 16.7 91.67 11.79 -14.22 197.55
Week 56 (Day
393) < 65 11 17.5 2 18.2 75.00 11.79 -30.89 180.89
Week 60 (Day
421) < 65 8 12.7 1 12.5 100.00 NE NE NE
Week 64 (Day
449) < 65 7 11.1 3 42.9 83.33 16.67 41.93 124.74
Week 68 (Day
477) < 65 4 6.3 1 25.0 100.00 NE NE NE
Week 72 (Day
505) < 65 4 6.3 1 25.0 100.00 NE NE NE
Week 76 (Day
533) < 65 4 6.3 1 25.0 100.00 NE NE NE
Week 80 (Day
561) < 65 3 4.8 0 0.0 NE NE NE NE
Week 84 (Day
589) < 65 1 1.6 0 0.0 NE NE NE NE
Week 88 (Day
617) < 65 1 1.6 0 0.0 NE NE NE NE
Week 92 (Day
645) < 65 1 1.6 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |[< 65 63 100.0 63 100.0 89.15 17.75 84.68 93.62
End of Study
(LOCF) < 65 63 100.0 63 100.0 91.01 14.30 87.40 94.61
Baseline >= 65 45 100.0 44 97.8 89.02 21.85 82.37 95.66
Week 4 (Day 29) |[>= 65 45 100.0 41 91.1 89.84 15.76 84.86 94.81
Week 8 (Day 57) |[>= 65 38 84.4 32 84.2 91.67 16.40 85.76 97.58
Week 12 (Day 85) |[>= 65 32 71.1 29 90.6 89.66 13.67 84.46 94.85
Week 16 (Day
113) >= 65 30 66.7 24 80.0 89.58 11.85 84.58 94.59
Week 20 (Day
141) >= 65 24 53.3 20 83.3 92.50 11.44 87.15 97.85
Week 24 (Day
169) >= 65 22 48.9 18 81.8 90.74 13.06 84.24 97.24
Week 28 (Day
197) >= 65 22 48.9 19 86.4 89.47 15.92 81.80 97.15
Week 32 (Day
225) >= 65 18 40.0 16 88.9 88.54 15.77 80.14 96.95
Week 36 (Day
253) >= 65 16 35.6 10 62.5 86.67 21.94 70.97 102.36
Week 40 (Day
281) >= 65 14 31.1 11 78.6 87.88 16.82 76.58 99.18
Week 44 (Day
309) >= 65 12 26.7 9 75.0 81.48 19.44 66.54 96.43
Week 48 (Day
337) >= 65 9 20.0 5 55.6 90.00 14.91 71.49 108.51
Week 52 (Day
365) >= 65 7 15.6 2 28.6 100.00 0.00 NE NE
Week 56 (Day
393) >= 65 6 13.3 4 66.7 91.67 9.62 76.36 106.98
Week 60 (Day
421) >= 65 3 6.7 0 0.0 NE NE NE NE
Week 64 (Day
449) >= 65 3 6.7 0 0.0 NE NE NE NE
Week 68 (Day
477) >= 65 2 4.4 0 0.0 NE NE NE NE
Week 72 (Day
505) >= 65 2 4.4 0 0.0 NE NE NE NE




Week 76 (Day
533) >= 65 2 4.4 0 0.0 NE NE NE NE
Week 80 (Day
561) >= 65 2 4.4 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [>= 65 45 100.0 45 100.0 88.89 15.89 84.11 93.66
End of Study
(LOCF) >= 65 45 100.0 45 100.0 88.15 15.74 83.42 92.88
ECOG performance status
Baseline 0 30 100.0 29 96.7 87.93 23.10 79.14 96.72
Week 4 (Day 29) |0 30 100.0 29 96.7 95.40 9.86 91.65 99.15
Week 8 (Day 57) |0 28 93.3 25 89.3 93.33 12.73 88.08 98.59
Week 12 (Day 85) |0 26 86.7 23 88.5 92.75 13.13 87.08 98.43
Week 16 (Day
113) 0 26 86.7 21 80.8 96.83 8.53 92.94 100.71
Week 20 (Day
141) 0 26 86.7 24 92.3 93.06 13.83 87.22 98.89
Week 24 (Day
169) 0 25 83.3 23 92.0 94.20 10.79 89.54 98.87
Week 28 (Day
197) 0 25 83.3 23 92.0 93.48 12.04 88.27 98.68
Week 32 (Day
225) 0 20 66.7 16 80.0 96.88 9.07 92.04 101.71
Week 36 (Day
253) 0 18 60.0 11 61.1 96.97 10.05 90.22 103.72
Week 40 (Day
281) 0 16 53.3 11 68.8 93.94 20.10 80.44 107.44
Week 44 (Day
309) 0 15 50.0 12 80.0 83.33 23.57 68.36 98.31
Week 48 (Day
337) 0 9 30.0 6 66.7 91.67 20.41 70.25 113.09
Week 52 (Day
365) 0 9 30.0 3 33.3 94.44 9.62 70.54 118.35
Week 56 (Day
393) 0 8 26.7 3 37.5 83.33 16.67 41.93 124.74
Week 60 (Day
421) 0 5 16.7 1 20.0 100.00 NE NE NE
Week 64 (Day
449) 0 5 16.7 2 40.0 83.33 23.57 -128.44 295.10
Week 68 (Day
477) 0 3 10.0 1 33.3 100.00 NE NE NE
Week 72 (Day
505) 0 3 10.0 1 33.3 100.00 NE NE NE
Week 76 (Day
533) 0 3 10.0 1 33.3 100.00 NE NE NE
Week 80 (Day
561) 0 2 6.7 0 0.0 NE NE NE NE
Week 84 (Day
589) 0 1 3.3 0 0.0 NE NE NE NE
Week 88 (Day
617) 0 1 3.3 0 0.0 NE NE NE NE
Week 92 (Day
645) 0 1 3.3 0 0.0 NE NE NE NE
Cycle 12 (LOCF) (O 30 100.0 30 100.0 90.00 18.36 83.14 96.86
End of Study
(LOCF) 0 30 100.0 30 100.0 92.22 13.66 87.12 97.32
Baseline 1 78 100.0 75 96.2 88.89 18.24 84.69 93.09
Week 4 (Day 29) |1 78 100.0 67 85.9 89.80 18.11 85.38 94.22




Week 8 (Day 57) |1 64 82.1 54 84.4 90.43 16.70 85.87 94.99
Week 12 (Day 85) |1 53 67.9 47 88.7 90.07 13.75 86.03 94.11
Week 16 (Day
113) 1 43 55.1 37 86.0 85.59 15.79 80.32 90.85
Week 20 (Day
141) 1 33 42.3 31 93.9 92.47 11.25 88.35 96.60
Week 24 (Day
169) 1 31 39.7 26 83.9 91.67 12.69 86.54 96.79
Week 28 (Day
197) 1 30 38.5 28 93.3 86.31 17.00 79.72 92.90
Week 32 (Day
225) 1 28 35.9 25 89.3 88.67 15.00 82.47 94.86
Week 36 (Day
253) 1 23 29.5 19 82.6 85.96 16.91 77.82 94.11
Week 40 (Day
281) 1 21 26.9 21 100.0 85.71 19.92 76.65 94.78
Week 44 (Day
309) 1 16 20.5 14 87.5 86.90 16.25 77.52 96.29
Week 48 (Day
337) 1 14 17.9 6 42.9 80.56 16.39 63.36 97.75
Week 52 (Day
365) 1 10 12.8 1 10.0 100.00 NE NE NE
Week 56 (Day
393) 1 9 11.5 3 33.3 88.89 9.62 64.99 112.79
Week 60 (Day
421) 1 6 7.7 0 0.0 NE NE NE NE
Week 64 (Day
449) 1 5 6.4 1 20.0 83.33 NE NE NE
Week 68 (Day
477) 1 3 3.8 0 0.0 NE NE NE NE
Week 72 (Day
505) 1 3 3.8 0 0.0 NE NE NE NE
Week 76 (Day
533) 1 3 3.8 0 0.0 NE NE NE NE
Week 80 (Day
561) 1 3 3.8 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |1 78 100.0 78 100.0 88.68 16.45 84.97 92.38
End of Study
(LOCF) 1 78 100.0 78 100.0 88.89 15.35 85.43 92.35
Geographic region
Baseline USA 21 100.0 19 90.5 92.98 10.12 88.11 97.86
Week 4 (Day 29) |USA 21 100.0 20 95.2 92.50 12.65 86.58 98.42
Week 8 (Day 57) |USA 21 100.0 19 90.5 90.35 12.81 84.18 96.52
Week 12 (Day 85) |USA 21 100.0 18 85.7 87.96 12.53 81.73 94.19
Week 16 (Day
113) USA 21 100.0 16 76.2 86.46 15.18 78.37 94.55
Week 20 (Day
141) USA 20 95.2 18 90.0 92.59 11.75 86.75 98.43
Week 24 (Day
169) USA 20 95.2 19 95.0 92.98 12.81 86.81 99.16
Week 28 (Day
197) USA 20 95.2 19 95.0 91.23 16.07 83.48 98.97
Week 32 (Day
225) USA 17 81.0 15 88.2 90.00 13.80 82.36 97.64
Week 36 (Day
253) USA 17 81.0 11 64.7 87.88 13.10 79.08 96.68
Week 40 (Day
281) USA 15 71.4 12 80.0 93.06 13.22 84.66 101.45




Week 44 (Day

309) USA 13 61. 10 76. 88.33 13.72 78.52 98.15
Week 48 (Day
337) USA 8 38. 5 62. 93.33 14.91 74.82 111.84
Week 52 (Day
365) USA 6 28. 1 16. 100.00 NE NE NE
Week 56 (Day
393) USA 6 28. 3 50. 88.89 9.62 64.99 112.79
Week 60 (Day
421) USA 5 23. 0 0. NE NE NE NE
Week 64 (Day
449) USA 4 19. 1 25. 83.33 NE NE NE
Week 68 (Day
477) USA 2 9. 0 0. NE NE NE NE
Week 72 (Day
505) USA 2 9. 0 0. NE NE NE NE
Week 76 (Day
533) USA 2 9. 0 0. NE NE NE NE
Week 80 (Day
561) USA 2 9. 0 0. NE NE NE NE
Week 84 (Day
589) USA 1 4. 0 0. NE NE NE NE
Week 88 (Day
617) USA 1 4. 0 0. NE NE NE NE
Week 92 (Day
645) USA 1 4. 0 0. NE NE NE NE
Cycle 12 (LOCF) [USA 21 100. 21 100. 90.48 13.51 84.33 96.63
End of Study
(LOCF) USA 21 100. 21 100. 89.68 13.41 83.58 95.79
Baseline Europe (EU) 42 100. 40 95. 83.75 22.80 76.46 91.04
Week 4 (Day 29) |Europe (EU) 42 100. 39 92. 90.60 18.65 84.55 96.64
Week 8 (Day 57) |Europe (EU) 36 85. 30 83. 91.11 15.62 85.28 96.94
Week 12 (Day 85) |Europe (EU) 31 73. 25 80. 90.00 17.35 82.84 97.16
Week 16 (Day
113) Europe (EU) 30 71. 24 80. 88.19 16.65 81.16 95.23
Week 20 (Day
141) Europe (EU) 26 61. 24 92. 90.28 14.68 84.08 96.47
Week 24 (Day
169) Europe (EU) 26 61. 22 84. 92.42 12.31 86.97 97.88
Week 28 (Day
197) Europe (EU) 25 59. 23 92. 86.96 15.86 80.10 93.81
Week 32 (Day
225) Europe (EU) 21 50. 19 90. 93.86 11.40 88.37 99.35
Week 36 (Day
253) Europe (EU) 16 38. 13 81. 91.03 19.97 78.96 103.09
Week 40 (Day
281) Europe (EU) 14 33. 14 100. 83.33 26.15 68.24 98.43
Week 44 (Day
309) Europe (EU) 11 26. 10 90. 80.00 26.99 60.69 99.31
Week 48 (Day
337) Europe (EU) 8 19. 6 75. 80.56 22.15 57.31 103.80
Week 52 (Day
365) Europe (EU) 6 14. 3 50. 94.44 9.62 70.54 118.35
Week 56 (Day
393) Europe (EU) 6 14. 2 33. 83.33 23.57 -128.44 295.10




Week 60 (Day
421) Europe (EU) 4 9.5 1 25.0 100.00 NE NE NE
Week 64 (Day
449) Europe (EU) 4 9.5 2 50.0 83.33 23.57| -128.44 295.10
Week 68 (Day
477) Europe (EU) 3 7.1 1 33.3 100.00 NE NE NE
Week 72 (Day
505) Europe (EU) 3 7.1 1 33.3 100.00 NE NE NE
Week 76 (Day
533) Europe (EU) 3 7.1 1 33.3 100.00 NE NE NE
Week 80 (Day
561) Europe (EU) 2 4.8 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [Europe (EU) 42 100.0 42 100.0 86.90 20.34 80.57 93.24
End of Study
(LOCF) Europe (EU) 42 100.0 42 100.0 88.89 16.32 83.80 93.98
Baseline Asia (AS) 45 100.0 45 100.0 91.11 19.00 85.40 96.82
Week 4 (Day 29) |Asia (AS) 45 100.0 37 82.2 91.89 15.53 86.72 97.07
Week 8 (Day 57) |Asia (AS) 35 77.8 30 85.7 92.22 17.36 85.74 98.70
Week 12 (Day 85) |Asia (AS) 27 60.0 27 100.0 93.83 9.41 90.10 97.55
Week 16 (Day
113) Asia (AS) 18 40.0 18 100.0 94.44 9.90 89.52 99.37
Week 20 (Day
141) Asia (AS) 13 28.9 13 100.0 97.44 6.26 93.65 101.22
Week 24 (Day
169) Asia (AS) 10 22.2 8 80.0 93.75 8.63 86.54 100.96
Week 28 (Day
197) Asia (AS) 10 22.2 9 90.0 92.59 12.11 83.29 101.90
Week 32 (Day
225) Asia (AS) 10 22.2 7 70.0 90.48 18.90 73.00 107.95
Week 36 (Day
253) Asia (AS) 8 17.8 6 75.0 91.67 9.13 82.09 101.25
Week 40 (Day
281) Asia (AS) 8 17.8 6 75.0 91.67 13.94 77.03 106.30
Week 44 (Day
309) Asia (AS) 7 15.6 6 85.7 88.89 13.61 74.61 103.17
Week 48 (Day
337) Asia (AS) 7 15.6 1 14.3 83.33 NE NE NE
Week 52 (Day
365) Asia (AS) 7 15.6 0 0.0 NE NE NE NE
Week 56 (Day
393) Asia (AS) 5 11.1 1 20.0 83.33 NE NE NE
Week 60 (Day
421) Asia (AS) 2 4.4 0 0.0 NE NE NE NE
Week 64 (Day
449) Asia (AS) 2 4.4 0 0.0 NE NE NE NE
Week 68 (Day
477) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 72 (Day
505) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 76 (Day
533) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 80 (Day
561) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Asia (AS) 45 100.0 45 100.0 90.37 14.86 85.91 94.83
End of Study
(LOCF) Asia (AS) 45 100.0 45 100.0 90.74 14.46 86.40 95.08




Race/ethnicity

Baseline Asian 48 100.0 48 100.0 91.32 18.51 85.94 96.69
Week 4 (Day 29) |Asian 48 100.0 40 83.3 92.08 15.09 87.26 96.91
Week 8 (Day 57) |Asian 38 79.2 31 81.6 91.40 17.68 84.91 97.88
Week 12 (Day 85) |Asian 30 62.5 30 100.0 92.78 10.43 88.88 96.67
Week 16 (Day
113) Asian 21 43.8 21 100.0 93.65 11.15 88.58 98.73
Week 20 (Day
141) Asian 16 33.3 15 93.8 95.56 9.89 90.08 101.03
Week 24 (Day
169) Asian 13 27.1 11 84.6 92.42 11.46 84.73 100.12
Week 28 (Day
197) Asian 13 27.1 12 92.3 90.28 16.60 79.73 100.83
Week 32 (Day
225) Asian 12 25.0 9 75.0 90.74 16.90 77.75 103.73
Week 36 (Day
253) Asian 10 20.8 8 80.0 89.58 12.40 79.22 99.95
Week 40 (Day
281) Asian 10 20.8 8 80.0 89.58 15.27 76.82 102.35
Week 44 (Day
309) Asian 9 18.8 8 88.9 87.50 14.77 75.15 99.85
Week 48 (Day
337) Asian 9 18.8 2 22.2 91.67 11.79 -14.22 197.55
Week 52 (Day
365) Asian 9 18.8 1 11.1 100.00 NE NE NE
Week 56 (Day
393) Asian 7 14.6 2 28.6 91.67 11.79 -14.22 197.55
Week 60 (Day
421) Asian 3 6.3 0 0.0 NE NE NE NE
Week 64 (Day
449) Asian 3 6.3 0 0.0 NE NE NE NE
Week 68 (Day
477) Asian 2 4.2 0 0.0 NE NE NE NE
Week 72 (Day
505) Asian 2 4.2 0 0.0 NE NE NE NE
Week 76 (Day
533) Asian 2 4.2 0 0.0 NE NE NE NE
Week 80 (Day
561) Asian 2 4.2 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |[Asian 48 100.0 48 100.0 90.28 14.92 85.95 94.61
End of Study
(LOCF) Asian 48 100.0 48 100.0 90.63 14.55 86.40 94.85
Baseline Non-Asian 54 100.0 52 96.3 86.86 20.70 81.10 92.62
Week 4 (Day 29) [Non-Asian 54 100.0 50 92.6 92.00 17.25 87.10 96.90
Week 8 (Day 57) [Non-Asian 49 90.7 44 89.8 92.05 14.15 87.74 96.35
Week 12 (Day 85) [Non-Asian 44 81.5 36 81.8 91.67 14.09 86.90 96.43
Week 16 (Day
113) Non-Asian 43 79.6 34 79.1 87.75 16.05 82.14 93.35
Week 20 (Day
141) Non-Asian 38 70.4 35 92.1 92.86 12.96 88.40 97.31
Week 24 (Day
169) Non-Asian 38 70.4 34 89.5 94.61 11.40 90.63 98.59
Week 28 (Day
197) Non-Asian 37 68.5 35 94.6 90.48 14.73 85.41 95.54
Week 32 (Day
225) Non-Asian 32 59.3 28 87.5 94.05 11.31 89.66 98.43
Week 36 (Day
253) Non-Asian 27 50.0 20 74.1 92.50 11.44 87.15 97.85




Week 40 (Day
281) Non-Asian 23 42.6 21 91.3 89.68 21.39 79.94 99.42
Week 44 (Day
309) Non-Asian 18 33.3 14 77.8 90.48 15.63 81.45 99.50
Week 48 (Day
337) Non-Asian 12 22.2 9 75.0 87.04 20.03 71.64 102.43
Week 52 (Day
365) Non-Asian 8 14.8 3 37.5 94.44 9.62 70.54 118.35
Week 56 (Day
393) Non-Asian 8 14.8 4 50.0 83.33 13.61 61.68 104.99
Week 60 (Day
421) Non-Asian 7 13.0 1 14.3 100.00 NE NE NE
Week 64 (Day
449) Non-Asian 6 11.1 2 33.3 75.00 11.79 -30.89 180.89
Week 68 (Day
477) Non-Asian 3 5.6 1 33.3 100.00 NE NE NE
Week 72 (Day
505) Non-Asian 3 5.6 0 0.0 NE NE NE NE
Week 76 (Day
533) Non-Asian 3 5.6 1 33.3 100.00 NE NE NE
Week 80 (Day
561) Non-Asian 2 3.7 0 0.0 NE NE NE NE
Week 84 (Day
589) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Week 88 (Day
617) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Week 92 (Day
645) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [Non-Asian 54 100.0 54 100.0 89.81 16.64 85.27 94.36
End of Study
(LOCF) Non-Asian 54 100.0 54 100.0 90.43 14.33 86.52 94.34
Baseline Unknown 6 100.0 4 66.7 79.17 15.96 53.78 104.56
Week 4 (Day 29) [Unknown 6 100.0 6 100.0 83.33 14.91 67.69 98.98
Week 8 (Day 57) [Unknown 5 83.3 4 80.0 83.33 13.61 61.68 104.99
Week 12 (Day 85) [Unknown 5 83.3 4 80.0 70.83 15.96 45.44 96.22
Week 16 (Day
113) Unknown 5 83.3 3 60.0 83.33 16.67 41.93 124.74
Week 20 (Day
141) Unknown 5 83.3 5 100.0 83.33 11.79 68.70 97.97
Week 24 (Day
169) Unknown 5 83.3 4 80.0 79.17 8.33 65.91 92.43
Week 28 (Day
197) Unknown 5 83.3 4 80.0 79.17 15.96 53.78 104.56
Week 32 (Day
225) Unknown 4 66.7 4 100.0 79.17 15.96 53.78 104.56
Week 36 (Day
253) Unknown 4 66.7 2 50.0 66.67 47.14 -356.87 490.21
Week 40 (Day
281) Unknown 4 66.7 3 75.0 77.78 25.46 14.53 141.02
Week 44 (Day
309) Unknown 4 66.7 4 100.0 62.50 28.46 17.21 107.79
Week 48 (Day
337) Unknown 2 33.3 1 50.0 66.67 NE NE NE
Week 52 (Day
365) Unknown 2 33.3 0 0.0 NE NE NE NE
Week 56 (Day
393) Unknown 2 33.3 0 0.0 NE NE NE NE
Week 60 (Day
421) Unknown 1 16.7 0 0.0 NE NE NE NE




Week 64 (Day

449) Unknown 16. 100. 100.00 NE NE NE
Week 68 (Day
477) Unknown 16. 0. NE NE NE NE
Week 72 (Day
505) Unknown 16. 100. 100.00 NE NE NE
Week 76 (Day
533) Unknown 16. 0. NE NE NE NE
Week 80 (Day
561) Unknown 16. 0. NE NE NE NE
Cycle 12 (LOCF) [Unknown 100. 100. 72.22 27.22 43.66 100.78
End of Study
(LOCF) Unknown 100. 100. 77.78 20.18 56.60 98.96

Patients who signed the informed consent form for protocol amendment 4.1 or later

! in study: number of subjects in study at respective visit;

based on baseline.

(i.e. protocol amendments 4.1,

and 5-13)

with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD;

2

The last value per patient collected before or on week 44 is used for the calculation of "Cycle 12

Clinical cut-off: 06NOV2020

mean: descriptive statistics - absolute values.

(LOCF) ".

Program: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE BASE/prod/program/pro_mean.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA D180/prod/output/pro_mean B63 DCB_SAF_ P41 TN _QSC30CF_SG.xls

270CT2021 7:34

o

S

before the first dosing date are considered in the analysis.

based on patients in study at respective visit.

The last recorded value per patient is used for "End of Study (LOCF)".



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population

ENDPOINT: Subgroup analysis, Worsening of at least 10 points, EORTC QLQ-C30: Cognitive functioning
MODEL: Unstratified analysis

STUDY: B042863

Responder Analysis: at least 10-Point Worsening Compared to Baseline

400 mg QD (N=108)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All All visits n/a 104 96.3 41 39.4 30.6 49.0
Cycle 12 (LOCF) n/a 104 96.3 19 18.3 12.0 26.8
End of Study (LOCF) n/a 104 96.3 19 18.3 12.0 26.8
Sex All visits Female 56 51.9 21 37.5 26.0 50.6
Male 48 44.4 20 41.7 28.8 55.7
Cycle 12 (LOCF) Female 56 51.9 8 14.3 7.4 25.7
Male 48 44.4 11 22.9 13.3 36.5
End of Study (LOCF) Female 56 51.9 8 14.3 7.4 25.7
Male 48 44.4 11 22.9 13.3 36.5
Age All visits < 65 60 55.6 21 35.0 24.2 47.6
>= 65 44 40.7 20 45.5 31.7 59.9
Cycle 12 (LOCF) < 65 60 55.6 8 13.3 6.9 24.2
>= 65 44 40.7 11 25.0 14.6 39.4
End of Study (LOCF) < 65 60 55.6 8 13.3 6.9 24.2
>= 65 44 40.7 11 25.0 14.6 39.4
ECOG performance status All visits 0 29 26.9 12 41.4 25.5 59.3
1 75 69.4 29 38.7 28.5 50.0
Cycle 12 (LOCF) 0 29 26.9 4 13.8 5.5 30.6
1 75 69.4 15 20.0 12.5 30.4
End of Study (LOCF) 0 29 26.9 5 17.2 7.6 34.5
1 75 69.4 14 18.7 11.5 28.9
Geographic region All visits USA 19 17.6 12 63.2 41.0 80.9
Europe (EU) 40 37.0 17 42.5 28.5 57.8
Asia (AS) 45 41.7 12 26.7 16.0 41.0
Cycle 12 (LOCF) USA 19 17.6 5 26.3 11.8 48.8
Europe (EU) 40 37.0 7 17.5 8.7 31.9
Asia (AS) 45 41.7 7 15.6 7.7 28.8
End of Study (LOCF) USA 19 17.6 6 31.6 15.4 54.0
Europe (EU) 40 37.0 7 17.5 8.7 31.9
Asia (AS) 45 41.7 6 13.3 6.3 26.2
Race/ethnicity All visits Asian 48 44 .4 14 29.2 18.2 43.2
Non-Asian 52 48.1 25 48.1 35.1 61.3
Unknown 4 3.7 2 50.0 15.0 85.0
Cycle 12 (LOCF) Asian 48 44.4 8 16.7 8.7 29.6
Non-Asian 52 48.1 9 17.3 9.4 29.7
Unknown 4 3.7 2 50.0 15.0 85.0
End of Study (LOCF) Asian 48 44.4 7 14.6 7.2 27.2




Non-Asian 52 48.1 10 19.2 10.8 31.9
Unknown 4 3.7 2 50.0 15.0 85.0
Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13)

95% CI based on Wilson Scores.

before the first dosing date are considered in the analysis.

Improvement is defined as increase in the functional scale scores or the global health status and as decrease in the symptom scale scores.

Worsening is defined as decrease in the functional scale scores or the global health status and as increase in the symptom scale scores.

Clinical cut-off:

06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/pro_rsp2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_NSCLC_MAA D180/prod/output/pro_rsp2 B63 DCB SAF P41 TN QSC30CF W10 SG.xls

150CT2021 13:10



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population

ENDPOINT: Subgroup analysis, Worsening of at least 15 points, EORTC QLQ-C30: Cognitive functioning
MODEL: Unstratified analysis

STUDY: B042863
Responder Analysis:

at least 15-Point Worsening Compared to Baseline

400 mg QD (N=108)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All All visits n/a 104 96.3 41 39.4 30.6 49.0
Cycle 12 (LOCF) n/a 104 96.3 19 18.3 12.0 26.8
End of Study (LOCF) n/a 104 96.3 19 18.3 12.0 26.8
Sex All visits Female 56 51.9 21 37.5 26.0 50.6
Male 48 44.4 20 41.7 28.8 55.7
Cycle 12 (LOCF) Female 56 51.9 8 14.3 7.4 25.7
Male 48 44.4 11 22.9 13.3 36.5
End of Study (LOCF) Female 56 51.9 8 14.3 7.4 25.7
Male 48 44.4 11 22.9 13.3 36.5
Age All visits < 65 60 55.6 21 35.0 24.2 47.6
>= 65 44 40.7 20 45.5 31.7 59.9
Cycle 12 (LOCF) < 65 60 55.6 8 13.3 6.9 24.2
>= 65 44 40.7 11 25.0 14.6 39.4
End of Study (LOCF) < 65 60 55.6 8 13.3 6.9 24.2
>= 65 44 40.7 11 25.0 14.6 39.4
ECOG performance status All visits 0 29 26.9 12 41.4 25.5 59.3
1 75 69.4 29 38.7 28.5 50.0
Cycle 12 (LOCF) 0 29 26.9 4 13.8 5.5 30.6
1 75 69.4 15 20.0 12.5 30.4
End of Study (LOCF) 0 29 26.9 5 17.2 7.6 34.5
1 75 69.4 14 18.7 11.5 28.9
Geographic region All visits USA 19 17.6 12 63.2 41.0 80.9
Europe (EU) 40 37.0 17 42.5 28.5 57.8
Asia (AS) 45 41.7 12 26.7 16.0 41.0
Cycle 12 (LOCF) USA 19 17.6 5 26.3 11.8 48.8
Europe (EU) 40 37.0 7 17.5 8.7 31.9
Asia (AS) 45 41.7 7 15.6 7.7 28.8
End of Study (LOCF) USA 19 17.6 6 31.6 15.4 54.0
Europe (EU) 40 37.0 7 17.5 8.7 31.9
Asia (AS) 45 41.7 6 13.3 6.3 26.2
Race/ethnicity All visits Asian 48 44 .4 14 29.2 18.2 43.2
Non-Asian 52 48.1 25 48.1 35.1 61.3
Unknown 4 3.7 2 50.0 15.0 85.0
Cycle 12 (LOCF) Asian 48 44.4 8 16.7 8.7 29.6
Non-Asian 52 48.1 9 17.3 9.4 29.7
Unknown 4 3.7 2 50.0 15.0 85.0
End of Study (LOCF) Asian 48 44.4 7 14.6 7.2 27.2




Non-Asian 52 48.1 10 19.2 10.8 31.9
Unknown 4 3.7 2 50.0 15.0 85.0
Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13)

95% CI based on Wilson Scores.

before the first dosing date are considered in the analysis.

Improvement is defined as increase in the functional scale scores or the global health status and as decrease in the symptom scale scores.

Worsening is defined as decrease in the functional scale scores or the global health status and as increase in the symptom scale scores.

Clinical cut-off:

06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/pro_rsp2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_NSCLC_MAA D180/prod/output/pro_rsp2 B63 DCB SAF P41 TN QSC30CF W15 SG.xls
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Cognitive functioning
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit

Treatment group ——&S—— 400 mg QD (N=108)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis’/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30CF.pdf
150CT2021 17:22



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Cognitive functioning
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit
Age —6S—— <65 (N=63) — ->X— - >=65 (N=45)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/R0O7499790/CDT30370/BO42863/data_analysis’/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30CF_SGAGE65.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Cognitive functioning
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit

ECOG performance status —©— 0(N=30) — - - 1(N=78)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30CF_SGECOG.pdf
150CT2021 18:22
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Cognitive functioning
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit

Geographic region —&S— Asia(AS) (N=45) — -*— - Europe (EU) (N=42) — &A—

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30CF_SGGEO.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Cognitive functioning
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit
Race/ethnicity —©— Asian (N=48) — ->— - Non-Asian (N=54) — &— Unknown (N=6)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.

Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas

Output: root/clinical_studies/R0O7499790/CDT30370/B0O42863/data_analysis’/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30CF_SGRE.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Cognitive functioning
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit
Sex ——&S— female (N=59) — > - male (N=49)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30CF_SGSEX.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population
ENDPOINT: Subgroup analysis, EORTC QLQ-C30: Constipation

MODEL: --
STUDY: BO42863
Compliance/Mean
400 mg QD (N=108)
Patients Statistics
Name
Visit Level in study? % with value? % mean? SD CI LL CI UL
All
Baseline n/a 108 100.0 104 96.3 9.62 21.12 5.51 13.72
Week 4 (Day 29) |n/a 108 100.0 96 88.9 22.92 28.33 17.18 28.66
Week 8 (Day 57) |n/a 92 85.2 79 85.9 18.14 24.34 12.69 23.60
Week 12 (Day 85) |n/a 79 73.1 71 89.9 20.19 28.44 13.46 26.92
Week 16 (Day
113) n/a 69 63.9 58 84.1 24.71 28.31 17.27 32.16
Week 20 (Day
141) n/a 59 54.6 55 93.2 21.21 25.14 14.41 28.01
Week 24 (Day
169) n/a 56 51.9 49 87.5 19.05 26.35 11.48 26.62
Week 28 (Day
197) n/a 55 50.9 51 92.7 15.69 24.36 8.83 22.54
Week 32 (Day
225) n/a 48 44.4 41 85.4 17.89 26.97 9.37 26.40
Week 36 (Day
253) n/a 41 38.0 30 73.2 20.00 27.12 9.87 30.13
Week 40 (Day
281) n/a 37 34.3 32 86.5 21.87 28.85 11.47 32.28
Week 44 (Day
309) n/a 31 28.7 26 83.9 25.64 33.08 12.28 39.00
Week 48 (Day
337) n/a 23 21.3 12 52.2 25.00 32.18 4.56 45.44
Week 52 (Day
365) n/a 19 17.6 4 21.1 16.67 19.25 -13.96 47.29
Week 56 (Day
393) n/a 17 15.7 6 35.3 38.89 38.97 -2.01 79.78
Week 60 (Day
421) n/a 11 10.2 1 9.1 33.33 NE NE NE
Week 64 (Day
449) n/a 10 9.3 3 30.0 55.56 38.49 -40.06 151.17
Week 68 (Day
477) n/a 6 5.6 1 16.7 33.33 NE NE NE
Week 72 (Day
505) n/a 6 5.6 1 16.7 33.33 NE NE NE
Week 76 (Day
533) n/a 6 5.6 1 16.7 0.00 NE NE NE
Week 80 (Day
561) n/a 5 4.6 0 0.0 NE NE NE NE
Week 84 (Day
589) n/a 1 0.9 0 0.0 NE NE NE NE
Week 88 (Day
617) n/a 1 0.9 0 0.0 NE NE NE NE
Week 92 (Day
645) n/a 1 0.9 0 0.0 NE NE NE NE




Cycle 12 (LOCF) |[n/a 108 100.0 108 100.0 19.14 27.04 13.98 24.29
End of Study
(LOCF) n/a 108 100.0 108 100.0 18.83 26.29 13.81 23.84
Sex
Baseline Female 59 100.0 56 94.9 13.10 25.96 6.14 20.05
Week 4 (Day 29) [Female 59 100.0 51 86.4 26.80 29.07 18.62 34.97
Week 8 (Day 57) [Female 49 83.1 44 89.8 22.73 27.63 14.33 31.13
Week 12 (Day 85) [Female 44 74.6 39 88.6 23.93 33.29 13.14 34.72
Week 16 (Day
113) Female 38 64.4 31 81.6 27.96 33.44 15.69 40.22
Week 20 (Day
141) Female 33 55.9 32 97.0 25.00 29.33 14.43 35.57
Week 24 (Day
169) Female 31 52.5 27 87.1 22.22 30.66 10.09 34.35
Week 28 (Day
197) Female 30 50.8 27 90.0 18.52 29.72 6.76 30.27
Week 32 (Day
225) Female 27 45.8 23 85.2 21.74 32.74 7.58 35.89
Week 36 (Day
253) Female 22 37.3 15 68.2 22.22 32.53 4.21 40.24
Week 40 (Day
281) Female 18 30.5 16 88.9 29.17 36.26 9.84 48.49
Week 44 (Day
309) Female 15 25.4 12 80.0 36.11 43.71 8.34 63.88
Week 48 (Day
337) Female 11 18.6 4 36.4 33.33 47.14 -41.68 108.34
Week 52 (Day
365) Female 9 15.3 1 11.1 0.00 NE NE NE
Week 56 (Day
393) Female 7 11.9 1 14.3 100.00 NE NE NE
Week 60 (Day
421) Female 5 8.5 1 20.0 33.33 NE NE NE
Week 64 (Day
449) Female 4 6.8 2 50.0 66.67 47.14 -356.87 490.21
Week 68 (Day
477) Female 3 5.1 1 33.3 33.33 NE NE NE
Week 72 (Day
505) Female 3 5.1 1 33.3 33.33 NE NE NE
Week 76 (Day
533) Female 3 5.1 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Female 3.4 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Female 59 100.0 59 100.0 20.90 31.50 12.69 29.11
End of Study
(LOCF) Female 59 100.0 59 100.0 19.77 29.76 12.02 27.53
Baseline Male 49 100.0 48 98.0 5.56 12.55 1.91 9.20
Week 4 (Day 29) [Male 49 100.0 45 91.8 18.52 27.11 10.37 26.66
Week 8 (Day 57) [Male 43 87.8 35 81.4 12.38 18.23 6.12 18.64
Week 12 (Day 85) [Male 35 71.4 32 91.4 15.62 20.71 8.16 23.09
Week 16 (Day
113) Male 31 63.3 27 87.1 20.99 20.98 12.69 29.29
Week 20 (Day
141) Male 26 53.1 23 88.5 15.94 17.03 8.58 23.30
Week 24 (Day
169) Male 25 51.0 22 88.0 15.15 19.86 6.35 23.96
Week 28 (Day
197) Male 25 51.0 24 96.0 12.50 16.48 5.54 19.46




Week 32 (Day
225) Male 21 42.9 18 85.7 12.96 16.72 4.65 21.28
Week 36 (Day
253) Male 19 38.8 15 78.9 17.78 21.33 5.96 29.59
Week 40 (Day
281) Male 19 38.8 16 84.2 14.58 17.08 5.48 23.68
Week 44 (Day
309) Male 16 32.7 14 87.5 16.67 17.30 6.68 26.65
Week 48 (Day
337) Male 12 24.5 8 66.7 20.83 24.80 0.10 41.57
Week 52 (Day
365) Male 10 20.4 3 30.0 22.22 19.25 -25.59 70.03
Week 56 (Day
393) Male 10 20.4 5 50.0 26.67 27.89 -7.96 61.30
Week 60 (Day
421) Male 6 12.2 0 0.0 NE NE NE NE
Week 64 (Day
449) Male 6 12.2 1 16.7 33.33 NE NE NE
Week 68 (Day
477) Male 3 6.1 0 0.0 NE NE NE NE
Week 72 (Day
505) Male 3 6.1 0 0.0 NE NE NE NE
Week 76 (Day
533) Male 3 6.1 0 0.0 NE NE NE NE
Week 80 (Day
561) Male 3 6.1 0 0.0 NE NE NE NE
Week 84 (Day
589) Male 1 2.0 0 0.0 NE NE NE NE
Week 88 (Day
617) Male 1 2.0 0 0.0 NE NE NE NE
Week 92 (Day
645) Male 1 2.0 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Male 49 100.0 49 100.0 17.01 20.55 11.10 22.91
End of Study
(LOCF) Male 49 100.0 49 100.0 17.69 21.63 11.48 23.90
Age
Baseline < 65 63 100.0 60 95.2 11.11 23.50 5.04 17.18
Week 4 (Day 29) [< 65 63 100.0 55 87.3 24.24 28.29 16.59 31.89
Week 8 (Day 57) [< 65 54 85.7 47 87.0 23.40 26.84 15.52 31.29
Week 12 (Day 85) [< 65 47 74.6 42 89.4 19.84 29.50 10.65 29.04
Week 16 (Day
113) < 65 39 61.9 34 87.2 22.55 29.27 12.34 32.76
Week 20 (Day
141) < 65 35 55.6 35 100.0 20.00 28.24 10.30 29.70
Week 24 (Day
169) < 65 34 54.0 31 91.2 21.51 29.25 10.78 32.23
Week 28 (Day
197) < 65 33 52.4 32 97.0 18.75 26.69 9.13 28.37
Week 32 (Day
225) < 65 30 47.6 25 83.3 18.67 30.55 6.06 31.28
Week 36 (Day
253) < 65 25 39.7 20 80.0 16.67 27.57 3.76 29.57
Week 40 (Day
281) < 65 23 36.5 21 91.3 20.63 32.45 5.86 35.41
Week 44 (Day
309) < 65 19 30.2 17 89.5 25.49 38.24 5.83 45.15
Week 48 (Day
337) < 65 14 22.2 7 50.0 23.81 37.09 -10.49 58.11




Week 52 (Day
365) < 65 12 19.0 2 16.7 16.67 23.57 -195.10 228.44
Week 56 (Day
393) < 65 11 17.5 2 18.2 50.00 70.71 -585.31 685.31
Week 60 (Day
421) < 65 8 12.7 1 12.5 33.33 NE NE NE
Week 64 (Day
449) < 65 7 11.1 3 42.9 55.56 38.49 -40.06 151.17
Week 68 (Day
477) < 65 4 6.3 1 25.0 33.33 NE NE NE
Week 72 (Day
505) < 65 4 6.3 1 25.0 33.33 NE NE NE
Week 76 (Day
533) < 65 4 6.3 1 25.0 0.00 NE NE NE
Week 80 (Day
561) < 65 3 4.8 0 0.0 NE NE NE NE
Week 84 (Day
589) < 65 1 1.6 0 0.0 NE NE NE NE
Week 88 (Day
617) < 65 1 1.6 0 0.0 NE NE NE NE
Week 92 (Day
645) < 65 1 1.6 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |[< 65 63 100.0 63 100.0 19.05 28.53 11.86 26.23
End of Study
(LOCF) < 65 63 100.0 63 100.0 17.99 26.66 11.28 24.70
Baseline >= 65 45 100.0 44 97.8 7.58 17.41 2.28 12.87
Week 4 (Day 29) |[>= 65 45 100.0 41 91.1 21.14 28.63 12.10 30.18
Week 8 (Day 57) |[>= 65 38 84.4 32 84.2 10.42 17.84 3.99 16.85
Week 12 (Day 85) |[>= 65 32 71.1 29 90.6 20.69 27.33 10.29 31.09
Week 16 (Day
113) >= 65 30 66.7 24 80.0 27.78 27.22 16.29 39.27
Week 20 (Day
141) >= 65 24 53.3 20 83.3 23.33 19.04 14.42 32.24
Week 24 (Day
169) >= 65 22 48.9 18 81.8 14.81 20.52 4.61 25.02
Week 28 (Day
197) >= 65 22 48.9 19 86.4 10.53 19.41 1.17 19.88
Week 32 (Day
225) >= 65 18 40.0 16 88.9 16.67 21.08 5.43 27.90
Week 36 (Day
253) >= 65 16 35.6 10 62.5 26.67 26.29 7.86 45.48
Week 40 (Day
281) >= 65 14 31.1 11 78.6 24.24 21.56 9.76 38.72
Week 44 (Day
309) >= 65 12 26.7 9 75.0 25.93 22.22 8.84 43.01
Week 48 (Day
337) >= 65 9 20.0 5 55.6 26.67 27.89 -7.96 61.30
Week 52 (Day
365) >= 65 7 15.6 2 28.6 16.67 23.57 -195.10 228.44
Week 56 (Day
393) >= 65 6 13.3 4 66.7 33.33 27.22 -9.97 76.64
Week 60 (Day
421) >= 65 3 6.7 0 0.0 NE NE NE NE
Week 64 (Day
449) >= 65 3 6.7 0 0.0 NE NE NE NE
Week 68 (Day
477) >= 65 2 4.4 0 0.0 NE NE NE NE
Week 72 (Day
505) >= 65 2 4.4 0 0.0 NE NE NE NE




Week 76 (Day
533) >= 65 2 4.4 0 0.0 NE NE NE NE
Week 80 (Day
561) >= 65 2 4.4 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [>= 65 45 100.0 45 100.0 19.26 25.11 11.71 26.80
End of Study
(LOCF) >= 65 45 100.0 45 100.0 20.00 26.01 12.18 27.82
ECOG performance status
Baseline 0 30 100.0 29 96.7 5.75 15.61 -0.19 11.68
Week 4 (Day 29) |0 30 100.0 29 96.7 28.74 27.78 18.17 39.30
Week 8 (Day 57) |0 28 93.3 25 89.3 21.33 28.67 9.50 33.17
Week 12 (Day 85) |0 26 86.7 24 92.3 13.89 21.80 4.69 23.09
Week 16 (Day
113) 0 26 86.7 21 80.8 19.05 24.88 7.72 30.37
Week 20 (Day
141) 0 26 86.7 24 92.3 11.11 16.05 4.33 17.89
Week 24 (Day
169) 0 25 83.3 23 92.0 13.04 21.88 3.58 22.50
Week 28 (Day
197) 0 25 83.3 23 92.0 7.25 14.06 1.17 13.33
Week 32 (Day
225) 0 20 66.7 16 80.0 8.33 19.25 -1.92 18.59
Week 36 (Day
253) 0 18 60.0 11 61.1 9.09 15.57 -1.37 19.55
Week 40 (Day
281) 0 16 53.3 11 68.8 6.06 20.10 -7.44 19.56
Week 44 (Day
309) 0 15 50.0 12 80.0 11.11 29.59 -7.69 29.91
Week 48 (Day
337) 0 9 30.0 6 66.7 11.11 17.21 -6.95 29.18
Week 52 (Day
365) 0 9 30.0 3 33.3 11.11 19.25 -36.70 58.92
Week 56 (Day
393) 0 8 26.7 3 37.5 11.11 19.25 -36.70 58.92
Week 60 (Day
421) 0 5 16.7 1 20.0 33.33 NE NE NE
Week 64 (Day
449) 0 5 16.7 2 40.0 33.33 0.00 NE NE
Week 68 (Day
477) 0 3 10.0 1 33.3 33.33 NE NE NE
Week 72 (Day
505) 0 3 10.0 1 33.3 33.33 NE NE NE
Week 76 (Day
533) 0 3 10.0 1 33.3 0.00 NE NE NE
Week 80 (Day
561) 0 2 6.7 0 0.0 NE NE NE NE
Week 84 (Day
589) 0 1 3.3 0 0.0 NE NE NE NE
Week 88 (Day
617) 0 1 3.3 0 0.0 NE NE NE NE
Week 92 (Day
645) 0 1 3.3 0 0.0 NE NE NE NE
Cycle 12 (LOCF) (O 30 100.0 30 100.0 17.78 29.99 6.58 28.97
End of Study
(LOCF) 0 30 100.0 30 100.0 15.56 25.87 5.90 25.22
Baseline 1 78 100.0 75 96.2 11.11 22.81 5.86 16.36
Week 4 (Day 29) |1 78 100.0 67 85.9 20.40 28.40 13.47 27.33




Week 8 (Day 57) |1 64 82.1 54 84.4 16.67 22.20 10.61 22.73
Week 12 (Day 85) |1 53 67.9 47 88.7 23.40 31.02 14.30 32.51
Week 16 (Day
113) 1 43 55.1 37 86.0 27.93 29.93 17.95 37.91
Week 20 (Day
141) 1 33 42.3 31 93.9 29.03 28.21 18.69 39.38
Week 24 (Day
169) 1 31 39.7 26 83.9 24.36 29.15 12.59 36.13
Week 28 (Day
197) 1 30 38.5 28 93.3 22.62 28.77 11.46 33.77
Week 32 (Day
225) 1 28 35.9 25 89.3 24.00 29.69 11.74 36.26
Week 36 (Day
253) 1 23 29.5 19 82.6 26.32 30.59 11.57 41.06
Week 40 (Day
281) 1 21 26.9 21 100.0 30.16 29.64 16.67 43.65
Week 44 (Day
309) 1 16 20.5 14 87.5 38.10 31.64 19.83 56.36
Week 48 (Day
337) 1 14 17.9 6 42.9 38.89 38.97 -2.01 79.78
Week 52 (Day
365) 1 10 12.8 1 10.0 33.33 NE NE NE
Week 56 (Day
393) 1 9 11.5 3 33.3 66.67 33.33 -16.14 149.47
Week 60 (Day
421) 1 6 7.7 0 0.0 NE NE NE NE
Week 64 (Day
449) 1 5 6.4 1 20.0 100.00 NE NE NE
Week 68 (Day
477) 1 3 3.8 0 0.0 NE NE NE NE
Week 72 (Day
505) 1 3 3.8 0 0.0 NE NE NE NE
Week 76 (Day
533) 1 3 3.8 0 0.0 NE NE NE NE
Week 80 (Day
561) 1 3 3.8 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |1 78 100.0 78 100.0 19.66 26.01 13.79 25.52
End of Study
(LOCF) 1 78 100.0 78 100.0 20.09 26.50 14.11 26.06
Geographic region
Baseline USA 21 100.0 19 90.5 8.77 15.08 1.50 16.04
Week 4 (Day 29) |USA 21 100.0 20 95.2 21.67 29.17 8.01 35.32
Week 8 (Day 57) |USA 21 100.0 19 90.5 14.04 16.91 5.89 22.18
Week 12 (Day 85) |USA 21 100.0 19 90.5 19.30 27.92 5.84 32.76
Week 16 (Day
113) USA 21 100.0 16 76.2 18.75 29.74 2.90 34.60
Week 20 (Day
141) USA 20 95.2 18 90.0 12.96 25.92 0.07 25.85
Week 24 (Day
169) USA 20 95.2 19 95.0 15.79 28.04 2.27 29.30
Week 28 (Day
197) USA 20 95.2 19 95.0 14.04 25.62 1.69 26.38
Week 32 (Day
225) USA 17 81.0 15 88.2 13.33 27.60 -1.95 28.62
Week 36 (Day
253) USA 17 81.0 11 64.7 24.24 33.63 1.65 46.84
Week 40 (Day
281) USA 15 71.4 12 80.0 13.89 30.01 -5.18 32.96




Week 44 (Day

309) USA 13 61. 10 76. 16.67 32.39 -6.51 39.84
Week 48 (Day
337) USA 8 38. 5 62. 26.67 43.46 -27.30 80.63
Week 52 (Day
365) USA 6 28. 1 16. 0.00 NE NE NE
Week 56 (Day
393) USA 6 28. 3 50. 44.44 50.92 -82.04 170.93
Week 60 (Day
421) USA 5 23. 0 0. NE NE NE NE
Week 64 (Day
449) USA 4 19. 1 25. 100.00 NE NE NE
Week 68 (Day
477) USA 2 9. 0 0. NE NE NE NE
Week 72 (Day
505) USA 2 9. 0 0. NE NE NE NE
Week 76 (Day
533) USA 2 9. 0 0. NE NE NE NE
Week 80 (Day
561) USA 2 9. 0 0. NE NE NE NE
Week 84 (Day
589) USA 1 4. 0 0. NE NE NE NE
Week 88 (Day
617) USA 1 4. 0 0. NE NE NE NE
Week 92 (Day
645) USA 1 4. 0 0. NE NE NE NE
Cycle 12 (LOCF) [USA 21 100. 21 100. 12.70 24.67 1.47 23.93
End of Study
(LOCF) USA 21 100. 21 100. 12.70 24.67 1.47 23.93
Baseline Europe (EU) 42 100. 40 95. 10.83 23.13 3.44 18.23
Week 4 (Day 29) |Europe (EU) 42 100. 39 92. 29.91 31.34 19.76 40.07
Week 8 (Day 57) |Europe (EU) 36 85. 30 83. 21.11 23.95 12.17 30.05
Week 12 (Day 85) |Europe (EU) 31 73. 25 80. 29.33 30.91 16.57 42.09
Week 16 (Day
113) Europe (EU) 30 71. 24 80. 31.94 26.88 20.59 43.30
Week 20 (Day
141) Europe (EU) 26 61. 24 92. 25.00 20.26 16.44 33.56
Week 24 (Day
169) Europe (EU) 26 61. 22 84. 16.67 19.92 7.83 25.50
Week 28 (Day
197) Europe (EU) 25 59. 23 92. 14.49 19.66 5.99 22.99
Week 32 (Day
225) Europe (EU) 21 50. 19 90. 17.54 23.22 6.35 28.74
Week 36 (Day
253) Europe (EU) 16 38. 13 81. 23.08 25.04 7.95 38.21
Week 40 (Day
281) Europe (EU) 14 33. 14 100. 23.81 24.21 9.83 37.79
Week 44 (Day
309) Europe (EU) 11 26. 10 90. 30.00 33.15 6.29 53.71
Week 48 (Day
337) Europe (EU) 8 19. 6 75. 27.78 25.09 1.44 54.11
Week 52 (Day
365) Europe (EU) 6 14. 3 50. 22.22 19.25 -25.59 70.03
Week 56 (Day
393) Europe (EU) 6 14. 2 33. 33.33 47.14 -390.21 456.87




Week 60 (Day
421) Europe (EU) 4 9.5 1 25.0 33.33 NE NE NE
Week 64 (Day
449) Europe (EU) 4 9.5 2 50.0 33.33 0.00 NE NE
Week 68 (Day
477) Europe (EU) 3 7.1 1 33.3 33.33 NE NE NE
Week 72 (Day
505) Europe (EU) 3 7.1 1 33.3 33.33 NE NE NE
Week 76 (Day
533) Europe (EU) 3 7.1 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Europe (EU) 2 4.8 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [Europe (EU) 42 100.0 42 100.0 23.81 27.83 15.14 32.48
End of Study
(LOCF) Europe (EU) 42 100.0 42 100.0 23.02 26.02 14.91 31.12
Baseline Asia (AS) 45 100.0 45 100.0 8.89 21.79 2.34 15.43
Week 4 (Day 29) |Asia (AS) 45 100.0 37 82.2 16.22 23.07 8.52 23.91
Week 8 (Day 57) |Asia (AS) 35 77.8 30 85.7 17.78 28.68 7.07 28.49
Week 12 (Day 85) |Asia (AS) 27 60.0 27 100.0 12.35 24.72 2.57 22.12
Week 16 (Day
113) Asia (AS) 18 40.0 18 100.0 20.37 28.33 6.28 34.46
Week 20 (Day
141) Asia (AS) 13 28.9 13 100.0 25.64 30.89 6.97 44,31
Week 24 (Day
169) Asia (AS) 10 22.2 8 80.0 33.33 35.63 3.54 63.12
Week 28 (Day
197) Asia (AS) 10 22.2 9 90.0 22.22 33.33 -3.40 47.84
Week 32 (Day
225) Asia (AS) 10 22.2 7 70.0 28.57 35.63 -4.39 61.53
Week 36 (Day
253) Asia (AS) 8 17.8 6 75.0 5.56 13.61 -8.73 19.84
Week 40 (Day
281) Asia (AS) 8 17.8 6 75.0 33.33 36.51 -4.99 71.65
Week 44 (Day
309) Asia (AS) 7 15.6 6 85.7 33.33 36.51 -4.99 71.65
Week 48 (Day
337) Asia (AS) 7 15.6 1 14.3 0.00 NE NE NE
Week 52 (Day
365) Asia (AS) 7 15.6 0 0.0 NE NE NE NE
Week 56 (Day
393) Asia (AS) 5 11.1 1 20.0 33.33 NE NE NE
Week 60 (Day
421) Asia (AS) 2 4.4 0 0.0 NE NE NE NE
Week 64 (Day
449) Asia (AS) 2 4.4 0 0.0 NE NE NE NE
Week 68 (Day
477) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 72 (Day
505) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 76 (Day
533) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 80 (Day
561) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Asia (AS) 45 100.0 45 100.0 17.78 27.15 9.62 25.94
End of Study
(LOCF) Asia (AS) 45 100.0 45 100.0 17.78 27.15 9.62 25.94




Race/ethnicity

Baseline Asian 48 100.0 48 100.0 9.03 21.46 2.80 15.26
Week 4 (Day 29) |Asian 48 100.0 40 83.3 15.00 22.58 7.78 22.22
Week 8 (Day 57) |Asian 38 79.2 31 81.6 17.20 28.38 6.80 27.61
Week 12 (Day 85) |Asian 30 62.5 30 100.0 11.11 23.71 2.26 19.96
Week 16 (Day
113) Asian 21 43.8 21 100.0 19.05 27.02 6.75 31.35
Week 20 (Day
141) Asian 16 33.3 15 93.8 24.44 29.46 8.13 40.76
Week 24 (Day
169) Asian 13 27.1 11 84.6 27.27 32.72 5.29 49.26
Week 28 (Day
197) Asian 13 27.1 12 92.3 19.44 30.01 0.38 38.51
Week 32 (Day
225) Asian 12 25.0 9 75.0 22.22 33.33 -3.40 47.84
Week 36 (Day
253) Asian 10 20.8 8 80.0 4.17 11.79 -5.69 14.02
Week 40 (Day
281) Asian 10 20.8 8 80.0 25.00 34.50 -3.85 53.85
Week 44 (Day
309) Asian 9 18.8 8 88.9 25.00 34.50 -3.85 53.85
Week 48 (Day
337) Asian 9 18.8 2 22.2 0.00 0.00 NE NE
Week 52 (Day
365) Asian 9 18.8 1 11.1 0.00 NE NE NE
Week 56 (Day
393) Asian 7 14.6 2 28.6 16.67 23.57 -195.10 228.44
Week 60 (Day
421) Asian 3 6.3 0 0.0 NE NE NE NE
Week 64 (Day
449) Asian 3 6.3 0 0.0 NE NE NE NE
Week 68 (Day
477) Asian 2 4.2 0 0.0 NE NE NE NE
Week 72 (Day
505) Asian 2 4.2 0 0.0 NE NE NE NE
Week 76 (Day
533) Asian 2 4.2 0 0.0 NE NE NE NE
Week 80 (Day
561) Asian 2 4.2 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |[Asian 48 100.0 48 100.0 17.36 26.62 9.63 25.09
End of Study
(LOCF) Asian 48 100.0 48 100.0 17.36 26.62 9.63 25.09
Baseline Non-Asian 54 100.0 52 96.3 10.90 21.61 4.88 16.91
Week 4 (Day 29) [Non-Asian 54 100.0 50 92.6 26.67 30.12 18.11 35.23
Week 8 (Day 57) [Non-Asian 49 90.7 44 89.8 17.42 19.67 11.44 23.41
Week 12 (Day 85) [Non-Asian 44 81.5 37 84.1 25.23 28.77 15.63 34.82
Week 16 (Day
113) Non-Asian 43 79.6 34 79.1 26.47 29.34 16.23 36.71
Week 20 (Day
141) Non-Asian 38 70.4 35 92.1 19.05 23.27 11.05 27.04
Week 24 (Day
169) Non-Asian 38 70.4 34 89.5 16.67 24.96 7.96 25.37
Week 28 (Day
197) Non-Asian 37 68.5 35 94.6 13.33 23.15 5.38 21.29
Week 32 (Day
225) Non-Asian 32 59.3 28 87.5 14.29 24.73 4.70 23.87
Week 36 (Day
253) Non-Asian 27 50.0 20 74.1 23.33 28.82 9.85 36.82




Week 40 (Day
281) Non-Asian 23 42.6 21 91.3 15.87 24.99 4.50 27.25
Week 44 (Day
309) Non-Asian 18 33.3 14 77.8 19.05 28.39 2.66 35.44
Week 48 (Day
337) Non-Asian 12 22.2 9 75.0 29.63 35.14 2.62 56.64
Week 52 (Day
365) Non-Asian 8 14.8 3 37.5 22.22 19.25 -25.59 70.03
Week 56 (Day
393) Non-Asian 8 14.8 4 50.0 50.00 43.03 -18.48 118.48
Week 60 (Day
421) Non-Asian 7 13.0 1 14.3 33.33 NE NE NE
Week 64 (Day
449) Non-Asian 6 11.1 2 33.3 66.67 47.14 -356.87 490.21
Week 68 (Day
477) Non-Asian 3 5.6 1 33.3 33.33 NE NE NE
Week 72 (Day
505) Non-Asian 3 5.6 0 0.0 NE NE NE NE
Week 76 (Day
533) Non-Asian 3 5.6 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Non-Asian 2 3.7 0 0.0 NE NE NE NE
Week 84 (Day
589) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Week 88 (Day
617) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Week 92 (Day
645) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [Non-Asian 54 100.0 54 100.0 17.90 25.67 10.90 24.91
End of Study
(LOCF) Non-Asian 54 100.0 54 100.0 18.52 26.44 11.30 25.73
Baseline Unknown 6 100.0 4 66.7 0.00 0.00 NE NE
Week 4 (Day 29) [Unknown 6 100.0 6 100.0 44 .44 34.43 8.32 80.57
Week 8 (Day 57) [Unknown 5 83.3 4 80.0 33.33 38.49 -27.91 94.58
Week 12 (Day 85) [Unknown 5 83.3 4 80.0 41.67 41.94 -25.07 108.41
Week 16 (Day
113) Unknown 5 83.3 3 60.0 44 .44 19.25 -3.36 92.25
Week 20 (Day
141) Unknown 5 83.3 5 100.0 26.67 27.89 -7.96 61.30
Week 24 (Day
169) Unknown 5 83.3 4 80.0 16.67 19.25 -13.96 47.29
Week 28 (Day
197) Unknown 5 83.3 4 80.0 25.00 16.67 -1.52 51.52
Week 32 (Day
225) Unknown 4 66.7 4 100.0 33.33 27.22 -9.97 76.64
Week 36 (Day
253) Unknown 4 66.7 2 50.0 50.00 23.57 -161.77 261.77
Week 40 (Day
281) Unknown 4 66.7 3 75.0 55.56 19.25 7.75 103.36
Week 44 (Day
309) Unknown 4 66.7 4 100.0 50.00 43.03 -18.48 118.48
Week 48 (Day
337) Unknown 2 33.3 1 50.0 33.33 NE NE NE
Week 52 (Day
365) Unknown 2 33.3 0 0.0 NE NE NE NE
Week 56 (Day
393) Unknown 2 33.3 0 0.0 NE NE NE NE
Week 60 (Day
421) Unknown 1 16.7 0 0.0 NE NE NE NE




Week 64 (Day

449) Unknown 16. 100. 33.33 NE NE NE
Week 68 (Day
477) Unknown 16. 0. NE NE NE NE
Week 72 (Day
505) Unknown 16. 100. 33.33 NE NE NE
Week 76 (Day
533) Unknown 16. 0. NE NE NE NE
Week 80 (Day
561) Unknown 16. 0. NE NE NE NE
Cycle 12 (LOCF) [Unknown 100. 100. 44.44 34.43 8.32 80.57
End of Study
(LOCF) Unknown 100. 100. 33.33 21.08 11.21 55.46

Patients who signed the informed consent form for protocol amendment 4.1 or later

! in study: number of subjects in study at respective visit;

based on baseline.

(i.e. protocol amendments 4.1,

and 5-13)

with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD;

2

The last value per patient collected before or on week 44 is used for the calculation of "Cycle 12

Clinical cut-off: 06NOV2020

mean: descriptive statistics - absolute values.

(LOCF) ".

Program: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE BASE/prod/program/pro_mean.sas
Output: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA D180/prod/output/pro_mean B63 DCB_SAF_ P41 TN_QSC30CO_SG.xls

270CT2021 7:34

o

S

before the first dosing date are considered in the analysis.

based on patients in study at respective visit.

The last recorded value per patient is used for "End of Study (LOCF)".



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population

ENDPOINT: Subgroup analysis, Worsening of at least 10 points, EORTC QLQ-C30: Constipation
MODEL: Unstratified analysis

STUDY: B042863

Responder Analysis: at least 10-Point Worsening Compared to Baseline

400 mg QD (N=108)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All All visits n/a 104 96.3 56 53.8 44.3 63.1
Cycle 12 (LOCF) n/a 104 96.3 30 28.8 21.0 38.2
End of Study (LOCF) n/a 104 96.3 30 28.8 21.0 38.2
Sex All visits Female 56 51.9 29 51.8 39.0 64.3
Male 48 44.4 27 56.3 42.3 69.3
Cycle 12 (LOCF) Female 56 51.9 13 23.2 14.1 35.8
Male 48 44.4 17 35.4 23.4 49.6
End of Study (LOCF) Female 56 51.9 13 23.2 14.1 35.8
Male 48 44.4 17 35.4 23.4 49.6
Age All visits < 65 60 55.6 31 51.7 39.3 63.8
>= 65 44 40.7 25 56.8 42.2 70.3
Cycle 12 (LOCF) < 65 60 55.6 15 25.0 15.8 37.2
>= 65 44 40.7 15 34.1 21.9 48.9
End of Study (LOCF) < 65 60 55.6 15 25.0 15.8 37.2
>= 65 44 40.7 15 34.1 21.9 48.9
ECOG performance status All visits 0 29 26.9 23 79.3 61.6 90.2
1 75 69.4 33 44.0 33.3 55.3
Cycle 12 (LOCF) 0 29 26.9 7 24.1 12.2 42.1
1 75 69.4 23 30.7 21.4 41.8
End of Study (LOCF) 0 29 26.9 7 24.1 12.2 42.1
1 75 69.4 23 30.7 21.4 41.8
Geographic region All visits USA 19 17.6 14 73.7 51.2 88.2
Europe (EU) 40 37.0 25 62.5 47.0 75.8
Asia (AS) 45 41.7 17 37.8 25.1 52.4
Cycle 12 (LOCF) USA 19 17.6 3 15.8 5.5 37.6
Europe (EU) 40 37.0 15 37.5 24.2 53.0
Asia (AS) 45 41.7 12 26.7 16.0 41.0
End of Study (LOCF) USA 19 17.6 3 15.8 5.5 37.6
Europe (EU) 40 37.0 15 37.5 24.2 53.0
Asia (AS) 45 41.7 12 26.7 16.0 41.0
Race/ethnicity All visits Asian 48 44 .4 17 35.4 23.4 49.6
Non-Asian 52 48.1 35 67.3 53.8 78.5
Unknown 4 3.7 4 100.0 51.0 100.0
Cycle 12 (LOCF) Asian 48 44.4 12 25.0 14.9 38.8
Non-Asian 52 48.1 15 28.8 18.3 42.3
Unknown 4 3.7 3 75.0 30.1 95.4
End of Study (LOCF) Asian 48 44.4 12 25.0 14.9 38.8




Non-Asian 52 48.1 15 28.8 18.3 42.3
Unknown 4 3.7 3 75.0 30.1 95.4
Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13)

95% CI based on Wilson Scores.

before the first dosing date are considered in the analysis.

Improvement is defined as increase in the functional scale scores or the global health status and as decrease in the symptom scale scores.

Worsening is defined as decrease in the functional scale scores or the global health status and as increase in the symptom scale scores.

Clinical cut-off:

06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/pro_rsp2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_NSCLC_MAA D180/prod/output/pro_rsp2 B63 DCB SAF P41 TN QSC30CO W10 SG.xls

150CT2021 13:11



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population

ENDPOINT: Subgroup analysis, Worsening of at least 15 points, EORTC QLQ-C30: Constipation
MODEL: Unstratified analysis

STUDY: B042863
Responder Analysis:

at least 15-Point Worsening Compared to Baseline

400 mg QD (N=108)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All All visits n/a 104 96.3 56 53.8 44.3 63.1
Cycle 12 (LOCF) n/a 104 96.3 30 28.8 21.0 38.2
End of Study (LOCF) n/a 104 96.3 30 28.8 21.0 38.2
Sex All visits Female 56 51.9 29 51.8 39.0 64.3
Male 48 44.4 27 56.3 42.3 69.3
Cycle 12 (LOCF) Female 56 51.9 13 23.2 14.1 35.8
Male 48 44.4 17 35.4 23.4 49.6
End of Study (LOCF) Female 56 51.9 13 23.2 14.1 35.8
Male 48 44.4 17 35.4 23.4 49.6
Age All visits < 65 60 55.6 31 51.7 39.3 63.8
>= 65 44 40.7 25 56.8 42.2 70.3
Cycle 12 (LOCF) < 65 60 55.6 15 25.0 15.8 37.2
>= 65 44 40.7 15 34.1 21.9 48.9
End of Study (LOCF) < 65 60 55.6 15 25.0 15.8 37.2
>= 65 44 40.7 15 34.1 21.9 48.9
ECOG performance status All visits 0 29 26.9 23 79.3 61.6 90.2
1 75 69.4 33 44.0 33.3 55.3
Cycle 12 (LOCF) 0 29 26.9 7 24.1 12.2 42.1
1 75 69.4 23 30.7 21.4 41.8
End of Study (LOCF) 0 29 26.9 7 24.1 12.2 42.1
1 75 69.4 23 30.7 21.4 41.8
Geographic region All visits USA 19 17.6 14 73.7 51.2 88.2
Europe (EU) 40 37.0 25 62.5 47.0 75.8
Asia (AS) 45 41.7 17 37.8 25.1 52.4
Cycle 12 (LOCF) USA 19 17.6 3 15.8 5.5 37.6
Europe (EU) 40 37.0 15 37.5 24.2 53.0
Asia (AS) 45 41.7 12 26.7 16.0 41.0
End of Study (LOCF) USA 19 17.6 3 15.8 5.5 37.6
Europe (EU) 40 37.0 15 37.5 24.2 53.0
Asia (AS) 45 41.7 12 26.7 16.0 41.0
Race/ethnicity All visits Asian 48 44 .4 17 35.4 23.4 49.6
Non-Asian 52 48.1 35 67.3 53.8 78.5
Unknown 4 3.7 4 100.0 51.0 100.0
Cycle 12 (LOCF) Asian 48 44.4 12 25.0 14.9 38.8
Non-Asian 52 48.1 15 28.8 18.3 42.3
Unknown 4 3.7 3 75.0 30.1 95.4
End of Study (LOCF) Asian 48 44.4 12 25.0 14.9 38.8




Non-Asian 52 48.1 15 28.8 18.3 42.3
Unknown 4 3.7 3 75.0 30.1 95.4
Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13)

95% CI based on Wilson Scores.

before the first dosing date are considered in the analysis.

Improvement is defined as increase in the functional scale scores or the global health status and as decrease in the symptom scale scores.

Worsening is defined as decrease in the functional scale scores or the global health status and as increase in the symptom scale scores.

Clinical cut-off:

06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/pro_rsp2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_NSCLC_MAA D180/prod/output/pro_rsp2 B63 DCB SAF P41 TN QSC30CO W15 SG.xls

150CT2021 13:00



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Constipation
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Treatment group ——&S—— 400 mg QD (N=108)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/RO7499790/CDT30370/B0O42863/data_analysis/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30CO.pdf
150CT2021 17:23



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population
ENDPOINT: Subgroup analysis, EORTC QLQ-C30: Diarrhoea

MODEL: --
STUDY: BO42863
Compliance/Mean
400 mg QD (N=108)
Patients Statistics
Name
Visit Level in study? % with value? % mean? SD CI LL CI UL
All
Baseline n/a 108 100.0 104 96.3 4.17 11.08 2.01 6.32
Week 4 (Day 29) |n/a 108 100.0 96 88.9 6.25 13.94 3.42 9.08
Week 8 (Day 57) |n/a 92 85.2 79 85.9 6.75 16.35 3.09 10.41
Week 12 (Day 85) |n/a 79 73.1 70 88.6 8.10 21.56 2.95 13.24
Week 16 (Day
113) n/a 69 63.9 58 84.1 8.05 18.00 3.31 12.78
Week 20 (Day
141) n/a 59 54.6 55 93.2 3.03 11.61 -0.11 6.17
Week 24 (Day
169) n/a 56 51.9 49 87.5 6.80 19.22 1.28 12.32
Week 28 (Day
197) n/a 55 50.9 51 92.7 6.54 17.66 1.57 11.50
Week 32 (Day
225) n/a 48 44.4 41 85.4 7.32 19.02 1.31 13.32
Week 36 (Day
253) n/a 41 38.0 30 73.2 5.56 15.37 -0.18 11.30
Week 40 (Day
281) n/a 37 34.3 32 86.5 6.25 13.22 1.48 11.02
Week 44 (Day
309) n/a 31 28.7 26 83.9 5.13 15.47 -1.12 11.38
Week 48 (Day
337) n/a 23 21.3 12 52.2 2.78 9.62 -3.34 8.89
Week 52 (Day
365) n/a 19 17.6 4 21.1 0.00 0.00 NE NE
Week 56 (Day
393) n/a 17 15.7 6 35.3 0.00 0.00 NE NE
Week 60 (Day
421) n/a 11 10.2 1 9.1 0.00 NE NE NE
Week 64 (Day
449) n/a 10 9.3 3 30.0 11.11 19.25 -36.70 58.92
Week 68 (Day
477) n/a 6 5.6 1 16.7 0.00 NE NE NE
Week 72 (Day
505) n/a 6 5.6 1 16.7 0.00 NE NE NE
Week 76 (Day
533) n/a 6 5.6 1 16.7 0.00 NE NE NE
Week 80 (Day
561) n/a 5 4.6 0 0.0 NE NE NE NE
Week 84 (Day
589) n/a 1 0.9 0 0.0 NE NE NE NE
Week 88 (Day
617) n/a 1 0.9 0 0.0 NE NE NE NE
Week 92 (Day
645) n/a 1 0.9 0 0.0 NE NE NE NE




Cycle 12 (LOCF) |[n/a 108 100.0 108 100.0 7.10 18.26 3.62 10.58
End of Study
(LOCF) n/a 108 100.0 108 100.0 7.41 18.42 3.89 10.92
Sex
Baseline Female 59 100.0 56 94.9 7.14 13.80 3.45 10.84
Week 4 (Day 29) [Female 59 100.0 51 86.4 7.84 14.28 3.83 11.86
Week 8 (Day 57) [Female 49 83.1 44 89.8 9.09 18.13 3.58 14.60
Week 12 (Day 85) [Female 44 74.6 38 86.4 6.14 15.22 1.14 11.14
Week 16 (Day
113) Female 38 64.4 31 81.6 9.68 21.42 1.82 17.53
Week 20 (Day
141) Female 33 55.9 32 97.0 3.13 13.01 -1.56 7.81
Week 24 (Day
169) Female 31 52.5 27 87.1 8.64 23.74 -0.75 18.03
Week 28 (Day
197) Female 30 50.8 27 90.0 7.41 21.35 -1.04 15.85
Week 32 (Day
225) Female 27 45.8 23 85.2 10.14 23.43 0.01 20.28
Week 36 (Day
253) Female 22 37.3 15 68.2 8.89 19.79 -2.07 19.85
Week 40 (Day
281) Female 18 30.5 16 88.9 8.33 14.91 0.39 16.28
Week 44 (Day
309) Female 15 25.4 12 80.0 8.33 20.72 -4.83 21.50
Week 48 (Day
337) Female 11 18.6 4 36.4 8.33 16.67 -18.19 34.85
Week 52 (Day
365) Female 9 15.3 1 11.1 0.00 NE NE NE
Week 56 (Day
393) Female 7 11.9 1 14.3 0.00 NE NE NE
Week 60 (Day
421) Female 5 8.5 1 20.0 0.00 NE NE NE
Week 64 (Day
449) Female 4 6.8 2 50.0 16.67 23.57 -195.10 228.44
Week 68 (Day
477) Female 3 5.1 1 33.3 0.00 NE NE NE
Week 72 (Day
505) Female 3 5.1 1 33.3 0.00 NE NE NE
Week 76 (Day
533) Female 3 5.1 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Female 3.4 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Female 59 100.0 59 100.0 8.47 21.08 2.98 13.97
End of Study
(LOCF) Female 59 100.0 59 100.0 9.04 21.29 3.49 14.59
Baseline Male 49 100.0 48 98.0 0.69 4.81 -0.70 2.09
Week 4 (Day 29) [Male 49 100.0 45 91.8 4.44 13.48 0.39 8.50
Week 8 (Day 57) [Male 43 87.8 35 81.4 3.81 13.46 -0.81 8.43
Week 12 (Day 85) [Male 35 71.4 32 91.4 10.42 27.35 0.55 20.28
Week 16 (Day
113) Male 31 63.3 27 87.1 6.17 13.19 0.95 11.39
Week 20 (Day
141) Male 26 53.1 23 88.5 2.90 9.60 -1.25 7.05
Week 24 (Day
169) Male 25 51.0 22 88.0 4.55 11.71 -0.65 9.74
Week 28 (Day
197) Male 25 51.0 24 96.0 5.56 12.69 0.20 10.91




Week 32 (Day
225) Male 21 42.9 18 85.7 3.70 10.78 -1.66 9.06
Week 36 (Day
253) Male 19 38.8 15 78.9 2.22 8.61 -2.54 6.99
Week 40 (Day
281) Male 19 38.8 16 84.2 4.17 11.39 -1.90 10.23
Week 44 (Day
309) Male 16 32.7 14 87.5 2.38 8.91 -2.76 7.52
Week 48 (Day
337) Male 12 24.5 8 66.7 0.00 0.00 NE NE
Week 52 (Day
365) Male 10 20.4 3 30.0 0.00 0.00 NE NE
Week 56 (Day
393) Male 10 20.4 5 50.0 0.00 0.00 NE NE
Week 60 (Day
421) Male 6 12.2 0 0.0 NE NE NE NE
Week 64 (Day
449) Male 6 12.2 1 16.7 0.00 NE NE NE
Week 68 (Day
477) Male 3 6.1 0 0.0 NE NE NE NE
Week 72 (Day
505) Male 3 6.1 0 0.0 NE NE NE NE
Week 76 (Day
533) Male 3 6.1 0 0.0 NE NE NE NE
Week 80 (Day
561) Male 3 6.1 0 0.0 NE NE NE NE
Week 84 (Day
589) Male 1 2.0 0 0.0 NE NE NE NE
Week 88 (Day
617) Male 1 2.0 0 0.0 NE NE NE NE
Week 92 (Day
645) Male 1 2.0 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Male 49 100.0 49 100.0 5.44 14.19 1.37 9.52
End of Study
(LOCF) Male 49 100.0 49 100.0 5.44 14.19 1.37 9.52
Age
Baseline < 65 63 100.0 60 95.2 5.56 12.53 2.32 8.79
Week 4 (Day 29) [< 65 63 100.0 55 87.3 6.06 14.47 2.15 9.97
Week 8 (Day 57) [< 65 54 85.7 47 87.0 4.96 13.86 0.89 9.04
Week 12 (Day 85) [< 65 47 74.6 41 87.2 7.32 20.43 0.87 13.77
Week 16 (Day
113) < 65 39 61.9 34 87.2 7.84 18.46 1.40 14.28
Week 20 (Day
141) < 65 35 55.6 35 100.0 3.81 13.46 -0.81 8.43
Week 24 (Day
169) < 65 34 54.0 31 91.2 4.30 14.25 -0.93 9.53
Week 28 (Day
197) < 65 33 52.4 32 97.0 9.38 21.14 1.75 17.00
Week 32 (Day
225) < 65 30 47.6 25 83.3 4.00 14.66 -2.05 10.05
Week 36 (Day
253) < 65 25 39.7 20 80.0 3.33 10.26 -1.47 8.14
Week 40 (Day
281) < 65 23 36.5 21 91.3 6.35 13.41 0.24 12.45
Week 44 (Day
309) < 65 19 30.2 17 89.5 1.96 8.08 -2.20 6.12
Week 48 (Day
337) < 65 14 22.2 7 50.0 4.76 12.60 -6.89 16.41




Week 52 (Day
365) < 65 12 19.0 2 16.7 0.00 0.00 NE NE
Week 56 (Day
393) < 65 11 17.5 2 18.2 0.00 0.00 NE NE
Week 60 (Day
421) < 65 8 12.7 1 12.5 0.00 NE NE NE
Week 64 (Day
449) < 65 7 11.1 3 42.9 11.11 19.25 -36.70 58.92
Week 68 (Day
477) < 65 4 6.3 1 25.0 0.00 NE NE NE
Week 72 (Day
505) < 65 4 6.3 1 25.0 0.00 NE NE NE
Week 76 (Day
533) < 65 4 6.3 1 25.0 0.00 NE NE NE
Week 80 (Day
561) < 65 3 4.8 0 0.0 NE NE NE NE
Week 84 (Day
589) < 65 1 1.6 0 0.0 NE NE NE NE
Week 88 (Day
617) < 65 1 1.6 0 0.0 NE NE NE NE
Week 92 (Day
645) < 65 1 1.6 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |[< 65 63 100.0 63 100.0 7.41 19.35 2.53 12.28
End of Study
(LOCF) < 65 63 100.0 63 100.0 7.94 19.60 3.00 12.87
Baseline >= 65 45 100.0 44 97.8 2.27 8.50 -0.31 4.86
Week 4 (Day 29) |[>= 65 45 100.0 41 91.1 6.50 13.37 2.28 10.73
Week 8 (Day 57) |[>= 65 38 84.4 32 84.2 9.37 19.37 2.39 16.36
Week 12 (Day 85) |[>= 65 32 71.1 29 90.6 9.20 23.40 0.30 18.09
Week 16 (Day
113) >= 65 30 66.7 24 80.0 8.33 17.72 0.85 15.82
Week 20 (Day
141) >= 65 24 53.3 20 83.3 1.67 7.45 -1.82 5.16
Week 24 (Day
169) >= 65 22 48.9 18 81.8 11.11 25.57 -1.60 23.82
Week 28 (Day
197) >= 65 22 48.9 19 86.4 1.75 7.65 -1.93 5.44
Week 32 (Day
225) >= 65 18 40.0 16 88.9 12.50 23.96 -0.27 25.27
Week 36 (Day
253) >= 65 16 35.6 10 62.5 10.00 22.50 -6.09 26.09
Week 40 (Day
281) >= 65 14 31.1 11 78.6 6.06 13.48 -3.00 15.12
Week 44 (Day
309) >= 65 12 26.7 9 75.0 11.11 23.57 -7.01 29.23
Week 48 (Day
337) >= 65 9 20.0 5 55.6 0.00 0.00 NE NE
Week 52 (Day
365) >= 65 7 15.6 2 28.6 0.00 0.00 NE NE
Week 56 (Day
393) >= 65 6 13.3 4 66.7 0.00 0.00 NE NE
Week 60 (Day
421) >= 65 3 6.7 0 0.0 NE NE NE NE
Week 64 (Day
449) >= 65 3 6.7 0 0.0 NE NE NE NE
Week 68 (Day
477) >= 65 2 4.4 0 0.0 NE NE NE NE
Week 72 (Day
505) >= 65 2 4.4 0 0.0 NE NE NE NE




Week 76 (Day
533) >= 65 2 4.4 0 0.0 NE NE NE NE
Week 80 (Day
561) >= 65 2 4.4 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [>= 65 45 100.0 45 100.0 6.67 16.82 1.61 11.72
End of Study
(LOCF) >= 65 45 100.0 45 100.0 6.67 16.82 1.61 11.72
ECOG performance status
Baseline 0 30 100.0 29 96.7 3.45 10.33 -0.48 7.38
Week 4 (Day 29) |0 30 100.0 29 96.7 4.60 11.70 0.15 9.05
Week 8 (Day 57) |0 28 93.3 25 89.3 9.33 18.05 1.88 16.79
Week 12 (Day 85) |0 26 86.7 23 88.5 13.04 26.09 1.76 24.33
Week 16 (Day
113) 0 26 86.7 21 80.8 6.35 17.06 -1.42 14.11
Week 20 (Day
141) 0 26 86.7 24 92.3 2.78 9.41 -1.20 6.75
Week 24 (Day
169) 0 25 83.3 23 92.0 4.35 15.26 -2.25 10.95
Week 28 (Day
197) 0 25 83.3 23 92.0 10.14 23.43 0.01 20.28
Week 32 (Day
225) 0 20 66.7 16 80.0 4.17 16.67 -4.71 13.05
Week 36 (Day
253) 0 18 60.0 11 61.1 0.00 0.00 NE NE
Week 40 (Day
281) 0 16 53.3 11 68.8 0.00 0.00 NE NE
Week 44 (Day
309) 0 15 50.0 12 80.0 0.00 0.00 NE NE
Week 48 (Day
337) 0 9 30.0 6 66.7 0.00 0.00 NE NE
Week 52 (Day
365) 0 9 30.0 3 33.3 0.00 0.00 NE NE
Week 56 (Day
393) 0 8 26.7 3 37.5 0.00 0.00 NE NE
Week 60 (Day
421) 0 5 16.7 1 20.0 0.00 NE NE NE
Week 64 (Day
449) 0 5 16.7 2 40.0 0.00 0.00 NE NE
Week 68 (Day
477) 0 3 10.0 1 33.3 0.00 NE NE NE
Week 72 (Day
505) 0 3 10.0 1 33.3 0.00 NE NE NE
Week 76 (Day
533) 0 3 10.0 1 33.3 0.00 NE NE NE
Week 80 (Day
561) 0 2 6.7 0 0.0 NE NE NE NE
Week 84 (Day
589) 0 1 3.3 0 0.0 NE NE NE NE
Week 88 (Day
617) 0 1 3.3 0 0.0 NE NE NE NE
Week 92 (Day
645) 0 1 3.3 0 0.0 NE NE NE NE
Cycle 12 (LOCF) (O 30 100.0 30 100.0 8.89 23.05 0.28 17.50
End of Study
(LOCF) 0 30 100.0 30 100.0 8.89 23.05 0.28 17.50
Baseline 1 78 100.0 75 96.2 4.44 11.41 1.82 7.07
Week 4 (Day 29) |1 78 100.0 67 85.9 6.97 14.84 3.35 10.58




Week 8 (Day 57) |1 64 82.1 54 84.4 5.56 15.53 1.32 9.79
Week 12 (Day 85) |1 53 67.9 47 88.7 5.67 18.80 0.15 11.19
Week 16 (Day
113) 1 43 55.1 37 86.0 9.01 18.67 2.78 15.23
Week 20 (Day
141) 1 33 42.3 31 93.9 3.23 13.21 -1.62 8.07
Week 24 (Day
169) 1 31 39.7 26 83.9 8.97 22.23 0.00 17.95
Week 28 (Day
197) 1 30 38.5 28 93.3 3.57 10.50 -0.50 7.64
Week 32 (Day
225) 1 28 35.9 25 89.3 9.33 20.46 0.89 17.78
Week 36 (Day
253) 1 23 29.5 19 82.6 8.77 18.73 -0.26 17.80
Week 40 (Day
281) 1 21 26.9 21 100.0 9.52 15.43 2.50 16.55
Week 44 (Day
309) 1 16 20.5 14 87.5 9.52 20.37 -2.24 21.29
Week 48 (Day
337) 1 14 17.9 6 42.9 5.56 13.61 -8.73 19.84
Week 52 (Day
365) 1 10 12.8 1 10.0 0.00 NE NE NE
Week 56 (Day
393) 1 9 11.5 3 33.3 0.00 0.00 NE NE
Week 60 (Day
421) 1 6 7.7 0 0.0 NE NE NE NE
Week 64 (Day
449) 1 5 6.4 1 20.0 33.33 NE NE NE
Week 68 (Day
477) 1 3 3.8 0 0.0 NE NE NE NE
Week 72 (Day
505) 1 3 3.8 0 0.0 NE NE NE NE
Week 76 (Day
533) 1 3 3.8 0 0.0 NE NE NE NE
Week 80 (Day
561) 1 3 3.8 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |1 78 100.0 78 100.0 6.41 16.17 2.76 10.06
End of Study
(LOCF) 1 78 100.0 78 100.0 6.84 16.43 3.13 10.54
Geographic region
Baseline USA 21 100.0 19 90.5 10.53 15.92 2.85 18.20
Week 4 (Day 29) |USA 21 100.0 20 95.2 6.67 13.68 0.26 13.07
Week 8 (Day 57) |USA 21 100.0 19 90.5 10.53 19.41 1.17 19.88
Week 12 (Day 85) |USA 21 100.0 18 85.7 12.96 28.33 -1.12 27.05
Week 16 (Day
113) USA 21 100.0 16 76.2 14.58 24.25 1.66 27.50
Week 20 (Day
141) USA 20 95.2 18 90.0 7.41 18.28 -1.68 16.50
Week 24 (Day
169) USA 20 95.2 19 95.0 8.77 18.73 -0.26 17.80
Week 28 (Day
197) USA 20 95.2 19 95.0 8.77 24.45 -3.01 20.56
Week 32 (Day
225) USA 17 81.0 15 88.2 13.33 24.56 -0.27 26.93
Week 36 (Day
253) USA 17 81.0 11 64.7 6.06 13.48 -3.00 15.12
Week 40 (Day
281) USA 15 71.4 12 80.0 13.89 17.16 2.98 24.79




Week 44 (Day

309) USA 13 61. 10 76. 6.67 14.05 -3.39 16.72
Week 48 (Day
337) USA 8 38. 5 62. 6.67 14.91 -11.84 25.18
Week 52 (Day
365) USA 6 28. 1 16. 0.00 NE NE NE
Week 56 (Day
393) USA 6 28. 3 50. 0.00 0.00 NE NE
Week 60 (Day
421) USA 5 23. 0 0. NE NE NE NE
Week 64 (Day
449) USA 4 19. 1 25. 33.33 NE NE NE
Week 68 (Day
477) USA 2 9. 0 0. NE NE NE NE
Week 72 (Day
505) USA 2 9. 0 0. NE NE NE NE
Week 76 (Day
533) USA 2 9. 0 0. NE NE NE NE
Week 80 (Day
561) USA 2 9. 0 0. NE NE NE NE
Week 84 (Day
589) USA 1 4. 0 0. NE NE NE NE
Week 88 (Day
617) USA 1 4. 0 0. NE NE NE NE
Week 92 (Day
645) USA 1 4. 0 0. NE NE NE NE
Cycle 12 (LOCF) [USA 21 100. 21 100. 12.70 24.67 1.47 23.93
End of Study
(LOCF) USA 21 100. 21 100. 14.29 24.88 2.96 25.61
Baseline Europe (EU) 42 100. 40 95. 4.17 11.16 0.60 7.74
Week 4 (Day 29) |Europe (EU) 42 100. 39 92. 4.27 11.29 0.61 7.93
Week 8 (Day 57) |Europe (EU) 36 85. 30 83. 4.44 14.47 -0.96 9.85
Week 12 (Day 85) |Europe (EU) 31 73. 25 80. 10.67 24.94 0.37 20.96
Week 16 (Day
113) Europe (EU) 30 71. 24 80. 6.94 16.97 -0.22 14.11
Week 20 (Day
141) Europe (EU) 26 61. 24 92. 0.00 0.00 NE NE
Week 24 (Day
169) Europe (EU) 26 61. 22 84. 7.58 22.84 -2.55 17.70
Week 28 (Day
197) Europe (EU) 25 59. 23 92. 5.80 12.92 0.21 11.38
Week 32 (Day
225) Europe (EU) 21 50. 19 90. 5.26 16.72 -2.79 13.32
Week 36 (Day
253) Europe (EU) 16 38. 13 81. 7.69 19.97 -4.38 19.76
Week 40 (Day
281) Europe (EU) 14 33. 14 100. 0.00 0.00 NE NE
Week 44 (Day
309) Europe (EU) 11 26. 10 90. 6.67 21.08 -8.41 21.75
Week 48 (Day
337) Europe (EU) 8 19. 6 75. 0.00 0.00 NE NE
Week 52 (Day
365) Europe (EU) 6 14. 3 50. 0.00 0.00 NE NE
Week 56 (Day
393) Europe (EU) 6 14. 2 33. 0.00 0.00 NE NE




Week 60 (Day
421) Europe (EU) 4 9.5 1 25.0 0.00 NE NE NE
Week 64 (Day
449) Europe (EU) 4 9.5 2 50.0 0.00 0.00 NE NE
Week 68 (Day
477) Europe (EU) 3 7.1 1 33.3 0.00 NE NE NE
Week 72 (Day
505) Europe (EU) 3 7.1 1 33.3 0.00 NE NE NE
Week 76 (Day
533) Europe (EU) 3 7.1 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Europe (EU) 2 4.8 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [Europe (EU) 42 100.0 42 100.0 6.35 16.85 1.10 11.60
End of Study
(LOCF) Europe (EU) 42 100.0 42 100.0 6.35 16.85 1.10 11.60
Baseline Asia (AS) 45 100.0 45 100.0 1.48 6.95 -0.61 3.57
Week 4 (Day 29) |Asia (AS) 45 100.0 37 82.2 8.11 16.49 2.61 13.61
Week 8 (Day 57) |Asia (AS) 35 77.8 30 85.7 6.67 16.14 0.64 12.69
Week 12 (Day 85) |Asia (AS) 27 60.0 27 100.0 2.47 8.90 -1.05 5.99
Week 16 (Day
113) Asia (AS) 18 40.0 18 100.0 3.70 10.78 -1.66 9.06
Week 20 (Day
141) Asia (AS) 13 28.9 13 100.0 2.56 9.25 -3.02 8.15
Week 24 (Day
169) Asia (AS) 10 22.2 8 80.0 0.00 0.00 NE NE
Week 28 (Day
197) Asia (AS) 10 22.2 9 90.0 3.70 11.11 -4.84 12.24
Week 32 (Day
225) Asia (AS) 10 22.2 7 70.0 0.00 0.00 NE NE
Week 36 (Day
253) Asia (AS) 8 17.8 6 75.0 0.00 0.00 NE NE
Week 40 (Day
281) Asia (AS) 8 17.8 6 75.0 5.56 13.61 -8.73 19.84
Week 44 (Day
309) Asia (AS) 7 15.6 6 85.7 0.00 0.00 NE NE
Week 48 (Day
337) Asia (AS) 7 15.6 1 14.3 0.00 NE NE NE
Week 52 (Day
365) Asia (AS) 7 15.6 0 0.0 NE NE NE NE
Week 56 (Day
393) Asia (AS) 5 11.1 1 20.0 0.00 NE NE NE
Week 60 (Day
421) Asia (AS) 2 4.4 0 0.0 NE NE NE NE
Week 64 (Day
449) Asia (AS) 2 4.4 0 0.0 NE NE NE NE
Week 68 (Day
477) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 72 (Day
505) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 76 (Day
533) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Week 80 (Day
561) Asia (AS) 1 2.2 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |Asia (AS) 45 100.0 45 100.0 5.19 15.82 0.43 9.94
End of Study
(LOCF) Asia (AS) 45 100.0 45 100.0 5.19 15.82 0.43 9.94




Race/ethnicity

Baseline Asian 48 100.0 48 100.0 2.08 8.15 -0.28 4.45
Week 4 (Day 29) |Asian 48 100.0 40 83.3 7.50 15.99 2.39 12.61
Week 8 (Day 57) |Asian 38 79.2 31 81.6 6.45 15.91 0.61 12.29
Week 12 (Day 85) |Asian 30 62.5 30 100.0 2.22 8.46 -0.94 5.38
Week 16 (Day
113) Asian 21 43.8 21 100.0 4.76 11.95 -0.68 10.20
Week 20 (Day
141) Asian 16 33.3 15 93.8 4.44 11.73 -2.05 10.94
Week 24 (Day
169) Asian 13 27.1 11 84.6 3.03 10.05 -3.72 9.78
Week 28 (Day
197) Asian 13 27.1 12 92.3 5.56 12.97 -2.69 13.80
Week 32 (Day
225) Asian 12 25.0 9 75.0 3.70 11.11 -4.84 12.24
Week 36 (Day
253) Asian 10 20.8 8 80.0 4.17 11.79 -5.69 14.02
Week 40 (Day
281) Asian 10 20.8 8 80.0 8.33 15.43 -4.57 21.23
Week 44 (Day
309) Asian 9 18.8 8 88.9 0.00 0.00 NE NE
Week 48 (Day
337) Asian 9 18.8 2 22.2 0.00 0.00 NE NE
Week 52 (Day
365) Asian 9 18.8 1 11.1 0.00 NE NE NE
Week 56 (Day
393) Asian 7 14.6 2 28.6 0.00 0.00 NE NE
Week 60 (Day
421) Asian 3 6.3 0 0.0 NE NE NE NE
Week 64 (Day
449) Asian 3 6.3 0 0.0 NE NE NE NE
Week 68 (Day
477) Asian 2 4.2 0 0.0 NE NE NE NE
Week 72 (Day
505) Asian 2 4.2 0 0.0 NE NE NE NE
Week 76 (Day
533) Asian 2 4.2 0 0.0 NE NE NE NE
Week 80 (Day
561) Asian 2 4.2 0 0.0 NE NE NE NE
Cycle 12 (LOCF) |[Asian 48 100.0 48 100.0 4.86 15.36 0.40 9.32
End of Study
(LOCF) Asian 48 100.0 48 100.0 4.86 15.36 0.40 9.32
Baseline Non-Asian 54 100.0 52 96.3 6.41 13.27 2.72 10.10
Week 4 (Day 29) [Non-Asian 54 100.0 50 92.6 5.33 12.34 1.83 8.84
Week 8 (Day 57) [Non-Asian 49 90.7 44 89.8 7.58 17.41 2.28 12.87
Week 12 (Day 85) [Non-Asian 44 81.5 36 81.8 13.89 28.03 4.40 23.37
Week 16 (Day
113) Non-Asian 43 79.6 34 79.1 9.80 20.97 2.49 17.12
Week 20 (Day
141) Non-Asian 38 70.4 35 92.1 2.86 12.45 -1.42 7.13
Week 24 (Day
169) Non-Asian 38 70.4 34 89.5 7.84 21.80 0.24 15.45
Week 28 (Day
197) Non-Asian 37 68.5 35 94.6 6.67 19.47 -0.02 13.35
Week 32 (Day
225) Non-Asian 32 59.3 28 87.5 9.52 21.96 1.01 18.04
Week 36 (Day
253) Non-Asian 27 50.0 20 74.1 3.33 10.26 -1.47 8.14




Week 40 (Day
281) Non-Asian 23 42.6 21 91.3 6.35 13.41 0.24 12.45
Week 44 (Day
309) Non-Asian 18 33.3 14 77.8 4.76 12.10 -2.23 11.75
Week 48 (Day
337) Non-Asian 12 22.2 9 75.0 3.70 11.11 -4.84 12.24
Week 52 (Day
365) Non-Asian 8 14.8 3 37.5 0.00 0.00 NE NE
Week 56 (Day
393) Non-Asian 8 14.8 4 50.0 0.00 0.00 NE NE
Week 60 (Day
421) Non-Asian 7 13.0 1 14.3 0.00 NE NE NE
Week 64 (Day
449) Non-Asian 6 11.1 2 33.3 16.67 23.57 -195.10 228.44
Week 68 (Day
477) Non-Asian 3 5.6 1 33.3 0.00 NE NE NE
Week 72 (Day
505) Non-Asian 3 5.6 0 0.0 NE NE NE NE
Week 76 (Day
533) Non-Asian 3 5.6 1 33.3 0.00 NE NE NE
Week 80 (Day
561) Non-Asian 2 3.7 0 0.0 NE NE NE NE
Week 84 (Day
589) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Week 88 (Day
617) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Week 92 (Day
645) Non-Asian 1 1.9 0 0.0 NE NE NE NE
Cycle 12 (LOCF) [Non-Asian 54 100.0 54 100.0 7.41 19.06 2.20 12.61
End of Study
(LOCF) Non-Asian 54 100.0 54 100.0 8.02 19.36 2.74 13.31
Baseline Unknown 6 100.0 4 66.7 0.00 0.00 NE NE
Week 4 (Day 29) [Unknown 6 100.0 6 100.0 5.56 13.61 -8.73 19.84
Week 8 (Day 57) [Unknown 5 83.3 4 80.0 0.00 0.00 NE NE
Week 12 (Day 85) [Unknown 5 83.3 4 80.0 0.00 0.00 NE NE
Week 16 (Day
113) Unknown 5 83.3 3 60.0 11.11 19.25 -36.70 58.92
Week 20 (Day
141) Unknown 5 83.3 5 100.0 0.00 0.00 NE NE
Week 24 (Day
169) Unknown 5 83.3 4 80.0 8.33 16.67 -18.19 34.85
Week 28 (Day
197) Unknown 5 83.3 4 80.0 8.33 16.67 -18.19 34.85
Week 32 (Day
225) Unknown 4 66.7 4 100.0 0.00 0.00 NE NE
Week 36 (Day
253) Unknown 4 66.7 2 50.0 33.33 47.14 -390.21 456.87
Week 40 (Day
281) Unknown 4 66.7 3 75.0 0.00 0.00 NE NE
Week 44 (Day
309) Unknown 4 66.7 4 100.0 16.67 33.33 -36.37 69.71
Week 48 (Day
337) Unknown 2 33.3 1 50.0 0.00 NE NE NE
Week 52 (Day
365) Unknown 2 33.3 0 0.0 NE NE NE NE
Week 56 (Day
393) Unknown 2 33.3 0 0.0 NE NE NE NE
Week 60 (Day
421) Unknown 1 16.7 0 0.0 NE NE NE NE




Week 64 (Day

449) Unknown 16. 100. 0.00 NE NE NE
Week 68 (Day
477) Unknown 16. 0. NE NE NE NE
Week 72 (Day
505) Unknown 16. 100. 0.00 NE NE NE
Week 76 (Day
533) Unknown 16. 0. NE NE NE NE
Week 80 (Day
561) Unknown 16. 0. NE NE NE NE
Cycle 12 (LOCF) [Unknown 100. 100. 22.22 27.22 -6.34 50.78
End of Study
(LOCF) Unknown 100. 100. 22.22 27.22 -6.34 50.78

Patients who signed the informed consent form for protocol amendment 4.1 or later

! in study: number of subjects in study at respective visit;

based on baseline.

(i.e. protocol amendments 4.1,

and 5-13)

with value: number of subjects in study and with value at respective visit - used for the calculation of the mean and SD;

2

The last value per patient collected before or on week 44 is used for the calculation of "Cycle 12

Clinical cut-off: 06NOV2020

mean: descriptive statistics - absolute values.

(LOCF) ".

Program: root/clinical studies/R07499790/CDT30370/B042863/data_analysis/ACE BASE/prod/program/pro_mean.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data_analysis/ACE_NSCLC_MAA D180/prod/output/pro_mean B63 DCB_SAF_ P41 TN _QSC30DI_SG.xls

270CT2021 7:35
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before the first dosing date are considered in the analysis.

based on patients in study at respective visit.

The last recorded value per patient is used for "End of Study (LOCF)".



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population

ENDPOINT: Subgroup analysis, Worsening of at least 10 points, EORTC QLQ-C30: Diarrhoea
MODEL: Unstratified analysis

STUDY: B042863

Responder Analysis: at least 10-Point Worsening Compared to Baseline

400 mg QD (N=108)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All All visits n/a 104 96.3 33 31.7 23.6 41.2
Cycle 12 (LOCF) n/a 104 96.3 13 12.5 7.5 20.2
End of Study (LOCF) n/a 104 96.3 14 13.5 8.2 21.3
Sex All visits Female 56 51.9 19 33.9 22.9 47.0
Male 48 44.4 14 29.2 18.2 43.2
Cycle 12 (LOCF) Female 56 51.9 6 10.7 5.0 21.5
Male 48 44.4 7 14.6 7.2 27.2
End of Study (LOCF) Female 56 51.9 7 12.5 6.2 23.6
Male 48 44.4 7 14.6 7.2 27.2
Age All visits < 65 60 55.6 18 30.0 19.9 42.5
>= 65 44 40.7 15 34.1 21.9 48.9
Cycle 12 (LOCF) < 65 60 55.6 7 11.7 5.8 22.2
>= 65 44 40.7 6 13.6 6.4 26.7
End of Study (LOCF) < 65 60 55.6 8 13.3 6.9 24.2
>= 65 44 40.7 6 13.6 6.4 26.7
ECOG performance status All visits 0 29 26.9 15 51.7 34.4 68.6
1 75 69.4 18 24.0 15.8 34.8
Cycle 12 (LOCF) 0 29 26.9 5 17.2 7.6 34.5
1 75 69.4 8 10.7 5.5 19.7
End of Study (LOCF) 0 29 26.9 5 17.2 7.6 34.5
1 75 69.4 9 12.0 6.4 21.3
Geographic region All visits USA 19 17.6 7 36.8 19.1 59.0
Europe (EU) 40 37.0 14 35.0 22.1 50.5
Asia (AS) 45 41.7 12 26.7 16.0 41.0
Cycle 12 (LOCF) USA 19 17.6 3 15.8 5.5 37.6
Europe (EU) 40 37.0 5 12.5 5.5 26.1
Asia (AS) 45 41.7 5 11.1 4.8 23.5
End of Study (LOCF) USA 19 17.6 4 21.1 8.5 43.3
Europe (EU) 40 37.0 5 12.5 5.5 26.1
Asia (AS) 45 41.7 5 11.1 4.8 23.5
Race/ethnicity All visits Asian 48 44 .4 12 25.0 14.9 38.8
Non-Asian 52 48.1 18 34.6 23.2 48.2
Unknown 4 3.7 3 75.0 30.1 95.4
Cycle 12 (LOCF) Asian 48 44.4 5 10.4 4.5 22.2
Non-Asian 52 48.1 5 9.6 4.2 20.6
Unknown 4 3.7 3 75.0 30.1 95.4
End of Study (LOCF) Asian 48 44.4 5 10.4 4.5 22.2




Non-Asian 52 48.1 6 11.5 5.4 23.0
Unknown 4 3.7 3 75.0 30.1 95.4
Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13)

95% CI based on Wilson Scores.

before the first dosing date are considered in the analysis.

Improvement is defined as increase in the functional scale scores or the global health status and as decrease in the symptom scale scores.

Worsening is defined as decrease in the functional scale scores or the global health status and as increase in the symptom scale scores.

Clinical cut-off:

06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/pro_rsp2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_NSCLC_MAA D180/prod/output/pro_rsp2 B63 DCB SAF P41 TN QSC30DI W10 SG.xls

150CT2021 13:11



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety Population

ENDPOINT: Subgroup analysis, Worsening of at least 15 points, EORTC QLQ-C30: Diarrhoea
MODEL: Unstratified analysis

STUDY: B042863
Responder Analysis:

at least 15-Point Worsening Compared to Baseline

400 mg QD (N=108)
Patients Patients with Event

Name Parameter Level n % n % 95% CI (LL) 95% CI (UL)
All All visits n/a 104 96.3 33 31.7 23.6 41.2
Cycle 12 (LOCF) n/a 104 96.3 13 12.5 7.5 20.2
End of Study (LOCF) n/a 104 96.3 14 13.5 8.2 21.3
Sex All visits Female 56 51.9 19 33.9 22.9 47.0
Male 48 44.4 14 29.2 18.2 43.2
Cycle 12 (LOCF) Female 56 51.9 6 10.7 5.0 21.5
Male 48 44.4 7 14.6 7.2 27.2
End of Study (LOCF) Female 56 51.9 7 12.5 6.2 23.6
Male 48 44.4 7 14.6 7.2 27.2
Age All visits < 65 60 55.6 18 30.0 19.9 42.5
>= 65 44 40.7 15 34.1 21.9 48.9
Cycle 12 (LOCF) < 65 60 55.6 7 11.7 5.8 22.2
>= 65 44 40.7 6 13.6 6.4 26.7
End of Study (LOCF) < 65 60 55.6 8 13.3 6.9 24.2
>= 65 44 40.7 6 13.6 6.4 26.7
ECOG performance status All visits 0 29 26.9 15 51.7 34.4 68.6
1 75 69.4 18 24.0 15.8 34.8
Cycle 12 (LOCF) 0 29 26.9 5 17.2 7.6 34.5
1 75 69.4 8 10.7 5.5 19.7
End of Study (LOCF) 0 29 26.9 5 17.2 7.6 34.5
1 75 69.4 9 12.0 6.4 21.3
Geographic region All visits USA 19 17.6 7 36.8 19.1 59.0
Europe (EU) 40 37.0 14 35.0 22.1 50.5
Asia (AS) 45 41.7 12 26.7 16.0 41.0
Cycle 12 (LOCF) USA 19 17.6 3 15.8 5.5 37.6
Europe (EU) 40 37.0 5 12.5 5.5 26.1
Asia (AS) 45 41.7 5 11.1 4.8 23.5
End of Study (LOCF) USA 19 17.6 4 21.1 8.5 43.3
Europe (EU) 40 37.0 5 12.5 5.5 26.1
Asia (AS) 45 41.7 5 11.1 4.8 23.5
Race/ethnicity All visits Asian 48 44 .4 12 25.0 14.9 38.8
Non-Asian 52 48.1 18 34.6 23.2 48.2
Unknown 4 3.7 3 75.0 30.1 95.4
Cycle 12 (LOCF) Asian 48 44.4 5 10.4 4.5 22.2
Non-Asian 52 48.1 5 9.6 4.2 20.6
Unknown 4 3.7 3 75.0 30.1 95.4
End of Study (LOCF) Asian 48 44.4 5 10.4 4.5 22.2




Non-Asian 52 48.1 6 11.5 5.4 23.0
Unknown 4 3.7 3 75.0 30.1 95.4
Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13)

95% CI based on Wilson Scores.

before the first dosing date are considered in the analysis.

Improvement is defined as increase in the functional scale scores or the global health status and as decrease in the symptom scale scores.

Worsening is defined as decrease in the functional scale scores or the global health status and as increase in the symptom scale scores.

Clinical cut-off:

06NOV2020

Program: root/clinical studies/R07499790/CDT30370/B042863/data analysis/ACE BASE/prod/program/pro_rsp2.sas
Output: root/clinical studies/R0O7499790/CDT30370/B042863/data analysis/ACE_NSCLC_MAA D180/prod/output/pro_rsp2 B63 DCB SAF P41 TN QSC30DI W15 SG.xls

150CT2021 13:01



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Diarrhoea
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit

Treatment group ——&S—— 400 mg QD (N=108)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/RO7499790/CDT30370/B0O42863/data_analysis’/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30DlI.pdf
150CT2021 17:24



POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Diarrhoea
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit
Age —6S—— <65 (N=63) — ->X— - >=65 (N=45)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/R0O7499790/CDT30370/B0O42863/data_analysis’/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30DI_SGAGE®65.pdf
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Diarrhoea
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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ECOG performance status —©— 0(N=30) — - - 1(N=78)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
Output: root/clinical_studies/RO7499790/CDT30370/B0O42863/data_analysis/ACE_NSCLC_MAA_D180/prod/output/pro_g_mean_B63_DCB_SAF_P41_TN_QSC30DI_SGECOG.pdf
150CT2021 18:24
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Diarrhoea
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Geographic region —&S— Asia(AS) (N=45) — -*— - Europe (EU) (N=42) — &A—

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
Clinical cut-off: 06NOV2020

Program: root/clinical_studies/RO7499790/CDT30370/BO42863/data_analysis/ACE_BASE/prod/program/pro_g_mean.sas
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POPULATION: RET fusion NSCLC Patients Treated at 400 mg QD, Treatment-Naive Patients, PRO population, Safety

Population

ENDPOINT: EORTC QLQ-C30: Diarrhoea
STUDY: BO42863

Plot of Mean and 95% CI by Visit
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Visit

Race/ethnicity ——&S— Asian (N=48) — - -

Non-Asian (N=54)

—_— A—

Unknown (N=6)

Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
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Patients who signed the informed consent form for protocol amendment 4.1 or later (i.e. protocol amendments 4.1, and 5-13) before the first dosing date are considered in the analysis.
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