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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Anhang 4G - Teil 3
Daten der gepoolten Analysen

Charakterisierung der Studienpopulation, Patientenverteilung und beteiligte Zentren

Entrectinib (ROZLYTREK®) Seite 28636



POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Sex
n 9 7 78 94
Male 2 (22.2%) ( 42.9%) 29 ( 37.2%) 34 ( 36.2%)
Female 7 ( 77.8%) ( 57.1%) 49 ( 62.8%) 60 ( 63.8%)
Age (years)
n 9 7 78 94
Mean (SD) 53.0 (13.0) 55.4 (9.1) 53.3 (12.3) 53.5 (12.1)
Median 52 57 53 53
Q1, 03 46.0, 63.0 50.0, 60. 44.0, 62.0 45.0, 62.
Min, Max 27, 67 40, 69 28, 86 27, 86
Age category
n 9 7 78 94
< 65 7 ( 77.8%) ( 85.7%) 62 ( 79.5%) 75 ( 79.8%)

Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total

(N=9) (N=7) (N=78) (N=94)
>= 65 2 (22.2%) (14.3%) 16 ( 20.5%) 19 ( 20.2%)
Region
n 9 7 78 94
America (AM) 0 (42.9%) 22 ( 28.2%) 25 ( 26.6%)
Europe (EU) 9 (100.0%) 0 17 ( 21.8%) 26 ( 27.7%)
Asia (AS) 0 ( 57.1%) 39 ( 50.0%) 43 ( 45.7%)
Race
n 9 7 78 94
White 8 ( 88.9%) (42.9%) 35 ( 44.9%) 46 ( 48.9%)
Asian 1 (11.1%) ( 57.1%) 36 ( 46.2%) 41 ( 43.6%)
Black or African American 0 5 ( 6.4%) 5 ( 5.3%)

0
Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls
16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total

(N=9) (N=7) (N=78) (N=94)
Not Reported 0 0 2 ( 2.0%) 2 ( 2.1%)
Baseline Weight (kg)
n 9 7 78 94
Mean (SD) 61.22 (11.77) 69.41 (18.85) 68.58 (16.07) 67.94 (15.93)
Median 57 68 67,95 66,7
01, 03 53.50, 63.50 54.90, 90.60 59.00, 78.35 57.00, 77.60
Min, Max 49.0, 86.0 47.2, 97.5 38.5, 115.9 38.5, 115.9
Baseline BMI (kg/m2)
n 9 7 78 94
Mean (SD) 23.25 (5.44) 24.97 (4.07) 25.22 (5.07) 25.01 (5.02)
Median 21,48 25,17 24,03 24,03

Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls
16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA
(N=9)

ST-01
(N=7)

ST-02
(N=78)

Total
(N=94)

01, 03 19.05, 24.80 21.72, 29.43 22.23, 27.39 21.93, 27.36
Min, Max 17.4, 35.2 19.1, 30.2 15.5, 44.1 15.5, 44.1
Does Patient Have a History of Smoking?

n 9 7 78 94

Yes 3 ( 33.3%) 1 ( 14.3%) 34 ( 43.6%) 38 ( 40.4%)
No 6 ( 66.7%) 6 ( 85.7%) 44 ( 56.4%) 56 ( 59.6%)
Smoking History

n 3 1 34 38
Current Smoker 1 ( 33.3%) 0 3 ( 8.8%) 4 ( 10.5%)
Former Smoker 2 ( 66.7%) 1 (100.0%) 31 ( 91.2%) 34 ( 89.5%)

Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total

(N=9) (N=7) (N=78) (N=94)
Baseline ECOG Performance Status
n 9 7 78 94
0 3 ( 33.3%) ( 28.6%) 30 ( 38.5%) 35 ( 37.2%)
1 6 ( 66.7%) ( 57.1%) 38 ( 48.7%) 48 ( 51.1%)
2 0 (14.3%) 10 ( 12.8%) 11 ( 11.7%)
BICR Confirmed Measurable Disease at Baseline
n 9 7 78 94
Measurable 9 (100.0%) ( 85.7%) 74 ( 94.9%) 89 ( 94.7%)
Non-Measurable 0 ( 14.3%) 4 ( 5.1%) 5 ( 5.3%)
Have Received at least One Dose of Entrectinib

7 78 94

n | 9
Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total

(N=9) (N=7) (N=78) (N=94)
Yes 9 (100.0%) 7 (100.0%) 78 (100.0%) 94 (100.0%)
Patients with BICR Confirmed Measurable Disease at Baseline & Patients who Have Received at least One Dose of Entrectinib
n 9 7 78 94
Yes & Yes 9 (100.0%) 6 ( 85.7%) 74 ( 94.9%) 89 ( 94.7%)
No & Yes 0 1 ( 14.3%) 4 ( 5.1%) 5 ( 5.3%)
Tumor Entities/Types (HIGH LEVEL TERM; LOW LEVEL TERM)
n 9 7 78 94
THORACIC; NSCLC 9 (100.0%) 7 (100.0%) 78 (100.0%) 94 (100.0%)
CNS Metastases by BICR

7 | 78 94

n | 9
Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls
16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Yes 0 ( 42.9%) 31 ( 39.7%) 34 ( 36.2%)
No 9 (100.0%) ( 57.1%) 47 ( 60.3%) 60 ( 63.8%)
CNS Metastases by Investigator
n 9 7 78 94
Yes 2 (22.2%) (42.9%) 35 ( 44.9%) 40 ( 42.6%)
No 7 ( 77.8%) ( 57.1%) 43 ( 55.1%) 54 ( 57.4%)
Primary Brain Tumors
n 9 7 78 94
No 9 (100.0%) (100.0%) 78 (100.0%) 94 (100.0%)

Patients with CNS Metastases by Investigator & Patients with Primary Brain Tumors

Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
n 9 7 78 94
Yes & No 2 (22.2%) 3 ( 42.9%) 35 ( 44.9%) 40 ( 42.6%)
No & No 7 ( 77.8%) 4 (57.1%) 43 ( 55.1%) 54 ( 57.4%)
Prior Treatment in Patients with Metastases
n 9 4 56 69
Chemotherapy 7 ( 77.8%) 3 ( 75.0%) 30 ( 53.6%) 40 ( 58.0%)
Chemotherapy & Immunotherapy 0 0 8 ( 14.3%) 8 ( 11.6%)
Chemotherapy & Immunotherapy & Monoclonal antibody & Targeted
therapy 0 0 1 ( 1.8%) 1 ( 1.4%)
Chemotherapy & Immunotherapy & Monoclonal antibody & Targeted
therapy & Other 0 0 1 ( 1.8%) 1 ( 1.4%)
Chemotherapy & Immunotherapy & Targeted therapy 0 0 3 ( 5.4%) 3 ( 4.3%)
Chemotherapy & Monoclonal antibod 0 6 ( 10.7%) 6 ( 8.7%)

0
Enrcllment cut-off: 30N0%201T, Clinical cut-off: 01MAY20109

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls
16APR2020 12:15




POPULATION:

Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total

(N=9) (N=7) (N=78) (N=94)
Chemotherapy & Targeted therapy 2 ( 22.2%) 1 ( 25.0%) 4 ( 7.1%) 7 ( 10.1%)
Hormonal therapy 0 0 1 ( 1.8%) 1 ( 1.4%)
Monoclonal antibody 0 0 1 ( 1.8%) 1 ( 1.4%)
Targeted therapy 0 0 1 ( 1.8%) 1 ( 1.4%)
CNS Metastases Treatment
n 2 2 23 27
Chemotherapy 2 (100.0%) 2 (100.0%) 14 ( 60.9%) 18 ( 66.7%
Chemotherapy & Immunotherapy 0 0 4 (1 17.4%) 4 ( 14.8%)
Chemotherapy & Immunotherapy & Monoclonal antibody & Targeted
therapy 0 0 1 ( 4.3%) 1 ( 3.7%)
Chemotherapy & Immunotherapy & Targeted therapy 0 0 2 ( 8.7%) 2 ( 7.4%)
Chemotherapy & Monoclonal antibody 0 0 1 ( 4.3%) 1 ( 3.7%)
Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Monoclonal antibody 0 0 1 ( 4.3%) 1 ( 3.7%)
Measurable/Non-Measurable Lesions at Baseline (IRC)
n 9 7 78 94
Measurable 9 (100.0%) ( 85.7%) 74 ( 94.9%) 89 ( 94.7%)
Non-Measurable 0 ( 14.3%) 4 ( 5.1%) 5 ( 5.3%)
Prior Brain Radiation in Patients with CNS Metastases at Baseline
n 9 7 78 94
Yes 1 (11.1%) (42.9%) 21 ( 26.9%) 25 ( 26.6%)
No 1 (11.1%) 0 14 (17.9%) 15 ( 16.0%)
No CNS Metastases at Baseline 7 ( 77.8%) ( 57.1%) 43 ( 55.1%) 54 ( 57.4%)
Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total

(N=9) (N=7) (N=78) (N=94)
Extent of Disease at Baseline
n 9 7 78 94
Locally Advanced 0 0 1 ( 1.3%) 1 ( 1.1%)
Metastatic Disease 9 (100.0%) 7 (100.0%) 77 ( 98.7%) 93 ( 98.9%)
Sites of Metastases
n 9 7 77 93
Bone & Brain 0 0 2 ( 2.6%) 2 ( 2.2%)
Bone & Brain & Liver & Lung 0 0 1 ( 1.3%) 1 ( 1.1%)
Bone & Brain & Liver & Lung & Lymph Node 0 0 1 ( 1.3%) 1 ( 1.1%)
Bone & Brain & Liver & Lung & Lymph Node & Other 0 0 1 ( 1.3%) 1 ( 1.1%)
Bone & Brain & Liver & Lymph Node 0 0 3 ( .9%) 3 ( 3.2%)
Bone & Brain & Liver & Lymph Node & Other 0 0 1 ( 1.3%) 1 ( 1.1%)
Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total

(N=9) (N=7) (N=78) (N=94)
Bone & Brain Lung 0 0 1 ( 1.3%) 1 ( 1.1%)
Bone & Brain Lung & Lymph Node 0 2 ( 2.6%) 2 ( 2.2%)
Bone & Brain Lung & Lymph Node & Other 1 (11.1%) 1 ( 1.3%) 2 ( 2.2%)
Bone & Brain Lung & Other 0 1 ( 14.3%) 1 ( 1.3%) 2 ( 2.2%)
Bone & Brain Lymph Node & Other 0 0 1 ( 1.3%) 1 ( 1.1%)
Bone & Liver 0 0 1 ( 1.3%) 1 ( 1.1%)
Bone & Liver Lung 0 0 1 ( 1.3%) 1 ( 1.1%)
Bone & Liver Lung & Lymph Node 0 0 2 ( 2.6%) 2 ( 2.2%)
Bone & Liver Lung & Lymph Node & Other 0 0 2 ( 2.0%) 2 ( 2.2%)
Bone & Lung 0 0 2 ( 2.6%) 2 ( 2.2%)
Bone & Lung & Lymph Node 0 1 ( 14.3%) 1 ( 1.3%) 2 ( 2.2%)
Bone & Lung & Lymph Node & Other 0 0 ( 2.6%) 2 ( 2.2%)
Bone & Lymph Node 0 1 ( 14.3%) 4 ( 5.2%) 5 ( 5.4%)

Enrcllment cut-off:

30NOV2017, Clinical cut-off: 01MAYZ20190

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total

(N=9) (N=7) (N=78) (N=94)
Bone & Lymph Node & Other 0 0 2 ( 2.0%) 2 ( 2.2%
Bone & Lymph Node & Skin & Other 0 0 1« 3%) 1 ( 1.1%
Brain 0 0 1 ( 1.3%) 1 ( 1.1%
Brain & Liver & Lung & Lymph Node 0 0 1 ( 1.3%) 1 ( 1.1%
Brain & Liver & Lung & Lymph Node & Other 0 0 2 ( 2.0%) 2 ( 2.2%
Brain & Lung 0 0 2 ( 2.6%) 2 ( 2.2%
Brain & Lung & Lymph Node 0 2 ( 28.06%) 1 ( 1.3%) 3 ( 3.2%
Brain & Lung & Lymph Node & Other 1 (11.1%) 0 3 ( 3.9%) 4 ( 4.3%
Brain & Lymph Node 0 0 6 ( 7.8%) 6 ( 6.5%
Brain & Lymph Node & Other 0 0 3 ( 3.9%) 3 ( 3.2%
Brain & Other 0 0 1 ( 1.3%) 1 ( 1.1%
Liver & Lung & Lymph Node 0 0 1 ( 1.3%) 1 ( 1.1%
Liver & Lymph Node 0 0 1 ( 1.3%) 1 ( 1.1%

Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls
16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2
Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Lung 2 (22.2%) 2 ( 28.6%) 3 ( 3.9%) 7 ( 7.5%)
Lung & Lymph Node 2 (22.2%) 0 8 ( 10.4%) 10 ( 10.8%)
Lung & Lymph Node & Other 3 ( 33.3%) 0 0 3 ( 3.2%)
Lymph Node 0 0 7 ( 9.1%) 7 ( 7.5%)
Lymph Node & Other 0 0 3 ( 3.9%) 3 ( 3.2%)
Other 0 0 1 ( 1.3%) 1 ( 1.1%)
Prior Anti-cancer Therapies (systemic, radiation or surgery)
n 9 7 78 94
Yes 9 (100.0%) 6 ( 85.7%) 71 ( 91.0%) 86 ( 91.5%)
No 0 1 ( 14.3%) 7 ( 9.0%) 8 ( 8.5%)

Number of Prior Anti-cancer Therapies
Enrollment cut-off:

30NOV2017, Clinical cut-off: 01MAYZ20190

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls
16APR2020 12:15




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

0
Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls

16APR2020 12:15

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
n 9 7 78 94
0 0 (14.3%) 7 ( 9.0%) 8 ( 8.5%)
1 0 0 6 ( 7.7%) 6 ( 6.4%)
2 3 ( 33.3%) (14.3%) 10 ( 12.8%) 14 ( 14.9%)
3 0 (14.3%) 16 ( 20.5%) 17 ( 18.1%)
4 1 (11.1%) (14.3%) 6 ( 7.7%) 8 ( 8.5%)
5 2 (22.2%) 0 11 ( 14.1%) 13 ( 13.8%)
6 1 (11.1%) 0 6 ( 7.7%) 7T T7.4%)
7 1 (11.1%) 0 5 ( 6.4%) 6 ( 6.4%)
8 1 (11.1%) 0 2 ( 2.6%) 3 ( 3.2%)
9 0 ( 28.6%) 2 ( 2.6%) 4 ( 4.3%)
10 0 0 2 ( 2.6%) 2 ( 2.1%)
11 0 1 ( 1.3%) 1 ( 1.1%)




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Demographics and Baseline Characteristics per arm

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
13 0 0 3 ( 3.8%) 3 ( 3.2%)

14 0 1 ( 14.3%) 0 1 ( 1.1%)

19 0 0 1 ( 1.3%) 1 ( 1.1%)

Enrcllment cut—-off: 30NOV2017, Clinical cut-off: 01MAY2010

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/RO7102122/share/pool ACE/prod/output/oth_dm_pool REE.xls
16APR2020 12:15



POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Sex
n 113 210 152 475 29 504
Male 55 ( 48.7%) 80 ( 38.1%) 76 ( 50.0%) 211 ( 44.4%) 16 ( 55.2%) 227 ( 45.0%)
Female 58 ( 51.3%) 130 ( 61.9%) 76 ( 50.0%) 264 ( 55.6%) 13 ( 44.8%) 277 ( 55.0%)
Age (years)
n 113 210 152 475 29 504
Mean (SD) 55.3 (15.4) 54.9 (13.3) 53.0 (15.1) 54.4 (14.4) 8.2 (4.6) 51.7 (17.7)
Median 57 54 55 55 7 54
Q1, 03 46.0, 67.0 46.0, 65.0 44.0, 64.5 46.0, 66.0 5.0, 10.0 42.5, 65.0
Min, Max 21, 88 20, 88 18, 80 18, 88 0, 17 0, 88
Age category
n 113 210 152 475 29 504
< 65 76 ( 67.3%:) . 155 ( 73.8%) 114 ( 75.0%) 345 ( 72.6%) 29 (100.0%) 374 ( 74.2%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --

STUDY: ALKA, STARTRK-1,
Demographics and Baseline Characteristics per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

>= 65 37 ( 32.7%) 55 ( 26.2%) 38 ( 25.0%) 130 ( 27.4%) 0 130 ( 25.8%)
Region
n 113 210 152 475 29 504
America (AM) 69 ( 61.1%) 68 ( 32.4%) 80 ( 52.6%) 217 ( 45.7%) 28 ( 96.6%) 245 ( 48.6%)
Europe (EU) 26 ( 23.0%) 56 ( 26.7%) 54 ( 35.5%) 136 ( 28.6%) 1 ( 3.4%) 137 ( 27.2%)
Asia (AS) 18 ( 15.9%) 86 ( 41.0%) 18 ( 11.8%) 122 ( 25.7%) 0 122 ( 24.2%)
Race
n 113 210 152 475 29 504
White 75 ( 66.4%) 100 ( 47.6%) 109 ( 71.7%) 284 ( 59.8%) 26 ( 89.7%) 310 ( 61.5%)
Asian 22 ( 19.5%) 86 ( 41.0%) 25 ( 16.4%) 133 ( 28.0%) 0 133 ( 26.4%)
Black or African American 4 ( 3.5%) 10 ( 4.8%) 6 ( 3.9%) 20 (1 4.2%) 3 ( 10.3%) 23 ( 4.6%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Other 0 3 ( 1.4%) 5 ( 3.3%) 8 ( 1.7%) 0 8 ( 1.6%)
Not Reported 12 ( 10.6%) 10 ( 4.8%) 7 ( 4.6%) 29 ( 6.1%) 0 29 ( 5.8%)
Missing 0 1 ( 0.5%) 0 1 ( 0.2%) 0 1 ( 0.2%)
Baseline Weight (kg)
n 113 210 152 475 29 504
Mean (SD) 70.62 (18.35) 67.86 (16.13) 70.86 (17.43) 69.48 (17.12) 28.22 (14.76) 67.10 (19.52)
Median 69 65,05 69,9 67,6 22,4 66,24
01, 03 58.30, 80.60 55.20, 78.00 58.50, 80.95 57.30, 80.00 20.10, 34.40 55.20, 79.20
Min, Max 31.6, 130.2 38.5, 115.9 36.3, 127.0 31.6, 130.2 5.4, 79.2 5.4, 130.2
Baseline BMI (kg/m2)
210 151 473 29 502

n
Enrcllment cut-off:

112
2018, Clinical cu

t-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Mean (SD) 24.69 (5.30) 24.93 (4.92) 24.80 (5.14) 24.83 (5.07) 17.25 (3.81) 24.39 (5.31)
Median 24,32 24,07 23,71 24,09 16,17 23,87
01, Q3 21.37, 27.39 21.64, 27.22 20.96, 27.62 21.45, 27.39 14.96, 18.33 20.85, 27.22
Min, Max 12.3, 42.0 15.5, 45.7 14.5, 43.7 12.3, 45.7 13.7, 28.6 12.3, 45.7
Does Patient Have a History of Smoking?
n 113 210 152 475 29 504
Yes 45 ( 39.8%) 80 ( 38.1%) 61 ( 40.1%) 186 ( 39.2%) 0 186 ( 36.9%)
No 65 ( 57.5%) 130 ( 61.9%) 69 ( 45.4%) 264 ( 55.6%) 2 ( 6.9%) 266 ( 52.8%)
Missing 3.( 2.7%) 0 22 ( 14.5%) 25 ( 5.3%) 27 ( 93.1%) 52 ( 10.3%)
Smoking History
4 80 186 0 186

n
Enrcllment cut-off:

310cC1]

5 61
2018, Cliniial cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Current Smoker 12 ( 26.7%) 8 ( 10.0%) 9 ( 14.8%) 29 ( 15.6%) 0 29 ( 15.6%)
Former Smoker 33 ( 73.3%) 72 ( 90.0%) 52 ( 85.2%) 157 ( 84.4%) 0 157 ( 84.4%)
Baseline ECOG Performance Status
n 113 210 150 473 2 475
0 44 ( 38.9%) 88 ( 41.9%) 66 ( 44.0%) 198 ( 41.9%) 1 ( 50.0%) 199 ( 41.9%)
1 54 ( 47.8%) 102 ( 48.6%) 77 ( 51.3%) 233 ( 49.3%) 0 233 ( 49.1%)
2 13 ( 11.5%) 19 ( 9.0%) 7 4.7%) 39 ( 8.2%) 0 39 ( 8.2%)
3 2 ( 1.8%) 0 0 2 ( 0.4%) 1 ( 50.0%) 3 ( 0.6%)
4 0 1 ( 0.5%) 0 1 ( 0.2%) 0 1 ( 0.2%)
BICR Confirmed Measurable Disease at Baseline
210 152 475 29 504

n
Enrcllment cut-off: 310CT

113
2018, Cliniial cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Measurable 101 ( 89.4%) 176 ( 83.8%) 45 ( 29.6%) 322 ( 67.8%) 1 ( 3.4%) 323 ( 64.1%)
Non-Measurable 12 ( 10.6%) 34 ( 16.2%) 107 ( 70.4%) 153 ( 32.2%) 28 ( 96.6%) 181 ( 35.9%)
Have Received at least One Dose of Entrectinib
n 113 210 152 475 29 504
Yes 113 (100.0%) 210 (100.0%) 152 (100.0%) 475 (100.0%) 29 (100.0%) 504 (100.0%)
Patients with BICR Confirmed Measurable Disease at Baseline & Patients who Have Received at least One Dose of Entrectinib
n 113 210 152 475 29 504
Yes & Yes 101 ( 89.4%) 176 ( 83.8%) 45 ( 29.6%) 322 ( 67.8%) 1 ( 3.4%) 323 ( 64.1%)
No & Yes 12 ( 10.6%) 34 ( 16.2%) 107 ( 70.4%) 153 ( 32.2%) 28 ( 96.6%) 181 ( 35.9%)
Tumor Entities/Types (HIGH LEVEL TERM; LOW LEVEL TERM)
179 149 424 | 2 426

n 96 |
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

BREAST; BREAST (NON-SECRETORY) 3 ( 3.1%) 0 T 4.7%) 10 (1 2.4%) 0 10 (1 2.3%)
BREAST; BREAST (SECRETORY) 4 (1 4.2%) 0 0 4 ( 0.9%) 0 4 ( 0.9%)
CUP; CUP 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
GENITROURINARY; PROSTATE 0 0 2 ( 1.3%) 2 ( 0.5%) 0 2 ( 0.5%)
GENITROURINARY; RENAL CELL
CARCINOMA 0 0 3 ( 2.0%) 3 ( 0.7%) 0 3 ( 0.7%)
GI - CRC; CRC 8 ( 8.3%) 0 11 ( 7.4%) 19 ( 4.5%) 0 19 ( 4.5%)
GI - CRC; RECTAL 0 0 2 ( 1.3%) 2 ( 0.5%) 0 2 ( 0.5%)
GI - NON-CRC; APPENDICEAL 1 ( 1.0%) 0 1 ( 0.7%) 2 ( 0.5%) 0 2 ( 0.5%)
GI - NON-CRC; CHOLANGIOCARCINOMA 1 ( 1.0%) 0 3 ( 2.0%) 4 ( 0.9%) 0 4 ( 0.9%)
GI - NON-CRC; GASTRIC CANCER 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
GI - NON-CRC; GASTROESOPHAGEAL
JUNCTION CANCER 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.29%)

Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,
Demographics and Baseline Characteristics per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
GI - NON-CRC; PANCREATIC 4 ( 4.2%) 0 4 ( 2.7%) 8 ( 1.9%) 0 8 ( 1.9%)
GI; NON-CRC GI (NOS) 1 ( 1.0%) 0 1 ( 0.7%) 2 ( 0.5%) 0 2 ( 0.5%)
GYNECOLOGICAL; ENDOMETRIOID 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
GYNECOLOGICAL; OVARIAN 1 | 1.0%) 0 2 | 1.3%) 3 ( 0.7%) 0 3 ( 0.7%)
GYNECOLOGICAL; UTERINE 0 0 3 ( 2.0%) 3 ( 0.7%) 0 3 ( 0.7%)
HEAD AND NECK; ADENOID 0 0 4 ( 2.7%) 4 ( 0.9%) 0 4 ( 0.9%)
HEAD AND NECK; HEAD AND NECK
(NOS) 0 0 2 ( 1.3%) 2 ( 0.5%) 0 2 ( 0.5%)
HEAD AND NECK; MASC 17 ( 17.7%) 0 2 ( 1.3%) 19 ( 4.5%) 0 19 ( 4.5%)
HEAD AND NECK; PAPILLARY THYROID 4 ( 4.2%) 0 3 ( 2.0%) 70 1.7%) 0 7 ( 1.6%)
HEAD AND NECK; SALIVARY GLAND
CARCINOMA 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
HEAD AND NECK; THYROID - OTHER 3 ( 3.1%) 0 0 3 ( 0.7%) 0 3 ( 0.7%)

Enrcllment

cut—-off:

310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

1 0 2 (1.3
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

NEUROBLASTOMA; NEURBLASTOMA 1 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
NEUROBLASTOMA; NEUROBLASTOMA 0 0 7 ( 4.7%) 7 ( 1.7%) 0 7 ( 1.6%)
NEUROENDOCRINE; NEUROENDOCRINE 5 ( 5.2%) 0 5 ( 3.4%) 10 ( 2.4%) 0 10 ( 2.3%)
NHL; ALCL 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
PRIMARY BRAIN TUMORS; GLIOMA 7 ( 7.3%) 0 6 ( 4.0%) 13 ( 3.1%) 0 13 ( 3.1%)
PRIMARY BRAIN TUMORS;
GLIONEURONAL 1 ( 1.0%) 0 0 1 ( 0.2%) 1 ( 50.0%) 2 ( 0.5%)
SARCOMA; ANGIOSARCOMA 0 0 1 ( 0.7%) 1 ( 0.29%) 0 1 ( 0.29%)
SARCOMA; CERVICAL ADENOSARCOMA 1 | 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
SARCOMA; DEDIFFERENTIATED
CHONDROSARCOMA 1 ( 1.0%) 0 0 1 ( 0.29%) 0 1 ( 0.29%)
SARCOMA; DESMOPLASTIC SMALL ROUND
CELL 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
SARCOMA; ENDOMETRIAL STROMAL
SARCOMA 1.0%) %) 3 ( 0.7%) 0 3 ( 0.7%)




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL:
STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

SARCOMA; EWINGS SARCOMA 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
SARCOMA; FOLLICULAR DENDRITIC
CELL SARCOMA 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
SARCOMA; GIST 2 ( 2.1%) 0 0 2 ( 0.5%) 0 2 ( 0.5%)
SARCOMA; INFLAMMATORY
MYOFIBROBLASTIC TUMOR 0 0 3 ( 2.0%) 3 ( 0.7%) 0 3 ( 0.7%)
SARCOMA; LEIOMYOSARCOMA 0 0 4 ( 2.7%) 4 ( 0.9%) 0 4 ( 0.9%)
SARCOMA; MPNST 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
SARCOMA; OSTEOSARCOMA 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.29%)
SARCOMA; SARCOMA (NOS) 8 ( 8.3%) 0 2 ( 1.3%) 10 (1 2.4%) 0 10 ( 2.3%)
SARCOMA; SARCOMA OTHER 1 ( 1.0%) 0 1 ( 0.7%) 2 ( 0.5%) 0 2 ( 0.5%)
SARCOMA; SYNOVIAL SARCOMA 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
SARCOMA; UNDIFFERENITATED
PLEOMORPHIC SARCOMA 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.29%)

Enrcllment cut-off:

310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

SKIN CANCER; MELANOMA 0 0 3 ( 2.0%) 3 ( 0.7%) 0 3 ( 0.7%)
SKIN CANCER; NON-MELANOMA (NOS) 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
THORACIC; MESOTHELIOMA 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
THORACIC; NSCLC 15 ( 15.6%) 179 (100.0%) 56 ( 37.6%) 250 ( 59.0%) 1 ( 50.0%) 251 ( 58.9%)
CNS Metastases by BICR
n 113 210 152 475 29 504
Yes 20 ( 17.7%) 70 ( 33.3%) 11 (1 7.2%) 101 ( 21.3%) 0 101 ( 20.0%)
No 93 ( 82.3%) 140 ( 66.7%) 141 ( 92.8%) 374 ( 78.7%) 29 (100.0%) 403 ( 80.0%)
CNS Metastases by Investigator
n | 113 | 210 | 152 475 29 504
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Yes 25 ( 22.1%) 86 ( 41.0%) 44 ( 28.9%) 155 ( 32.6%) 3 (10.3%) 158 ( 31.3%)
No 88 ( 77.9%) 124 ( 59.0%) 108 ( 71.1%) 320 ( 67.4%) 26 ( 89.7%) 346 ( 68.7%)
Primary Brain Tumors
n 113 210 152 475 29 504
Yes 8 ( 7.1%) 0 6 ( 3.9%) 14 ( 2.9%) 1 ( 3.4%) 15 ( 3.0%)
No 105 ( 92.9%) 210 (100.0%) 146 ( 96.1%) 461 ( 97.1%) 28 ( 96.6%) 489 ( 97.0%)
Patients with CNS Metastases by Investigator & Patients with Primary Brain Tumors
n 113 210 152 475 29 504
Yes & Yes 1 ( 0.9%) 0 2 ( 1.3%) 3 ( 0.6%) 0 3 ( 0.6%)
Yes & No 24 ( 21.2%) 86 ( 41.0%) 42 ( 27.6%) 152 ( 32.0%) 3 (10.3%) 155 ( 30.8%)
No & Yes 6.2%) 0 2.6%) 11 ( 2.3%) 1 ( 3.4%) 12 (1 2.4%)

7 (
Enrcllment cut—-off: 310CT2018,

Clinical cut-

4 (
off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

No & No 81 ( 71.7%) 124 ( 59.0%) 104 ( 68.4%) 309 ( 65.1%) 25 ( 86.2%) 334 ( 66.3%)
Prior Treatment in Patients with Metastases
n 84 155 134 373 17 390
Chemotherapy 37 ( 44.0%) 75 ( 48.4%) 40 ( 29.9%) 152 ( 40.8%) 5 ( 29.4%) 157 ( 40.3%)
Chemotherapy & Hormonal therapy 5 ( 6.0%) 0 2 ( 1.5%) 7 ( 1.9%) 0 7 ( 1.8%)
Chemotherapy & Hormonal therapy &
Immunotherapy & Other 0 0 1 ( 0.7%) 1 ( 0.3%) 0 1 ( 0.3%)
Chemotherapy & Hormonal therapy &
Monoclonal antibody & Targeted
therapy 1 ( 1.2%) 0 0 1 ( 0.3%) 0 1 ( 0.3%)
Chemotherapy & Hormonal therapy &
Other 1 ( 1.2%) 0 0 1 ( 0.3%) 0 1 ( 0.3%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Chemotherapy & Hormonal therapy &
Targeted therapy 3 ( 3.6%) 0 1 ( 0.7%) 4 ( 1.1%) 0 4 ( 1.0%)
Chemotherapy & Immunotherapy 8 ( 9.5%) 16 ( 10.3%) 3 ( 2.2%) 27 (1 T7.2%) 1 ( 5.9%) 28 (1 7.2%)
Chemotherapy & Immunotherapy &
Monoclonal antibody 1 ( 1.2%) 3 ( 1.99%) 0 4 ( 1.1%) 0 4 ( 1.0%)
Chemotherapy & Immunotherapy &
Monoclonal antibody & Other 0 0 1 ( 0.7%) 1 ( 0.3%) 1 ( 5.9%) 2 ( 0.5%)
Chemotherapy & Immunotherapy &
Monoclonal antibody & Targeted
therapy 1 ( 1.2%) 2 ( 1.3%) 0 3 ( 0.8%) 0 3 ( 0.8%)
Chemotherapy & Immunotherapy &
Monoclonal antibody & Targeted
therapy & Other 0 1 ( 0.6%) 1 ( 0.7%) 2 ( 0.5%) 1 ( 5.9%) 3 ( 0.8%)
Chemotherapy & Immunotherapy &
Other 0 0 0 0 2 (11.8%) 2 ( 0.5%)
Chemotherapy & Immunotherapy &
Targeted therapy 2.4%) 6 ( %) 13 ( 3.5%) 0 13 ( 3.3%)

2
Enrocllment cut—-off: 310CT2018,

3.9%) 5 (3.7
Clinical cut-off: 310CTZ2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Chemotherapy & Immunotherapy &
Targeted therapy & Other 0 0 3 ( 2.2%) 3 ( 0.8%) 1 ( 5.99%) 4 ( 1.0%)
Chemotherapy & Monoclonal
antibody 4 ( 4.8%) 9 ( 5.8%) 6 ( 4.5%) 19 ( 5.1%) 2 ( 11.8%) 21 ( 5.4%)
Chemotherapy & Monoclonal
antibody & Other 0 0 0 0 1 ( 5.9%) 1 ( 0.3%)
Chemotherapy & Monoclonal
antibody & Targeted therapy 2 ( 2.4%) 4 ( 2.6%) 2 ( 1.5%) 8 ( 2.1%) 0 8 ( 2.1%)
Chemotherapy & Other 0 0 3 ( 2.2%) 3 ( 0.8%) 2 (11.8%) 5 ( 1.3%)
Chemotherapy & Targeted therapy 11 ( 13.1%) 20 ( 12.9%) 56 ( 41.8%) 87 ( 23.3%) 0 87 ( 22.3%)
Chemotherapy & Targeted therapy &
Other 2 ( 2.4%) 1 ( 0.6%) 0 3 ( 0.8%) 0 3 ( 0.8%)
Hormonal therapy 0 1 ( 0.6%) 0 1 ( 0.3%) 0 1 ( 0.3%)
Hormonal therapy & Immunotherapy
& Other 0 0 1 ( 0.7%) 1 ( 0.3%) 0 1 ( 0.3%)

Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Immunotherapy 0 1 ( 0.6%) 0 1 ( 0.3%) 0 1 ( 0.3%)
Immunotherapy & Targeted therapy 0 1 ( 0.6%) 1 ( 0.7%) 2 ( 0.5%) 0 2 ( 0.5%)
Immunotherapy & Targeted therapy
& Other 0 0 1 ( 0.7%) 1 ( 0.3%) 0 1 ( 0.3%)
Monoclonal antibody 0 1 ( 0.6%) 0 1 ( 0.3%) 1 ( 5.9%) 2 ( 0.5%)
Other 2 ( 2.4%) 0 0 2 ( 0.5%) 0 2 ( 0.5%)
Targeted therapy 4 ( 4.8%) 14 ( 9.0%) 7 ( 5.2%) 25 (1 6.7%) 0 25 (1 6.4%)
CNS Metastases Treatment
n 24 68 43 135 3 138
Chemotherapy 9 ( 37.5%) 28 ( 41.2%) 9 ( 20.9%) 46 ( 34.1%) 1 ( 33.3%) 47 ( 34.1%)
Chemotherapy & Hormonal therapy &
Monoclonal antibody & Targeted
thora 10N T7e) n 10 N0 72

Enrollment cut-off: 310CT201§,/bfanical cut off: 3locT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
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POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Chemotherapy & Hormonal therapy &
Targeted therapy 1 ( 4.2%) 0 1 ( 2.3%) 2 ( 1.5%) 0 2 ( 1.4%)
Chemotherapy & Immunotherapy 5 ( 20.8%) 5 ( 7.4%) 1 ( 2.3%) 11 ( 8.1%) 0 11 ( 8.0%)
Chemotherapy & Immunotherapy &
Monoclonal antibody 1 ( 4.2%) 0 0 1 ( 0.7%) 0 1 ( 0.7%)
Chemotherapy & Immunotherapy &
Monoclonal antibody & Other 0 0 0 0 1 ( 33.3%) 1 ( 0.7%)
Chemotherapy & Immunotherapy &
Monoclonal antibody & Targeted
therapy 1 ( 4.2%) 1 ( 1.5%) 0 2 ( 1.5%) 0 2 ( 1.4%)
Chemotherapy & Immunotherapy &
Monoclonal antibody & Targeted
therapy & Other 0 0 1 ( 2.3%) 1 ( 0.7%) 0 1 ( 0.7%)
Chemotherapy & Immunotherapy &
Other 0 0 0 0 1 ( 33.3%) 1 ( 0.7%)
Chemotherapy & Immunotherapy &
Targeted therapy 1 ( 4.2%) 4 ( 5.9%) 1 ( 2.3%) 6 ( 4.4%) 0 6 ( 4.3%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Chemotherapy & Monoclonal
antibody 0 2 ( 2.9%) 0 2 ( 1.5%) 0 2 ( 1.4%)
Chemotherapy & Monoclonal
antibody & Targeted therapy 0 4 ( 5.9%) 0 4 ( 3.0%) 0 4 ( 2.9%)
Chemotherapy & Targeted therapy 2 ( 8.3%) 8 (11.8%) 25 ( 58.1%) 35 ( 25.9%) 0 35 ( 25.4%)
Chemotherapy & Targeted therapy &
Other 1 ( 4.2%) 1 ( 1.5%) 0 2 ( 1.5%) 0 2 ( 1.4%)
Immunotherapy 0 1 ( 1.5%) 0 1 ( 0.7%) 0 1 ( 0.7%)
Immunotherapy & Targeted therapy 0 1 ( 1.5%) 0 1 ( 0.7%) 0 1 ( 0.7%)
Monoclonal antibody 0 1 ( 1.5%) 0 1 ( 0.7%) 0 1 ( 0.7%)
Targeted therapy 2 ( 8.3%) 12 ( 17.6%) 5 ( 11.6%) 19 ( 14.1%) 0 19 ( 13.8%)

Measurable/Non-Measurable Lesions at Baseline (IRC)

Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

n 113 210 152 475 29 504
Measurable 101 ( 89.4%) 176 ( 83.8%) 45 ( 29.6%) 322 ( 67.8%) 1 ( 3.4%) 323 ( 64.1%)
Non-Measurable 12 ( 10.6%) 34 ( 16.2%) 107 ( 70.4%) 153 ( 32.2%) 28 ( 96.6%) 181 ( 35.9%)
Prior Brain Radiation in Patients with CNS Metastases at Baseline
n 113 210 152 475 29 504
Yes 22 ( 19.5%) 57 ( 27.1%) 37 ( 24.3%) 116 ( 24.4%) 3 (10.3%) 119 ( 23.6%)
No 3 ( 2.7%) 29 ( 13.8%) 7 ( 4.6%) 39 (1 8.2%) 0 39 (1 7.7%)
No CNS Metastases at Baseline 88 ( 77.9%) 124 ( 59.0%) 108 ( 71.1%) 320 ( 67.4%) 26 ( 89.7%) 346 ( 68.7%)
Extent of Disease at Baseline
n 113 210 152 475 29 504
Locally Advanced 11 ( 9.7%) 7 ( 3.3%) 6 ( 3.9%) 24 ( 5.1%) 11 ( 37.9%) 35 (1 6.9%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Metastatic Disease 100 ( 88.5%) 203 ( 96.7%) 146 ( 96.1%) 449 ( 94.5%) 18 ( 62.1%) 467 ( 92.7%)
Unknown 1 ( 0.9%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
Missing 1 ( 0.9%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
Sites of Metastases
n 100 203 146 449 18 467
Bone 1 ( 1.0%) 1 ( 0.5%) 5 ( 3.4%) 7 ( 1.6%) 2 (11.1%) 9 ( 1.9%)
Bone & Brain 0 8 ( 3.9%) 1 ( 0.7%) 9 ( 2.0%) 2 (11.1%) 11 ( 2.4%)
Bone & Brain & GI & Lymph Node 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
Bone & Brain & Liver & Lung 3 ( 3.0%) 1 ( 0.5%) 2 ( 1.4%) 6 ( 1.3%) 0 6 ( 1.3%)
Bone & Brain & Liver & Lung &
Lymph Node 0 1 ( 0.5%) 4 ( 2.7%) 5 ( 1.1%) 0 5 ( 1.1%)
Bone & Brain & Liver & Lung &
Lymph Node & Other 1 ( 1.0%) 2 ( 1.0%) 2 ( 1.4% 5 ( 1.1%) 0 5 ( 1.1%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,
Demographics and Baseline Characteristics per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Bone & Brain & Liver & Lung &
Other 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
Bone & Brain & Liver & Lymph Node 1 ( 1.0%) 5 ( 2.5%) 1 ( 0.7%) 7 ( 1.6%) 0 7 ( 1.5%)
Bone & Brain & Liver & Lymph Node
& Other 1 ( 1.0%) 1 ( 0.5%) 2 ( 1.4%) 4 ( 0.9%) 0 4 ( 0.9%)
Bone & Brain & Lung 0 4 ( 2.0%) 0 4 ( 0.9%) 0 4 ( 0.9%)
Bone & Brain & Lung & Lymph Node 2 ( 2.0%) 4 ( 2.0%) 6 ( 4.1%) 12 (1 2.7%) 0 12 (1 2.6%)
Bone & Brain & Lung & Lymph Node
& Other 2 ( 2.0%) 2 ( 1.0%) 1 ( 0.7%) 5 ( 1.1%) 0 5 ( 1.1%)
Bone & Brain & Lung & Other 1 ( 1.0%) 2 ( 1.0%) 1 ( 0.7%) 4 ( 0.9%) 0 4 ( 0.9%)
Bone & Brain & Lymph Node 1 ( 1.0%) 5 ( 2.5%) 0 6 ( 1.3%) 0 6 ( 1.3%)
Bone & Brain & Lymph Node & Other 1 ( 1.0%) 3 ( 1.5%) 1 ( 0.7%) 5 ( 1.1%) 0 5 ( 1.1%)
Bone & Brain & Other 1 ( 0.2%) 0 1 ( 0.2%)

Enrcllment

0 1 0.5%) 0
cut—-off: 310CT2018, Clinical cdt—off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,
Demographics and Baseline Characteristics per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Bone & Brain & Skin & Other 0 0 1 ( 0.7%) 1 ( 0.2%) 0 ( 0.2%)
Bone & GI 0 0 1 ( 0.7%) 1 ( 0.2%) 0 ( 0.2%)
Bone & GI & Lung & Lymph Node &
Other 0 0 1 ( 0.7%) 1 ( 0.2%) 0 ( 0.2%)
Bone & Liver 0 1 ( 0.5%) 0 1 ( 0.2%) 0 ( 0.2%)
Bone & Liver & Lung 2 ( 2.0%) 3 ( 1.5%) 2 ( 1.4%) 7 ( 1.6%) 0 ( 1.5%)
Bone & Liver & Lung & Lymph Node 2 ( 2.0%) 3 ( 1.5%) 3 ( 2.1%) 8 ( 1.8%) 0 ( 1.7%)
Bone & Liver & Lung & Lymph Node
& Other 2 ( 2.0%) 3 ( 1.5%) 3 ( 2.1%) 8 ( 1.8%) 0 ( 1.7%)
Bone & Liver & Lung & Lymph Node
& Skin 1 ( 1.0%) 0 0 1 ( 0.2%) 0 ( 0.2%)
Bone & Liver & Lung & Other 1 ( 1.0%) 0 0 1 ( 0.2%) 0 ( 0.2%)
Bone & Liver & Lymph Node 2 ( 2.0%) 0 4 ( 2.7%) 6 ( 1.3%) 0 ( 1.3%)

Enrcllment cut-off:

310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --

STUDY: ALKA, STARTRK-1,
Demographics and Baseline Characteristics per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total

(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Bone & Liver & Lymph Node & Other 0 1 ( 0.5%) 1 ( 0.7%) 2 ( 0.4%) 0 2 ( 0.4%)
Bone & Liver & Other 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
Bone & Lung 1 ( 1.0%) 4 ( 2.0%) 2 ( 1.4%) 7 ( 1.6%) 0 7 ( 1.5%)
Bone & Lung & Lymph Node 0 6 ( 3.0%) 1 ( 0.7%) 7 ( 1.6%) 0 7 ( 1.5%)
Bone & Lung & Lymph Node & Other 1 ( 1.0%) 3 ( 1.5%) 2 ( 1.4%) 6 ( 1.3%) 0 6 ( 1.3%)
Bone & Lung & Other 1 ( 1.0%) 0 2 ( 1.4%) 3 ( 0.7%) 1 ( 5.6%) 4 ( 0.9%)
Bone & Lymph Node 2 ( 2.0%) 12 ( 5.9%) 3 ( 2.1%) 17 ( 3.8%) 0 17 ( 3.6%)
Bone & Lymph Node & Other 0 3 ( 1.5%) 1 ( 0.7%) 4 ( 0.9%) 0 4 ( 0.9%)
Bone & Lymph Node & Skin & Other 0 1 ( 0.5%) 0 1 ( 0.2%) 0 1 ( 0.2%)
Bone & Other 0 2 ( 1.0%) 1 ( 0.7%) 3 ( 0.7%) 1 ( 5.6%) 4 ( 0.9%)
Brain 1 ( 1.0%) 5 ( 2.5%) 5 ( 3.4%) 11 ( 2.4%) 1 ( 5.6%) 12 ( 2.6%)

Enrcllment cut-off:

310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,
Demographics and Baseline Characteristics per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Brain & Liver 0 1 ( 0.5%) 0 1 ( 0.2%) 0 1 ( 0.2%)
Brain & Liver & Lung 0 1 ( 0.5%) 0 1 ( 0.2%) 0 1 ( 0.2%)
Brain & Liver & Lung & Lymph Node 1 ( 1.0%) 1 ( 0.5%) 1 ( 0.7%) 3 ( 0.7%) 0 3 ( 0.6%)
Brain & Liver & Lung & Lymph Node
& Other 0 2 ( 1.0%) 1 ( 0.7%) 3 ( 0.7%) 0 3 ( 0.6%)
Brain & Liver & Lung & Lymph Node
& Skin & Other 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
Brain & Liver & Lymph Node 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
Brain & Liver & Other 1 ( 1.0%) 1 ( 0.5%) 0 2 ( 0.4%) 0 2 ( 0.4%)
Brain & Lung 0 4 ( 2.0%) 3 ( 2.1%) 7 ( 1.6%) 0 7 ( 1.5%)
Brain & Lung & Lymph Node 0 7 ( 3.4%) 0 7 ( 1.6%) 0 7 ( 1.5%)
Brain & Lung & Lymph Node & Other 2 ( 2.0%) 7 ( 3.4%) 1 ( 0.7%) 10 (1 2.2%) 0 10 ( 2.1%)
Brain & Lung & Other 2 ( 2.0%) 0 0 2 ( 0.4%) 0 2 ( 0.4%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL:
STUDY:

ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Brain & Lymph Node 1 ( 1.0%) 11 ( 5.4%) 2 ( 1.4%) 14 ( 3.1%) 0 14 ( 3.0%)
Brain & Lymph Node & Other 2 ( 2.0%) 5 ( 2.5%) 3 ( 2.1%) 10 (1 2.2%) 0 10 (1 2.1%)
Brain & Lymph Node & Skin 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
Brain & Lymph Node & Skin & Other 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
Brain & Other 0 2 ( 1.0%) 2 ( 1.4%) 4 ( 0.9%) 0 4 ( 0.9%)
GI & Liver & Lymph Node 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
GI & Liver & Other 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
Liver 6 ( 6.0%) 2 ( 1.0%) 3 ( 2.1%) 11 ( 2.4%) 0 11 ( 2.4%)
Liver & Lung 3 ( 3.0%) 0 3 ( 2.1%) 6 ( 1.3%) 0 6 ( 1.3%)
Liver & Lung & Lymph Node 4 ( 4.0%) 1 ( 0.5%) 4 ( 2.7%) 9 ( 2.0%) 0 9 ( 1.9%)
Liver & Lung & Lymph Node & Other 0 0 2 ( 1.4%) 2 ( 0.4%) 0 2 ( 0.4%)
Liver & Lung & Other 1 ( 1.0%) 0 3 ( 2.1% 4 ( 0.9%) 0 4 ( 0.9%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,
Demographics and Baseline Characteristics per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total

(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Liver & Lymph Node 1 ( 1.0%) 3 ( 1.5%) 2 ( 1.4%) 6 ( 1.3%) 0 6 ( 1.3%)
Liver & Lymph Node & Other 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
Liver & Other 4 ( 4.0%) 0 2 ( 1.4%) 6 ( 1.3%) 0 6 ( 1.3%)
Lung 17 ( 17.0%) 12 ( 5.9%) 4 ( 2.7%) 33 (1 7.3%) 3 (16.7%) 36 (1 7.7%)
Lung & Lymph Node 7 ( 7.0%) 14 ( 6.9%) 13 ( 8.9%) 34 (1 7.6%) 0 34 (1 7.3%)
Lung & Lymph Node & Other 3 ( 3.0%) 9 ( 4.4%) 7 ( 4.8%) 19 ( 4.2%) 0 19 ( 4.1%)
Lung & Lymph Node & Skin & Other 1 ( 1.0%) 0 0 1 ( 0.2%) 0 1 ( 0.2%)
Lung & Other 3 ( 3.0%) 3 ( 1.5%) 2 ( 1.4%) 8 ( 1.8%) 1 ( 5.6%) 9 ( 1.9%)
Lung & Skin 0 0 1 ( 0.7%) 1 ( 0.2%) 0 1 ( 0.2%)
Lymph Node 3 ( 3.0%) 14 ( 6.9%) 7 ( 4.8%) 24 (1 5.3%) 0 24 (1 5.1%)
Lymph Node & Other 2 ( 2.0%) 8 ( 3.9%) 6 ( 4.1%) 16 ( 3.6%) 1 ( 5.6%) 17 ( 3.6%)
Other 4 ( 4.0%) 8 ( 3.9%) 7 ( 4.8%) 19 ( 4.2%) 6 ( 33.3%) 25 (1 5.4%)

Enrcllment cut-off:

310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)

Prior Anti-cancer Therapies (systemic, radiation or surgery)

n 113 210 152 475 29 504
Yes 113 (100.0%) 187 ( 89.0%) 150 ( 98.7%) 450 ( 94.7%) 29 (100.0%) 479 ( 95.0%)
No 0 23 ( 11.0%) 2 ( 1.3%) 25 ( 5.3%) 0 25 ( 5.0%)

Number of Prior Anti-cancer Therapies

n 113 210 152 475 29 504

0 0 23 ( 11.0%) 2 ( 1.3%) 25 ( 5.3%) 0 25 ( 5.0%)
1 5 ( 4.4%) 18 ( 8.6%) 3 ( 2.0%) 26 ( 5.5%) 5 (17.2%) 31 (1 6.2%)
2 4 ( 3.5%) 25 ( 11.9%) 7 ( 4.6%) 36 ( 7.6%) 0 36 (1 7.1%)
3 13 ( 11.5%) 31 ( 14.8%) 12 ( 7.9%) 56 ( 11.8%) 0 56 (11.1%)
4 7 ( 6.2%) 21 ( 10.0%) 11 ( 7.29%) 39 ( 8.2%) 4 ( 13.8%) 43 ( 8.5%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls
16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
5 17 ( 15.0%) 26 ( 12.4%) 13 ( 8.6%) 56 ( 11.8%) 0 56 ( 11.1%)
6 10 ( 8.8%) 15 ( 7.1%) 18 ( 11.8%) 43 ( 9.1%) 1 ( 3.49%) 44 ( 8.7%)
7 7 ( 6.2%) 14 ( 6.7%) 14 ( 9.2%) 35 ( 7.4%) 0 35 ( 6.9%)
8 7 ( 6.2%) 13 ( 6.2%) 8 ( 5.3%) 28 ( 5.99%) 0 28 ( 5.69%)
107 0 0 0 0 1 ( 3.49%) 1 ( 0.2%)
9 7 ( 6.2%) 5 ( 2.4%) 10 ( 6.6%) 22 ( 4.69) 2 ( 6.9%) 24 ( 4.89)
10 5 ( 4.4%) 5 ( 2.4%) 14 ( 9.2%) 24 ( 5.1%) 0 24 ( 4.8%)
11 7 ( 6.2%) 2 ( 1.0%) 8 ( 5.3%) 17 ( 3.6%) 0 17 ( 3.4%)
12 7 ( 6.2%) 0 1 ( 0.7%) 8 ( 1.7%) 0 8 ( 1.6%)
13 1 ( 0.9%) 5 ( 2.4%) 6 ( 3.99%) 12 ( 2.5%) 0 12 ( 2.4%)
14 3 ( 2.7%) 3 ( 1.4%) 2 ( 1.3%) 8 ( 1.7%) 2 ( 6.9%) 10 ( 2.0%)
15 1 ( 0.9%) 0 3 ( 2.0%) 4 (0.8%) 1 ( 3.49%) 5 ( 1.0%)
16 1 ( 0.9%) 0 3 ( 2.0% 4 ( 0.8%) 3 (10.3%) 7 ( 1.4%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
17 1 ( 0.9%) 0 2 ( 1.3%) 3 ( 0.6%) 1 ( 3.49%) 4 ( 0.8%)
18 3.( 2.79%) 2 ( 1.0%) 0 5 ( 1.1%) 0 5 ( 1.0%)
19 3 ( 2.7%) 2 ( 1.0%) 3 ( 2.0%) 8 ( 1.7%) 0 8 ( 1.6%)
20 1 ( 0.9%) 0 2 ( 1.3%) 3 ( 0.6%) 0 3 ( 0.6%)
21 1 ( 0.9%) 0 1 ( 0.7%) 2 ( 0.4%) 1 ( 3.49%) 3 ( 0.6%)
22 0 0 2 ( 1.3%) 2 ( 0.4%) 0 2 ( 0.4%)
23 0 0 0 0 2 ( 6.9%) 2 ( 0.4%)
25 0 0 1 ( 0.7%) 1 ( 0.29) 0 1 ( 0.29)
26 0 0 2 ( 1.3%) 2 ( 0.4%) 1 ( 3.49%) 3 ( 0.6%)
27 1 ( 0.9%) 0 1 ( 0.7%) 2 ( 0.4%) 0 2 ( 0.4%)
32 0 0 0 0 1 ( 3.49%) 1 ( 0.2%)
34 0 0 1 ( 0.7%) 1 ( 0.29) 0 1 ( 0.29)
36 0 0 1 ( 0.7%) 1 ( 0.29%) 0 1 ( 0.2%)
Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Demographics and Baseline Characteristics per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total

(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
37 1 ( 0.9%) 0 0 1 ( 0.2%) 0 ( 0.2%)
38 0 0 1 ( 0.7%) 1 ( 0.2%) 1 ( 3.4%) ( 0.4%)
46 0 0 0 0 1 ( 3.4%) ( 0.2%)
47 0 0 0 0 1 ( 3.4%) ( 0.2%)
75 0 0 0 0 1 ( 3.4%) ( 0.2%)

Enrcllment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/oth dm.sas

Qutput: root/clinical_studies/R07102122/share/pool_ ACE/prod/output/oth_dm_pool_ SE.xls

16APR2020 12:30




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2
Disposition of Patients per arm

ALKA ST-01 ST-02 Total
Status (N=9) (N=7) (N=78) (N=94)
Patients enrolled 9 (100.0%) 7 (100.0%) 78 (100.0%) 94 (100.0%)
Patients who received at least 1 dose 9 (100.0%) 7 (100.0%) 78 (100.0%) 94 (100.0%)
Patients who completed study 4 ( 44.4%) 0 0 4 ( 4.3%)
Ongoing patients 1 (11.1%) 1 ( 14.3%) 27 ( 34.6%) 29 ( 30.9%)
Discontinued treatment 8 ( 88.9%) 6 ( 85.7%) 51 ( 65.4%) 65 ( 69.1%)
Reason for treatment discontinuation
Adverse Event 1 (12.5%) 1 ( 16.7%) 8 ( 15.7%) 10 ( 15.4%)
Informed Consent Withdrawn 0 0 3 ( 5.9%) 3 ( 4.06%)
Other 0 0 1 ( 2.0%) 1 ( 1.5%)
Progressive Disease 7 (_87:5%) 5 ( 83.3%) 39 ( 76.5%) 51 ( 78.5%)
Enrocllment cut—-off: 30NOV2017, Clinical cut-off: O01MAYZ2019

Program:
VULUL.

root/clinical studies/R07102122/share/pool ACE/prod/output/oth disp p

ool REE.Xls
16APR2020 12:19




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

STARTRK-2
Disposition of Patients per arm

ALKA ST-01 ST-02 Total
Status (N=9) (N=7) (N=78) (N=94)
Patients enrolled 9 (100.0%) (100.0%) 78 (100.0%) 94 (100.0%)
Discontinued study 4 ( 44.4%) ( 85.7%) 34 ( 43.6%) 44 ( 46.8%)
Reason for study discontinuation
Death 1 ( 25.0%) 0 23 ( 67.6%) 24 ( 54.5%)
Informed Consent Withdrawn 0 0 10 ( 29.4%) 10 ( 22.7%)
Other 3 ( 75.0%) ( 50.0%) 1 ( 2.9%) 7 ( 15.9%)
Progressive Disease 0 ( 16.7%) 0 1 ( 2.3%)
Withdrawal By Subject 0 ( 33.3%) 0 2 ( 4.5%)
Enrocllment cut-off: 30NOV2017, Clinical cut-off: O01MAYZ2019

Program:
VULUL.

root/clinical studies/R07102122/share/pool ACE/prod/output/oth disp p

ool REE.Xls
16APR2020 12:19




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

Disposition of Patients per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
Status (N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Patients enrolled 113 (100.0%) 210 (100.0%) 152 (100.0%) 475 (100.0%) 29 (100.0%) 504 (100.0%)
Patients who received at least 1 dose 113 (100.0%) 210 (100.0%) 152 (100.0%) 475 (100.0%) 29 (100.0%) 504 (100.0%)
Patients who completed study 0 5 ( 2.4%) 15 (1 9.9%) 20 ( 4.2%) 0 20 ( 4.0%)
Ongoing patients 48 ( 42.5%) 77 ( 36.7%) 13 ( 8.6%) 138 ( 29.1%) 11 ( 37.9%) 149 ( 29.6%)
Discontinued treatment 65 ( 57.5%) 133 ( 63.3%) 139 ( 91.4%) 337 ( 70.9%) 18 ( 62.1%) 355 ( 70.4%)
Reason for treatment discontinuation
Adverse Event 15 ( 23.1%) 18 ( 13.5%) 12 ( 8.6%) 45 ( 13.4%) 1 ( 5.6%) 46 ( 13.0%)
Death 0 1 ( 0.8%) 1 ( 0.7%) 2 ( 0.6%) 0 2 ( 0.6%)
Informed Consent Withdrawn 2 ( 3.1%) 7 ( 5.3%) 3 ( 2.2%) 12 ( 3.6%) 0 12 ( 3.4%)

Enrcllment cut-off:

310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth disp.sas

Qutput: root/clinical_studies/R0O7102122/share/pool ACE/prod/output/oth_disp pool SE.xls

16APR2020 12:34




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG
Disposition of Patients per arm

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
Status (N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Patients enrolled 113 (100.0%) 210 (100.0%) 152 (100.0%) 475 (100.0%) 29 (100.0%) 504 (100.0%)
Non-Compliance 0 0 1 ( 0.7%) 1 ( 0.3%) 0 1 ( 0.3%)
Other 1 ( 1.5%) 3 ( 2.3%) 7 ( 5.0%) 11 ( 3.3%) 1 ( 5.6%) 12 ( 3.4%)
Physician Decision 0 0 2 ( 1.4%) 2 ( 0.6%) 0 2 ( 0.6%)
Progressive Disease 46 ( 70.8%) 102 ( 76.7%) 106 ( 76.3%) 254 ( 75.4%) 15 ( 83.3%) 269 ( 75.8%)
Withdrawal By Subject 1 ( 1.5%) 2 ( 1.5%) 7 ( 5.0%) 10 ( 3.0%) 0 10 ( 2.8%)
Withdrawal Of Consent For Treatment 0 0 0 0 1 ( 5.6%) 1 ( 0.3%)
Discontinued study 45 ( 39.8%) 93 ( 44.3%) 112 ( 73.7%) 250 ( 52.6%) 14 ( 48.3%) 264 ( 52.4%)
Reason for study discontinuation
Death 34 ( 75.6%) 54 ( 58.1%) 37 ( 33.0%) 125 ( 50.0%) 11 ( 78.6%) 136 ( 51.5%)
Informed Consent Withdrawn 5 (11.1%) 18 ( 19.4%) 7 ( 6.3%) 30 ( 12.0%) 0 30 ( 11.4%)
Lost To Follow-Up 4.4%) 4 ( 4.3%) 11 ( 9.8%) 17 ( 6.8%) 0 17 ( 6.4%)

2 |
Enrcllment cut-off: 310CT2018, Cli

nical cut-off: 310CT2018

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth disp.sas

Qutput: root/clinical_studies/R0O7102122/share/pool ACE/prod/output/oth_disp pool SE.xls

16APR2020 12:34




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,

Disposition of Patients per arm

STARTRK-2, STARTRK-NG

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
Status (N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
Patients enrolled 113 (100.0%) 210 (100.0%) 152 (100.0%) 475 (100.0%) 29 (100.0%) 504 (100.0%)
Other 3 ( 6.7%) 10 ( 10.8%) 41 ( 36.6%) 54 ( 21.6%) 3 (21.4%) 57 ( 21.6%)
Progressive Disease 0 2 ( 2.2%) 1 ( 0.9%) 3 ( 1.2%) 0 3 ( 1.1%)
Withdrawal By Subject 1 ( 2.2%) 5 ( 5.4%) 15 ( 13.4%) 21 ( 8.4%) 0 21 ( 8.0%)

Enrcllment cut-off:

310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth disp.sas

Qutput: root/clinical_studies/R0O7102122/share/pool ACE/prod/output/oth_disp pool SE.xls

16APR2020 12:34




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Number of Patients who Died Including Primary Reason

ALKA ST-02 Total

(N=9) (N=78) (N=94)
All Deaths 1 (11.1%) 19 (24.4%) 20 (21.3%)
Progressive Disease 0 17 (89.5%) 17 (85.0%)
Other: Pneumonia 0 1 ( 5.3%) 1 ( 5.0%)
Other: Progressive disease 0 1 ( 5.3%) 1 ( 5.0%)
Other: Pulmonary embolism 1 (100.0%) 0 1 ( 5.0%)

Enrollment cut-off: 30NOV2017, Clinical cut-off: 01MAY2019

root/clinical studies/R07102122/share/pool ACE/prod/program/oth dth.sas

Output:

root/clinical studies/R07102122/share/pool ACE/prod/output/oth dth pool
REE.x1ls

16APR2020 12:21




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients
MODEL: --
STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Number of Patients who Died Including Primary Reason

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total
(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
All Deaths 35 (31.0%) 36 (17.1%) 41 (27.0%) 112 (23.6%) 11 ( 37.9%) 123 (24.4%)
Progressive Disease 27 (77.1%) 28 (77.8%) 24 (58.5%) 79 (70.5%) 11 (100.0%) 90 (73.2%)
Other: Acute respiratory failure 1 (2.9%) 0 0 1 (0.9%) 0 1 ( 0.8%)
Other: Cardiac arrest 1 ( 2.9%) 0 0 1 ( 0.9%) 0 1 ( 0.8%)
Other: Cardio-respiratory arrest 1 (2.9%) 0 0 1 ( 0.9%) 0 1 ( 0.8%)
Other: Cardiogenic shock 0 1 ( 2.8%) 0 1 ( 0.9%) 0 1 ( 0.8%)
Other: Completed suicide 0 0 1 (2.4%) 1 ( 0.9%) 0 1 ( 0.8%)
Other: Pneumonia 1 (2.9%) 1 ( 2.8%) 0 2 (1.8%) 0 2 (1.6%)
Other: Progressive disease 0 1 (2.8%) 0 1 ( 0.9%) 0 1 ( 0.8%)
Other: Pulmonary embolism 0 1 ( 2.8%) 0 1 ( 0.9%) 0 1 ( 0.8%)
Other: Respiratory failure 0 0 1 ( 2.4%) 1 ( 0.9%) 0 1 ( 0.8%)
Other: Sepsis 1 (2.9%) 0 0 1 ( 0.9%) 0 1 ( 0.8%)
Other: Unknown. no death certificate
available. cause of death is unknown. 1 ( 2.9%) 0 0 1 ( 0.9%) 0 1 ( 0.8%)

Enrcllment cut-off:

310CT2018, Clinical cut-off:

310CT2018

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth_dth.sas

Qutput: root/clinical_studies/R07102122/share/pool ACE/prod/output/oth_dth pool SE.xls

16APR2020 12:36




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2, STARTRK-NG

Number of Patients who Died Including Primary Reason

NTRK-Adult ROS1 NSCLC-Adult Other-Adult Total-Adult Pediatric Total

(N=113) (N=210) (N=152) (N=475) (N=29) (N=504)
All Deaths 35 (31.0%) 36 (17.1%) 41 (27.0%) 112 (23.6%) 11 ( 37.9%) 123 (24.4%)
Unknown 2 (5.7%) 4 (11.1%) 15 (36.6%) 21 (18.8%) 0 21 (17.1%)

Enrcllment cut-off:

310CT2018, Clinical cut-off: 310CT2018

Program: root/clinical studies/R0O7102122/share/pool ACE/prod/program/oth_dth.sas

Qutput: root/clinical_studies/R07102122/share/pool ACE/prod/output/oth_dth pool SE.xls

16APR2020 12:36




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: All patients

MODEL.: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Number of Centers/Countries/Geographical regions with <10, >=10 patients per arm

ALKA: Center ALKA: Country ALKA: Geographical region * ST-01: Center ST-01: Country ST-01: Geographical region * ST-02: Center ST-02: Country ST-02: Geographical region * Total: Center Total: Country Total: Geographical region *

n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized n of patients | % randomized
Category | n* | % ° |randomized °| patients’ | n* | % ° |randomized ®| patients’ | n* | %> |randomized ®| patients’ | n? | % ° |randomized ®| patients’ | n* | %° [randomized ®| patients’ | n* | % ° |randomized ®°| patients’ | n* | %° [randomized ®| patients’ | n* | % ° |randomized ®| patients’ | n* | %° [randomized ®| patients’ | n* | % ° |randomized °| patients’ | n* | %° [randomized ®| patients’ | n* | % > |randomized °| patients ’
Overall 2| 100 9 100 1] 100 9 100 1] 100 9 100 4 100 7 100 2 100 7 100 2| 100 7 100 36|/ 100 78 100 12| 100 78 100 3] 100 78 100 421 100 94 100 12| 100 94 100 3] 100 94 100
With <10
Patients per
arm* 2| 100 9 100 1| 100 9 100 1| 100 9 100 4 100 7 100 2| 100 7 100 2| 100 7 100 36| 100 78 100 10 83,3 43 55,1 0 0 0 0 42| 100 94 100 9 75 37 39,4 0 0 0 0
With >=10
Patients per
arm ? 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 2 16,7 35 44,9 3| 100 78 100 0 0 0 0 3 25 57 60,6 3| 100 94 100

-h

. ' <10 patients category' if at least one treatment arm has <10 patients. 215210 patients ' category if all treatment arms have >=10 patients.
. Geographical regions: Asia, Europe, America

: Number of centers

1 % of centers compared to overall number of centers

: Number of patients randomized in the corresponding category (e.9. Number of patients randomized in ¢centers with <10 pts per arm)

: % of randomized patients compared to overall number of randomized patients (e.9. % of randomized patients in centers with <10 patients per arm compared to overall number of randomized patients)
Enroliment cut-off: 30NOV2017, Clinical cut-off: 0TMAY2019

Program: SAS v9.4 $root/clinical_studies/RO7102122/share/pool_ACE/prod/oth_center.sas

~ M A W

Output: $root/clinical_studies/RO7102122/share/pool_ACE/prod/output/oth_center_pool REE.xis
16APR2020 12:15




POPULATION: Safety-Evaluable Population

ENDPOINT: All patients

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2, STARTRK-NG

Number of Centers/Countries/Geographical regions with <10, >=10 patients per arm

ROS1 NSCLC-Adult: Geographical
NTRK-Adult: Center NTRK-Adult: Country NTRK-Adult: Geographical region 3 ROS1 NSCLC-Adult: Center ROS1 NSCLC-Adult: Country region 3 Other-Adult: Center Other-Adult: Country Other-Adult: Geographical region 3 Total-Adult: Center Total-Adult: Country Total-Adult;: Geographical region 3 Pediatric: Center Pediatric: Country Pediatric: Geographical region 3 Total: Center Total: Country Total: Geographical region 3

n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized n of patients |% randomized
Category | n* | % ° |randomized °| patients’ | n* | % ° |randomized ®| patients’ | n* | % ° |randomized ®| patients’ | n* | % ° |randomized ®| patients’ | n* | % > |randomized ®| patients’ | n? | % ° |randomized ®| patients’ | n* | %° |randomized ®| patients’ | n* | % ° |randomized °| patients’ | n* | % ° |randomized ®| patients’ | n* | % ° |randomized ®| patients’ | n* | % ° |randomized ®| patients’ | n* | % ° |randomized °| patients’ | n? | % ° |randomized ®| patients’ | n* | %° |randomized ®| patients’ | n* | % ° |[randomized °| patients’ | n* | % ° |randomized ®| patients’ | n* | % ° |randomized ®| patients’ | n* | % ° |randomized ®| patients ’
Overall 701 100 113 100 13| 100 113 100 3| 100 113 100 74| 100 210 100 15| 100 210 100 3| 100 210 100 41( 100 152 100 9| 100 152 100 3| 100 152 100 0 0 0 0 0 0 0 0 0 0 0 0 13| 100 29 100 2| 100 29 100 2| 100 29 100| 118 100 504 100 15| 100 504 100 3| 100 504 100
With <10
Patients per
arm?! 70/ 100 113 100 12| 92,3 44 38,9 0 0 0 0 73| 98,6 198 94,3 9 60 46 21,9 0 0 0 0 38| 92,7 85 55,9 7| 77,8 23 15,1 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 13| 100 29 100 1 50 1 3.4 1 50 1 3,4 110| 93,2 357 70,8 4| 26,7 22 4.4 0 0 0 0
With >=10
Patients per
arm? 0 0 0 0 1l 7,7 69 61,1 3| 100 113 100 1l 14 12 57 6 40 164 78,1 3| 100 210 100 3] 7,3 67 44,1 2| 22,2 129 84,9 3| 100 152 100 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 1 50 28 96,6 1 50 28 96,6 8| 6,8 147 29,2 11| 73,3 482 95,6 3| 100 504 100

-

. ' <10 patients category' if at least one treatment arm has <10 patients. 21 5=10 patients * category if all treatment arms have >=10 patients.
: Geographical regions: Asia, Europe, America

: Number of centers

. % of centers compared to overall number of centers

: Number of patients randomized in the corresponding category (e.g. Number of patients randomized in centers with <10 pts per arm)

: % 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)
Enroliment cut-off: 310CT2018, Clinical cut-off: 310CT2018

Program: SAS v8.4 $root/clinical_studies/RO7102122/share/pooi_ACE/prod/oth_center.sas

~ & o kW

Output: $root/clinical_studies/RO7102122/share/pool_ACE/prod/output/oth_center_pool_SE.xiIs
16APR2020 12:30
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Medizinischer Nutzen, medizinischer Zusatznutzen, Patientengruppen mit therap. bedeutsamem Zusatznutzen

Endpunkte

Wirksamkeit

Entrectinib (ROZLYTREK®) Seite 28694



POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: Overall Survival

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2

Time to event analysis (efficacy)

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Patients Patients Patients
with with with
Patients Event Censored Time to event Patients Censored Time to event Patients Event Censored Time to event Patients Event Censored Time to event
95% Lower CL|95% Upper CL| Median [95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median [95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median [95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median |[95% Lower CL|95% Upper CL
Name Level n % n % n % Q1 (months) for Q1 for Q1 (months) for Median for Median n % n % Q1 (months) for Q1 for Q1 (months) for Median for Median n % n % n % Q1 (months) for Q1 for Q1 (months) for Median for Median n % n S n S Q1 (months) for Q1 for Q1 (months) for Median for Median
All n/a 91100,0 11 11,1 8l 88,9 NE 19,02 NE NE 19,02 NE 7(100,0 7(100,0 NE NE NE NE NE NE 78(100,0 241 30,8 541 69,2 16,07 7,66 30,75 30,75 28,32 NE 941100,0 25| 26,6 69| 73,4 19,02 14,82 NE NE 28,32 NE
Sex Male 2l 22,2 21100,0 NE NE NE NE NE NE 3 42,9 31100,0 NE NE NE NE NE NE 291 37,2 10| 34,5 19| 65,5 14,82 5,09 NE 25,56 16,07 NE 34| 36,2 10| 29,14 24 70,6 15,74 7,66 NE NE 25,56 NE
Female 77,8 1|1 14,3 6| 85,7 NE 19,02 NE NE 19,02 NE 57,1 41100,0 NE NE NE NE NE NE 491 62,8 14| 28,6 351 71,4 21,19 6,87 30,75 30,75 28,32 NE 60| 63,8 15| 25,0 451 75,0 21,19 10,55 NE NE 28,32 NE
Age 18-64 77,8 71100,0 NE NE NE NE NE NE 6| 85,7 6]1100,0 NE NE NE NE NE NE 62| 79,5 19| 30,6 43] 69,4 15,74 7,66 NE NE 25,56 NE 75| 79,8 19| 25,3 50| 74,7 16,13 10,55 NE NE 28,32 NE
65-74 22,2 1| 50,0 1l 50,0 19,02 NE NE 19,02 NE NE 1|l 14,3 11100,0 NE NE NE NE NE NE 141 17,9 35,7 9] 64,3 21,19 2,92 NE 30,75 21,19 NE 171 18,1 35,3 11| 64,7 19,02 2,92 30,75 30,75 19,02 NE
>=75 2l 2,6 2]100,0 NE NE NE NE NE NE 2l 2,1 2|l100,0 NE NE NE NE NE NE
Race White 88,9 11 12,5 71 87,5 NE 19,02 NE NE 19,02 NE 31 42,9 31100,0 NE NE NE NE NE NE 35| 44,9 11| 31,4 24 68,6 16,13 5,09 NE NE 25,56 NE 46| 48,9 12| 26,1 341 73,9 21,19 7,66 NE NE NE NE
Other 11,1 11100,0 NE NE NE NE NE NE 57,1 4(100,0 NE NE NE NE NE NE 431 55,1 13| 30,2 301 69,38 15,74 4,24 30,75 30,75 28,32 NE 481 51,1 131 27,1 35 72,9 16,07 7,69 NE 30,75 28,32 NE
Region America (AM) 3| 42,9 3(100,0 NE NE NE NE NE NE 22| 28,2 41 18,2 18 81,8 30,75 16,13 NE 30,75 30,75 NE 25| 26,06 16,0 21| 84,0 30,75 16,13 NE NE 30,75 NE
Europe (EU) 91100,0 11 11,1 8| 88,9 NE 19,02 NE NE 19,02 NE 171 21,8 41,2 10| 58,8 14,82 1,81 NE 25,56 14,82 NE 20| 27,7 30,8 18 69,2 19,02 6,87 NE NE 21,19 NE
Asia (AS) 41 57,1 41100,0 NE NE NE NE NE NE 391 50,0 13] 33,3 26| 66,7 15,11 4,01 NE 28,32 16,07 NE 431 45,7 13| 30,2 30 69,8 15,11 4,01 NE NE 28,32 NE
ECOG
Performance
Status 3] 33,3 3(100,0 NE NE NE NE NE NE 28,6 21100,0 NE NE NE NE NE NE 30| 38,5 5| 16,7 25 83,3 25,56 21,19 NE NE NE NE 35| 37,2 5 14,3 30 85,7 NE 21,19 NE NE NE NE
6l 66,7 1 16,7 51 83,3 19,02 19,02 NE NE 19,02 NE 4 57,1 4(100,0 NE NE NE NE NE NE 38| 48,7 12| 31,6 26| 68,4 14,82 7,66 NE NE 28,32 NE 48| 51,1 131 27,1 351 72,9 16,07 7,69 NE NE 28,32 NE
2 14,3 11100,0 NE NE NE NE NE NE 10| 12,8 71 70,0 3 30,0 2,92 0,10 6,87 4,01 2,92 30,75 11| 11,7 71 63,6 41 36,4 2,92 0,10 6,87 6,87 2,92 30,75
Number of
Prior
Anticancer
Therapies None 2| 28,6 21100,0 NE NE NE NE NE NE 21| 26,9 41 19,0 171 81,0 NE 14,82 NE NE NE NE 23| 24,5 41 17,4 19] 82,6 NE 14,82 NE NE NE NE
1 3 3,8 31100,0 NE NE NE NE NE NE 31 3,2 31100,0 NE NE NE NE NE NE
2 or More 91100,0 11 11,1 8l 88,9 NE 19,02 NE NE 19,02 NE 51 71,4 51100,0 NE NE NE NE NE NE 54 69,2 20 37,0 34 63,0 10,55 4,01 28,32 28,32 25,56 30,75 68| 72,3 21| 30,9 471 69,1 16,07 6,87 30,75 30,75 25,56 NE
Prior
Treatment Naive 2| 28,6 2[100,0 NE NE NE NE NE NE 21| 26,9 4] 19,0 17| 81,0 NE 14,82 NE NE NE NE 23| 24,5 al 17,4 19| 82,6 NE 14,82 NE NE NE NE
Previously
Treated 91100,0 (11,1 8l 88,9 NE 19,02 NE NE 19,02 NE 5 71,4 5(100,0 NE NE NE NE NE NE 57 73,1 20] 35,1 37| 64,9 15,11 4,24 28,32 30,75 25,56 NE 71| 75,5 21] 29,6 50| 70,4 16,07 6,87 30,75 NE 28,32 NE
Molecular
Testing
Results Local 35| 44,9 11| 31,14 24] 68,6 15,74 3,25 30,75 30,75 NE NE 35| 37,2 11| 31,4 241 68,6 15,74 3,25 30,75 30,75 NE NE
Central 91100,0 11 11,1 8|l 88,9 NE 19,02 NE NE 19,02 NE 71100, 0 71100, 0 NE NE NE NE NE NE 43| 55,1 13| 30,2 301 69,38 16,07 6,87 NE 28,32 25,56 NE 59 62,8 14| 23,7 451 76,3 25,56 7,69 NE NE 28,32 NE
BICR-
confirmed
measurable
disease at
baseline and
have received
at least one
dose of
entrectinib Yes 91100,0 11 11,1 8l 88,9 NE 19,02 NE NE 19,02 NE 6| 85,7 6/100,0 NE NE NE NE NE NE 741 94,9 22| 29,7 521 70,3 16,07 7,66 NE NE 25,56 NE 89 94,7 23] 25,8 66| 74,2 19,02 14,82 NE NE 28,32 NE
No 1l 14,3 11100,0 NE NE NE NE NE NE 4 5,1 21 50,0 50,0 15,43 0,10 30,75 30,75 0,10 30,75 5 5,3 2| 40,0 60,0 30,75 0,10 30,75 30,75 0,10 30,75
Investigator
Measurable
CNS Disease Yes 1l 11,1 11100,0 NE NE NE NE NE NE 8| 10,3 31 37,5 62,5 1,81 1,41 NE NE 1,81 NE 9 9,6 3| 33,3 66,7 1,81 1,41 NE NE 1,81 NE
No 8] 88,9 11 12,5 71 87,5 NE 19,02 NE NE 19,02 NE 7(100,0 7(100,0 NE NE NE NE NE NE 70| 89,7 21] 30,0 491 70,0 16,13 10,55 30,75 30,75 28,32 NE 85| 90,4 22| 25,9 63l 74,1 21,19 15,11 NE NE 30,75 NE
Enrollment cut-off: 30NOV2017, Clinical cut-off: 0IMAY2019

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/eff tte.sas

Qutput: root/clinical_studies/R07102122/share/pool ACE/prod/output/eff tte pool REE 0S SG.xls
16APR2020 11:59




POPULATION: Efficacy-Evaluable ROS1 Population
ENDPOINT: Overall Survival

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

KM plot, subgroup: All
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— ——— Total
00 + Censored
0 3 6 9 12 15 18 21 24 27 30 33 36
Time (months)
Patients at risk
ALKA 9 7 7 7 7 6 5 4 4 4 4 4 4 2 1
ST-01 7 6 5 5 5 4 4 4 3 2 2 2 2 2 1
ST-02 78 70 63 57 55 54 41 27 18 8 4 NE NE NE NE
Total 94 83 75 69 67 64 50 35 25 14 10 6 6 4 2
Patients censored

ALKA 0 2 2 2 2 3 4 4 4 4 4 4 4 6 7
ST-01 0 1 2 2 2 3 3 3 4 5 5 5 5 5 6
ST-02 0 2 4 7 8 8 17 31 39 48 51 NE NE NE NE
Total 0 5 8 i 12 14 24 38 47 57 60 63 63 65 67

Enroliment cut-off: 30NOV2017, Clinical cut-off: 0TMAY2019

Program: root/clinical_studies/R0O7102122/share/pool_ACE_STREAMZ2/prod/program/g_eff_tte.sas
Output: root/clinical_studies/RO7102122/share/pool_ACE_STREAM2/prod/output/g_eff tte pool REE_OS_SG1.pdf
16APR2020 12:04



POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: Objective Response Rate by IRF per RECIST vl.1

MODEL: --

STUDY: ALKA, STARTRK-1,
Dichotomous analysis (efficacy)

STARTRK-2

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Patients Patients with Event Patients Patients with Event Patients Patients with Event Patients Patients with Event
95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL)
Name Level n % % (Wilson) (Wilson) n 3 n % (Wilson) (Wilson) n % n % (Wilson) (Wilson) n % n S (Wilson) (Wilson)
All n/a 91100,0 71 77,8 45,3 93,7 71100, 0 6| 85,7 48,7 97,4 781100,0 56 71,8 61,0 80,6 941100,0 69 3,4 63,7 81,3
Sex Male 2 22,2 2(100,0 34,2 100,0 31 42,9 2 66,7 20,8 93,9 291 37,2 21 72,4 54,3 85,3 34| 36,2 251 73,5 56,9 85,4
Female 71 77,8 51 71,4 35,9 91,8 57,1 41100,0 51,0 100,0 491 62,8 351 71,4 57,6 82,2 60| 63,8 441 73,3 61,0 82,9
Age 18-64 71 77,8 51 71,4 35,9 91,8 85,7 83,3 43,6 97,0 62| 79,5 46 74,2 62,1 83,4 751 79,8 56| 74,7 63,8 83,1
65-74 2 22,2 2(100,0 34,2 100,0 14,3 11100,0 20,7 100,0 14 17,9 8l 57,1 32,6 78,6 171 18,1 11| 64,7 41,3 82,7
>=75 2 2,6 2(100,0 34,2 100,0 2 2,1 21100,0 34,2 100,0
Race White 8] 88,9 6| 75,0 40,9 92,9 42,9 66,7 20,8 93,9 35| 44,9 24| 68,6 52,0 81,4 46| 48,9 321 69,6 55,2 80,9
Other 1] 11,1 11100,0 20,7 100,0 41 57,1 41100,0 51,0 100,0 431 55,1 321 74,4 59,8 85,1 48] 51,1 371 77,1 63,5 86,7
Region America (AM) 42,9 66,7 20,8 93,9 221 28,2 le| 72,7 51,8 86,8 25| 26,6 18] 72,0 52,4 85,7
Europe (EU) 91100,0 71 77,8 45,3 93,7 171 21,8 121 70,6 46,9 86,7 20| 27,7 191 73,1 53,9 86,3
Asia (AS) 41 57,1 41100,0 51,0 100,0 39 50,0 28| 71,8 56,2 83,5 43| 45,7 321 74,4 59,8 85,1
ECOG
Performance
Status 31 33,3 31100,0 43,9 100,0 2 28,6 50,0 9,5 90,5 30|l 38,5 271 90,0 74,4 96,5 35| 37,2 31| 88,6 74,0 95,5
6| 66,7 4] 66,7 30,0 90,3 57,1 41100,0 51,0 100,0 38| 48,7 25| 65,38 49,9 78,8 48] 51,1 33| 68,8 54,7 80,1
14,3 11100,0 20,7 100,0 101 12,8 41 40,0 16,8 68,7 11 11,7 5| 45,5 21,3 72,0
Number of
Prior
Anticancer
Therapies None 2 28,6 2(100,0 34,2 100,0 211 26,9 18] 85,7 65,4 95,0 23| 24,5 201 87,0 67,9 95,5
1 3 3,8 31100,0 43,9 100,0 3 3,2 31100,0 43,9 100,0
2 or More 91100,0 71 77,8 45,3 93,7 51 71,4 41 80,0 37,6 96,4 541 69,2 35| 04,8 51,5 76,2 68| 72,3 46| 67,6 55,8 77,6
Prior
Treatment Naive 2 28,6 2(100,0 34,2 100,0 211 26,9 18] 85,7 65,4 95,0 23| 24,5 201 87,0 67,9 95,5
Previously
Treated 91100,0 71 77,8 45,3 93,7 5| 71,4 41 80,0 37,6 96,4 571 73,1 38| 66,7 53,7 77,5 71| 75,5 491 69,0 57,5 78,6
Molecular
Testing
Results Local 35| 44,9 251 71,4 54,9 83,7 35| 37,2 251 71,4 54,9 83,7

95% CI based on Wilson Scores.

Enrollment cut-off:

30NOV2017, Clinical cut-off: 01MAY2019

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/eff resp.sas

Qutput: root/clinical_studies/R07102122/share/pool ACE/prod/output/eff resp pool REE _ORRBIRC SG.xls

16APR2020 11:22




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: Objective Response Rate by IRF per RECIST vl.1

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2

Dichotomous analysis (efficacy)

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Patients Patients with Event Patients Patients with Event Patients Patients with Event Patients Patients with Event
95% CI (LL)[95% CI (UL) 95% CI (LL)[95% CI (UL) 95% CI (LL)|[95% CI (UL) 95% CI (LL)|[95% CI (UL)

Name Level n % % (Wilson) (Wilson) n 3 % (Wilson) (Wilson) n % % (Wilson) (Wilson) n % S (Wilson) (Wilson)

Central 91100,0 77,8 45,3 93,7 71100, 0 6| 85,7 48,7 97,4 43| 55,1 311 72,1 57,3 83,3 59| 62,8 441 74,6 62,2 83,9
BICR-
confirmed
measurable
disease at
baseline and
have received
at least one
dose of
entrectinib Yes 91100,0 77,8 45,3 93,7 ol 85,7 6/100,0 61,0 100,0 741 94,9 551 74,3 63,3 82,9 89| 94,7 68| 76,4 66,6 84,0

No 1l 14,3 0 0,0 0,0 79,3 4 5,1 1l 25,0 4,6 69,9 5 5,3 1l 20,0 3,6 62,4
Investigator
Measurable
CNS Disease Yes 1] 11,1 0,0 0,0 79,3 8] 10,3 41 50,0 21,5 78,5 9 9,6 41 44,4 18,9 73,3

No 8] 88,9 87,5 52,9 97,8 71100,0 6| 85,7 48,7 97,4 701 89,7 521 74,3 63,0 83,1 85| 90,4 65| 76,5 66,4 84,2

95% CI based on Wilson Scores.
Enrollment cut-off:

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/eff resp.sas

30NOV2017, Clinical cut-off: 01MAY2019

Qutput: root/clinical_studies/R07102122/share/pool ACE/prod/output/eff resp pool REE _ORRBIRC SG.xls
16APR2020 11:22




POPULATION: CNS at Baseline (BICR), Efficacy-Evaluable ROS1 Population

ENDPOINT: Intracranial Objective Response Rate by IRF per CNS RECIST
MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

Dichotomous analysis (efficacy)

ST-01 ST-02 Total
(N=3) (N=31) (N=34)
Patients Patients with Event Patients Patients with Event Patients Patients with Event
95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL)
Name Level n % n % (Wilson) (Wilson) n % n S (Wilson) (Wilson) n $ n % (Wilson) (Wilson)
All n/a 31100,0 2l 66,7 20,8 93,9 311100,0 15| 48,4 32,0 65,2 341100,0 171 50,0 34,1 65,9
Sex Male 12| 38,7 51 41,7 19,3 68,0 121 35,3 5] 41,7 19,3 68,0
Female 31100,0 2l 66,7 20,8 93,9 19| 01,3 10| 52,6 31,7 72,7 22| 64,7 12| 54,5 34,7 73,1
Age 18-64 2 66,7 21100, 0 34,2 100,0 25| 80,6 12] 48,0 30,0 66,5 271 79,4 141 51,9 34,0 69,3
65-74 1] 33,3 0 0,0 0,0 79,3 ol 19,4 31 50,0 18,8 81,2 71 20,6 31 42,9 15,8 75,0
Race White 11 33,3 11100,0 20,7 100,0 12| 38,7 6| 50,0 25,4 74,6 13] 38,2 7] 53,8 29,1 76,8
Other 2 66,7 11 50,0 9,5 90,5 19| 01,3 9| 47,4 27,3 68,3 21| 61,8 101 47,6 28,3 67,6
Region America (AM) 11 33,3 11100,0 20,7 100,0 10l 32,3 6| 60,0 31,3 83,2 111 32,4 71 63,6 35,4 84,8
Europe (EU) 41 12,9 21 50,0 15,0 85,0 41 11,8 2| 50,0 15,0 85,0
Asia (AS) 2l 66,7 1] 50,0 9,5 90,5 17| 54,8 71 41,2 21,6 04,0 191 55,9 8l 42,1 23,1 63,7
ECOG
Performance
Status 0 1] 33,3 1]1100,0 20,7 100,0 8] 25,8 41 50,0 21,5 78,5 9] 26,5 5] 55,6 26,7 81,1
66,7 11 50,0 9,5 90,5 18] 58,1 9] 50,0 29,0 71,0 20| 58,8 10l 50,0 29,9 70,1
2 51 16,1 21 40,0 11,8 76,9 51 14,7 2| 40,0 11,8 76,9

95% CI based on Wilson Scores.
Enrollment cut-off: 30NOV2017, Clinical cut-off: 01MAY2019

Program: root/clinical_studies/R07102122/share/pool ACE/prod/program/eff resp.sas

Qutput: root/clinical_studies/RO7102122/share/pocl ACE/prod/output/eff resp_ pool REE_CNS_ORRCNS_SG.xls
16APR2020 11:36




POPULATION: CNS at Baseline (BICR), Efficacy-Evaluable ROS1 Population

ENDPOINT:
MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2

Dichotomous analysis (efficacy)

Intracranial Objective Response Rate by IRF per CNS RECIST

ST-01
(N=3)

ST-02
(N=31)

Total
(N=34)

Patients Patients with Event Patients Patients with Event Patients Patients with Event
95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL)
Name Level n % % (Wilson) (Wilson) n % S (Wilson) (Wilson) n $ n % (Wilson) (Wilson)
Number of
Prior
Anticancer
Therapies None 11 33,3 11100,0 20,7 100,0 11|l 35,5 63,6 35,4 84,8 121 35,3 66, 39,1 86,2
1 1 3,2 0, 0,0 79,3 1 , 0, 0, 79,3
2 or More 2l 66,7 1] 50,0 9,5 90,5 19| 01,3 42,1 23,1 63,7 21| o1,8 42, 24,5 63,5
Prior
Treatment Naive 1] 33,3 1]1100,0 20,7 100,0 11| 35,5 63,6 35,4 84,8 121 35,3 8] 66,7 39,1 86,2
Previously
Treated 2l 66,7 1] 50,0 9,5 90,5 20| 04,5 40,0 21,9 61,3 22| 04,7 9] 40,9 23,3 61,3
Molecular
Testing
Results Local 12| 38,7 58,3 32,0 80,7 121 35,3 58,3 32,0 80,7
Central 31100,0 2 66,7 20,8 93,9 19| 61,3 42,1 23,1 63,7 22| 64,7 10l 45,5 26,9 65,3

95% CI based on Wilson Scores.

Enrollment cut-off:

Program: root/clinical_studies/R07102122/share/pool ACE/prod/program/eff resp.sas

30NOV2017, Clinical cut-off: 01MAY2019

Qutput: root/clinical_studies/RO7102122/share/pocl ACE/prod/output/eff resp_ pool REE_CNS_ORRCNS_SG.xls
16APR2020 11:36




POPULATION: CNS at Baseline (BICR), Efficacy-Evaluable ROS1 Population

ENDPOINT:
MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2

Dichotomous analysis (efficacy)

Intracranial Objective Response Rate by IRF per CNS RECIST

ST-01 ST-02 Total
(N=3) (N=31) (N=34)
Patients Patients with Event Patients Patients with Event Patients Patients with Event
95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL) 95% CI (LL)|95% CI (UL)
Name Level n % % (Wilson) (Wilson) n % n S (Wilson) (Wilson) n $ % (Wilson) (Wilson)
BICR-
confirmed
measurable
disease at
baseline and
have received
at least one
dose of
entrectinib Yes 31100,0 66,7 20,8 93,9 311100,0 15| 48,4 32,0 65,2 341100,0 171 50,0 34,1 65,9
Investigator
Measurable
CNS Disease Yes 8] 25,8 41 50,0 21,5 78,5 8] 23,5 41 50,0 21,5 78,5
No 31100,0 66,7 20,8 93,9 23| 74,2 111 47,8 29,2 67,0 26| 76,5 131 50,0 32,1 67,9

95% CI based on Wilson Scores.

Enrollment cut-off:

Program: root/clinical_studies/R07102122/share/pool ACE/prod/program/eff resp.sas

30NOV2017, Clinical cut-off: 01MAY2019

Qutput: root/clinical_studies/RO7102122/share/pocl ACE/prod/output/eff resp_ pool REE_CNS_ORRCNS_SG.xls
16APR2020 11:36




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: Duration of Response by IRF per RECIST vl.1

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2
Time to event analysis (efficacy)

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Patients
with Patients Patients Patients
Patients Event Censored Time to event Patients |[with Event| Censored Time to event Patients |[with Event| Censored Time to event Patients |[with Event| Censored Time to event
95% Lower CL|95% Upper CL| Median [95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median [95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median |95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median |95% Lower CL|95% Upper CL
Name Level n % n % n % Q1 (months) for Q1 for Q1 (months) for Median for Median n % n % n % Q01 (months) for Q1 for Q1 (months) for Median for Median n % n % n % Q1 (months) for Q1 for Q1 (months) for Median for Median n % n % n % Q1 (months) for Q1 for Q1 (months) for Median for Median
All n/a 71100,0 51 71,4 2 28,6 15,34 5,52 28,58 28,58 15,34 34,76 6]1100,0 2 33,3 41 66,7 15,70 6,54 NE NE 6,54 NE 56(100,0 29| 51,8 27| 48,2 9,13 5,55 12,65 14,88 11,37 NE 691100,0 36| 52,2 33| 47,8 9,20 5,59 13,93 16,53 14,59 28,58
Sex Male 28,6 50,0 50,0 28,58 NE NE 28,58 NE NE 33,3 21100,0 NE NE NE NE NE NE 211 37,5 14] 66,7 33,3 9,07 3,71 13,93 14,59 9,13 14,88 25| 36,2 15| 60,0 10| 40,0 9,13 5,62 14,59 14,78 9,20 NE
Female 71,4 4 80,0 20,0 15,34 5,52 34,76 24,61 5,52 NE 66,7 21 50,0 50,0 6,54 6,54 15,70 15,70 6,54 15,70 35| 62,5 15| 42,9 201 57,1 9,46 5,52 20,21 20,50 11,37 NE 441 63,8 21 47,7 23l 52,3 9,46 5,52 15,70 20,50 12,65 34,76
Age 18-64 71,4 41 80,0 20,0 24,61 5,52 34,76 28,58 5,52 NE 5 83,3 2 40,0 60,0 15,70 6,54 NE NE 6,54 NE 46 82,1 24| 52,2 22| 47,8 6,77 5,45 12,65 16,53 11,07 NE 56 81,2 30 53,6 26| 46,4 6,77 5,52 13,93 20,21 12,65 34,76
65-74 28,6 50,0 50,0 15,34 NE NE 15,34 NE NE 16,7 11100,0 NE NE NE NE NE NE 8l 14,3 31 37,5 62,5 9,20 9,07 NE NE 9,20 NE 11| 15,9 41 36,4 71 63,6 14,59 9,07 NE 15,34 14,59 NE
>=75 2 3,6 21100,0 9,59 9,59 14,78 12,19 9,59 14,78 2 2,9 2(100,0 9,59 9,59 14,78 12,19 9,59 14,78
Race White 85,7 5( 83,3 1l 16,7 15,34 5,52 28,58 26,60 15,34 34,76 33,3 21100,0 NE NE NE NE NE NE 241 42,9 12] 50,0 12] 50,0 10,14 5,59 16,53 20,50 11,37 NE 32| 46,4 17| 53,1 15| 46,9 11,22 5,62 20,50 24,01 14,88 34,76
Other 14,3 11100,0 NE NE NE NE NE NE 66,7 2|1 50,0 50,0 6,54 6,54 NE 15,70 6,54 NE 321 57,1 17] 53,1 15| 46,9 6,77 3,61 12,65 14,59 9,20 NE 37| 53,6 19| 51,4 18| 48,06 6,77 3,71 12,65 14,59 9,46 NE
Region America (AM) 2 33,3 2(100,0 NE NE NE NE NE NE 16| 28,6 37,5 10|l 62,5 9,13 5,59 NE NE 9,46 NE 18] 26,1 6] 33,3 12| 66,7 9,46 5,59 NE NE 9,46 NE
Europe (EU) 71100,0 51 71,4 2 28,6 15,34 5,52 28,58 28,58 15,34 34,76 12 21,4 58,3 51 41,7 12,50 9,20 20,50 17,69 13,093 NE 19 27,5 12| 63,2 71 36,8 13,093 9,20 20,50 20,50 14,78 34,76
Asia (AS) 41 66,7 2 50,0 2 50,0 6,54 6,54 NE 15,70 6,54 NE 28| 50,0 le| 57,1 12 42,9 5,55 3,61 11,37 12,65 9,07 NE 32| 46,4 18| 56,3 14| 43,8 6,54 3,61 11,37 14,85 9,07 NE
ECOG
Performance
Status 0 31 42,9 66,7 1l 33,3 24,61 24,61 NE 34,76 24,61 NE 16,7 11100,0 NE NE NE NE NE NE 27| 48,2 11| 40,7 16| 59,3 9,20 5,62 NE NE 14,59 NE 31| 44,9 13| 41,9 18] 58,1 9,46 5,62 34,76 24,61 14,85 NE
1 41 57,1 75,0 1l 25,0 10,43 5,52 28,58 15,34 5,52 28,58 66,7 1l 25,0 75,0 6,54 6,54 NE NE 6,54 NE 25| 44,6 14| 56,0 11| 44,0 9,20 5,55 13,93 14,78 9,59 NE 33 47,8 18| 54,5 15| 45,5 9,20 5,55 13,93 15,34 11,07 28,58
2 16,7 11100,0 15,70 NE NE 15,70 NE NE 4 7,1 41100,0 2,78 2,40 3,55 3,35 2,40 20,21 5 7,2 51100,0 3,15 2,40 15,70 3,55 2,40 20,21
Number of
Prior
Anticancer
Therapies None 2|1 33,3 21100,0 NE NE NE NE NE NE 18] 32,1 10] 55,6 44,4 9,20 5,52 14,59 15,56 9,59 NE 201 29, 10| 50,0 10| 50,0 9,40 5,62 16,53 16,53 9,59 NE
1 3 5,4 1l 33,3 66,7 3,55 3,55 NE NE 3,55 NE 3 4, 1l 33,3 2|l 66,7 3,55 3,55 NE NE 3,55 NE
2 or More 71100,0 51 71,4 2 28,6 15,34 5,52 28,58 28,58 15,34 34,76 41 66,7 2 50,0 2 50,0 6,54 6,54 NE 15,70 6,54 NE 35 62,5 18| 51,14 17| 48,6 9,13 5,45 14,78 14,88 11,37 NE 46| o6, 25| 54,3 21| 45,7 9,13 5,55 14,85 20,21 14,78 28,58
Prior
Treatment Naive 2 33,3 2(100,0 NE NE NE NE NE NE 18 32,1 10 55,6 8|l 44,4 9,20 5,52 14,59 15,56 9,59 NE 20| 29,0 10|l 50,0 10|l 50,0 9,40 5,62 16,53 16,53 9,59 NE
Previously
Treated 71100,0 51 71,4 2 28,6 15,34 5,52 28,58 28,58 15,34 34,76 41 66,7 2 50,0 2 50,0 6,54 6,54 NE 15,70 6,54 NE 38 67,9 19| 50,0 19| 50,0 9,07 3,71 14,78 14,88 9,46 NE 49 71,0 26| 53,1 23| 46,9 9,13 5,52 14,85 20,21 14,78 28,58
Molecular
Testing
Results Local 25| 44,6 13| 52,0 12| 48,0 7,38 5,45 14,85 16,53 9,20 NE 25| 36,2 131 52,0 12| 48,0 7,38 5,45 14,85 16,53 9,20 NE
Central 71100,0 51 71,4 2 28,6 15,34 5,52 28,58 28,58 15,34 34,76 6]1100,0 2 33,3 41 66,7 15,70 6,54 NE NE 6,54 NE 31| 55,4 16| 51,6 15| 48,4 9,20 3,71 13,93 14,88 11,07 NE 44 63,8 23] 52,3 21| 47,7 9,59 6,54 14,88 20,50 13,93 34,76
BICR-
confirmed
measurable
disease at
baseline and
have received
at least one
dose of
entrectinib Yes 71100,0 51 71,4 2 28,6 15,34 5,52 28,58 28,58 15,34 34,76 6]1100,0 2 33,3 41 66,7 15,70 6,54 NE NE 6,54 NE 55 98,2 29| 52,7 26| 47,3 9,13 5,55 12,65 14,88 11,37 NE 68| 98,6 36| 52,9 32 47,1 9,20 5,59 13,93 16,53 14,59 28,58
No 1 1,8 11100,0 NE NE NE NE NE NE 1 1,4 1{100,0 NE NE NE NE NE NE
Investigator
Measurable
CNS Disease Yes 4 7,1 2 50,0 2 50,0 11,65 6,77 NE 16,53 6,77 NE 4 5,8 2 50,0 21 50,0 11,65 6,77 NE 16,53 6,77 NE
No 71100,0 51 71,4 2 28,6 15,34 5,52 28,58 28,58 15,34 34,76 6]1100,0 2 33,3 41 66,7 15,70 6,54 NE NE 6,54 NE 521 92,9 27| 51,9 25| 48,1 9,13 5,52 11,37 14,85 11,07 NE 65| 94,2 34| 52,3 31| 47,7 9,20 5,55 13,93 20,21 13,93 28,58
Enrollment cut-off: 30NOV2017, Clinical cut-off: 01IMAYZ2019

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/eff tte.sas

OQutput: root/clinical_studies/R07102122/share/pool ACE/prod/output/eff tte pool REE DORBIRC SG.Xls
16APR2020 11:27




POPULATION: Efficacy-Evaluable ROS1 Population
ENDPOINT: Duration of Response by IRF per RECIST v1.1
MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

KM plot, subgroup: All

ALKA
ST-01

- — — — ST-02
— — —— Total
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L 54 ﬂiﬁ'— —— —f—
e Y t— — A=
E - —_t—t————
w 0.2 1
0.0
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42
Time (months)
Patients at risk
ALKA 7 7 6 6 5 5 4 4 4 3 2 2 1 NE NE
ST-01 6 6 5 4 3 3 2 2 2 2 2 2 2 1 1
ST-02 56 53 42 41 32 22 15 7 3 1 NE NE NE NE NE
Total 69 66 53 51 40 30 21 13 9 6 4 4 3 1 1
Patients censored
ALKA 0 0 0 0 1 1 1 1 1 1 1 1 1 NE NE
ST-01 0 0 1 1 2 2 2 2 2 2 2 2 2 3 3
ST-02 0 2 3 3 4 8 14 20 24 26 NE NE NE NE NE
Total 0 2 4 4 7 11 17 23 27 29 30 30 30 32 32

Enroliment cut-off: 30NOV2017, Clinical cut-off: 0TMAY2019

Program: root/clinical_studies/R0O7102122/share/pool_ACE_STREAMZ2/prod/program/g_eff_tte.sas
Output: root/clinical_studies/RO7102122/share/pool_ACE_STREAM2/prod/output/g eff tte pool REE_DORBIRC_SG1.pdf
16APR2020 11:28
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POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: Progression-free Survival by BICR per RECIST vl.1

MODEL: --

STUDY: ALKA, STARTRK-1,

STARTRK-2

Time to event analysis (efficacy)

ALKA ST-01 ST-02 Total
(N=9) (N=7) (N=78) (N=94)
Patients Patients Patients Patients
Patients |with Event| Censored Time to event Patients |with Event| Censored Time to event Patients |with Event| Censored Time to event Patients |with Event| Censored Time to event
95% Lower CL|95% Upper CL| Median [95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median [95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median [95% Lower CL|95% Upper CL 95% Lower CL|95% Upper CL| Median |[95% Lower CL|95% Upper CL
Name Level n % n % n % Q1 (months) for Q1 for Q1 (months) for Median for Median n % n % n % Q1 (months) for Q1 for Q1 (months) for Median for Median n % n S n % Q1 (months) for Q1 for Q1 (months) for Median for Median n % n S n % Q1 (months) for Q1 for Q1 (months) for Median for Median
All n/a 91100,0 6| 66,7 31 33,3 19,02 0,85 29,57 26,32 6,47 36,57 7(100,0 2|l 28,6 5 71,4 16,82 7,23 NE NE 7,23 NE 78(100,0 46 59,0 321 41,0 4,63 2,96 8,31 15,70 9,99 21,13 941100,0 541 57,4 40| 42,6 6,34 4,01 9,92 16,82 11,99 21,39
Sex Male 2 22,2 50,0 50,0 29,57 NE NE 29,57 NE NE 42,9 31100,0 NE NE NE NE NE NE 291 37,2 21 72,4 8] 27,6 3,71 1,45 9,92 9,95 4,63 15,70 34| 36,2 22 64,7 12| 35,3 4,48 2,69 9,92 13,40 6,44 19,19
Female 77,8 51 71,4 28,6 6,47 0,85 26,32 26,32 6,47 36,57 57,1 2 50,0 2 50,0 7,23 7,23 16,82 16,82 7,23 16,82 491 62,8 25 51,0 241 49,0 6,34 4,01 13,63 21,09 11,93 30,75 60| 63,8 32 53,3 28| 46,7 6,47 4,24 13,63 21,09 12,22 30,75
Age 18-64 77,8 71,4 28,6 6,47 0,85 29,57 29,57 6,47 36,57 85,7 2|l 33,3 41 66,7 16,82 7,23 NE NE 7,23 NE 62l 79,5 36| 58,1 26| 41,9 4,50 3,78 8,31 15,70 8,31 21,39 75| 79,8 43 57,3 321 42,7 4,63 4,01 8,31 15,74 9,99 26,32
65-74 22,2 50,0 50,0 19,02 NE NE 19,02 NE NE 14,3 11100,0 NE NE NE NE NE NE 141 17,9 8] 57,1 42,9 2,96 0,43 30,75 15,47 2,96 30,75 171 18,1 52,9 47,1 9,92 0,43 19,02 19,02 9,92 30,75
>=75 2 2,6 21100,0 11,93 11,93 19,19 15,56 11,93 19,19 2 2,1 21100,0 11,93 11,93 19,19 15,56 11,93 19,19
Race White 88,9 6] 75,0 2 25,0 6,47 0,85 29,57 26,32 6,47 36,57 42,9 31100,0 NE NE NE NE NE NE 35 44,9 21| 60,0 14| 40,0 4,47 2,69 11,99 17,45 8,31 NE 46| 48,9 27| 58,7 19| 41,3 6,44 2,79 12,22 19,19 10,15 29,57
Other 11,1 11100,0 NE NE NE NE NE NE 57,1 2 50,0 2 50,0 7,23 7,23 NE 16,82 7,23 NE 43| 55,1 25 58,1 18] 41,9 4,63 4,01 9,92 14,82 8,08 30,75 48] 51,1 27| 56,3 21| 43,8 4,63 4,01 9,92 15,47 9,92 30,75
Region America (AM) 3| 42,9 3(100,0 NE NE NE NE NE NE 22| 28,2 11| 50,0 11| 50,0 8,31 4,63 21,09 30,75 9,99 30,75 25| 26,6 11| 44,0 14| 56,0 9,15 4,63 30,75 30,75 15,47 NE
Europe (EU) 91100,0 6| 66,7 31 33,3 19,02 0,85 29,57 26,32 6,47 36,57 171 21,8 11| 04,7 6| 35,3 4,47 1,45 15,70 15,70 4,47 NE 20| 27,7 17| 65,4 9] 34,6 6,47 1,81 15,70 19,02 10,15 29,57
Asia (AS) 41 57,1 2 50,0 2 50,0 7,23 7,23 NE 16,82 7,23 NE 391 50,0 24 61,5 15| 38,5 4,24 2,92 8,08 11,93 4,63 21,13 431 45,7 26| 60,5 17| 39,5 4,47 2,96 8,08 11,93 7,23 21,13
ECOG
Performance
Status 3 33,3 2| 66,7 11 33,3 26,32 26,32 NE 36,57 26,32 NE 28,6 2(100,0 NE NE NE NE NE NE 30 38,5 12| 40,0 18| 60,0 10,15 6,41 NE NE 15,70 NE 351 37,2 14| 40,0 21| 60,0 15,47 6,44 36,57 26,32 15,74 NE
6l 66,7 66,7 2| 33,3 6,47 0,85 29,57 19,02 6,47 29,57 4 57,1 1l 25,0 31 75,0 7,23 7,23 NE NE 7,23 NE 38| 48,7 241 63,2 14| 36,8 4,50 2,69 9,92 12,22 8,08 21,09 48| 51,1 29| 60,4 19| 39,6 4,63 2,69 9,92 13,63 8,08 21,009
2 14,3 11100,0 16,82 NE NE 16,82 NE NE 10 12,8 10{100,0 1,41 0,10 3,78 3,35 1,41 4,47 11| 11,7 11{100,0 1,41 0,10 3,78 3,78 1,41 16,82
Number of
Prior
Anticancer
Therapies None 2l 28,6 2(100,0 NE NE NE NE NE NE 211 26,9 12 57,1 91 42,9 7,69 4,63 14,82 15,47 9,92 NE 23] 24,5 12| 52,2 11| 47,8 7,69 4,63 14,82 15,47 9,92 NE
1 3 3,8 1l 33,3 2| 66,7 4,47 4,47 NE NE 4,47 NE 3 3,2 1l 33,3 2| 66,7 4,47 4,47 NE NE 4,47 NE
2 or More 91100,0 6| 66,7 31 33,3 19,02 0,85 29,57 26,32 6,47 36,57 51 71,4 2 40,0 31 60,0 7,23 7,23 NE 16,82 7,23 NE 54| 69,2 331 61,1 21| 38,9 4,01 2,69 8,31 15,70 8,31 21,39 68| 72,3 411 60,3 27| 39,7 4,47 2,79 9,92 16,82 9,99 21,39
Prior
Treatment Naive 2| 28,6 21100,0 NE NE NE NE NE NE 211 26,9 12 57,1 91 42,9 7,69 4,63 14,82 15,47 9,92 NE 23] 24,5 12| 52,2 11| 47,8 7,69 4,63 14,82 15,47 9,92 NE
Previously
Treated 91100,0 ol 66,7 31 33,3 19,02 0,85 29,57 26,32 6,47 36,57 5 71,4 2| 40,0 3 60,0 7,23 7,23 NE 16,82 7,23 NE 57 73,1 341 59,6 23] 40,4 4,01 2,69 8,31 15,74 8,31 21,39 71| 75,5 421 59,2 29] 40,8 4,47 2,92 9,92 16,82 9,99 26,32
Molecular
Testing
Results Local 35| 44,9 21] 60,0 14| 40,0 6,41 2,69 15,47 17,45 8,31 30,75 35| 37,2 21] 60,0 14| 40,0 6,41 2,69 15,47 17,45 8,31 30,75
Central 91100,0 6| 66,7 31 33,3 19,02 0,85 29,57 26,32 6,47 36,57 71100, 0 2 28,6 51 71,4 16,82 7,23 NE NE 7,23 NE 43| 55,1 25 58,1 18] 41,9 4,50 2,96 9,92 13,63 7,69 21,39 59 62,8 33| 55,9 26| 44,1 4,63 3,78 11,93 16,82 11,93 26,32
BICR-
confirmed
measurable
disease at
baseline and
have received
at least one
dose of
entrectinib Yes 91100,0 6| 66,7 31 33,3 19,02 0,85 29,57 26,32 6,47 36,57 6| 85,7 2 33,3 41 66,7 16,82 7,23 NE NE 7,23 NE 741 94,9 441 59,5 30| 40,5 4,63 3,78 8,31 15,47 9,92 21,009 89 94,7 52| 58,4 37| 41,06 6,34 4,01 9,92 15,74 11,93 21,13
No 1l 14,3 11100,0 NE NE NE NE NE NE 4 5,1 21 50,0 21 50,0 15,43 0,10 30,75 30,75 0,10 30,75 5 5,3 40,0 3| 60,0 15,43 0,10 30,75 30,75 0,10 30,75
Investigator
Measurable
CNS Disease Yes 1] 11,1 11100,0 0,85 NE NE 0,85 NE NE 8| 10,3 62,5 31 37,5 1,81 1,41 17,45 7,69 1,81 NE 9 9,6 66,7 3l 33,3 1,61 0,85 7,69 5,19 1,41 NE
No 8] 88,9 5| 62,5 31 37,5 19,02 6,47 29,57 29,57 19,02 36,57 7(100,0 2|l 28,6 5 71,4 16,82 7,23 NE NE 7,23 NE 70| 89,7 41| 58,6 291 41,4 4,63 4,01 9,92 15,70 10,15 21,39 85| 90,4 48 56,5 37| 43,5 6,44 4,47 10,15 16,82 12,22 26,32
Enrollment cut-off: 30NOV2017, Clinical cut-off: 0IMAY2019

Program: root/clinical studies/R07102122/share/pool ACE/prod/program/eff tte.sas

Qutput: root/clinical_studies/R07102122/share/pool_ACE/prod/output/eff tte pool REE PFSRADl_SG.xls
16APR2020 11:55




POPULATION: Efficacy-Evaluable ROS1 Population

ENDPOINT: Progression-free Survival by BICR per RECIST v1.1
MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2

KM plot, subgroup: All
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0.0 +
0 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45
Time (months)
Patients at risk
ALKA 9 7 7 6 6 5 5 4 4 3 2 2 2 1 NE NE
ST-01 7 6 5 4 3 3 2 2 2 2 2 2 2 1 1 NE
ST-02 78 64 53 47 40 35 24 17 9 4 1 NE NE NE NE NE
Total 94 77 65 57 49 43 31 23 15 9 5 4 4 2 1 NE
Patients censored
ALKA 0 1 1 1 1 2 2 2 2 2 2 2 2 2 NE NE
ST-01 0 1 2 2 3 3 3 3 3 3 3 3 3 4 4 NE
ST-02 0 1 4 4 5 7 13 19 24 29 32 NE NE NE NE NE
Total 0 3 7 7 9 12 18 24 29 34 37 37 37 38 39 NE

Enroliment cut-off: 30NOV2017, Clinical cut-off: 0TMAY2019

Program: root/clinical_studies/R0O7102122/share/pool_ACE_STREAMZ2/prod/program/g_eff_tte.sas
Output: root/clinical_studies/RO7102122/share/pool_ACE_STREAM2/prod/output/g eff tte pool REE_PFSRAD1_SG1.pdf
16APR2020 11:52



POPULATION: CNS at Baseline (BICR), Efficacy-Evaluable ROS1 Population

ENDPOINT: Progression-free Survival by BICR per CNS RECIST

MODEL: --

STUDY: ALKA, STARTRK-1, STARTRK-2
Time to event analysis (efficacy)

ST-01 ST-02 Total
(N=3) (N=31) (N=34)
Patients Patients Patients
Patients [with Event Time to event Patients |with Event| Censored Time to event Patients |with Event| Censored Time to event
Median 95% Lower 95% Upper Median 95% Lower 95% Upper Median 95% Lower 95% Upper
Q1 95% Lower 95% Upper (months CL for CL for Q1 95% Lower 95% Upper (months CL for CL for Q1 95% Lower 95% Upper (months CL for CL for
Name Level n % n % (months) CL for Q1 CL for Q1 ) Median Median n % n % n % (months) CL for Q1 CL for Q1 ) Median Median n % n % n % (months) CL for Q1 CL for Q1 ) Median Median
All n/a 3(100,0 31100,0 5,26 5,26 19,25 5,36 5,26 19,25 311100,0 221 71,0 91 29,0 2,79 1,41 6,67 8,31 3,78 16,13 341100,0 25| 73,5 91 26,5 2,96 1,81 6,21 7,69 4,63 15,74
Sex Male 12| 38,7 58,3 41,7 2,69 0,89 7,69 7,69 2,69 NE 12| 35,3 58,3 41,7 2,69 0,89 7,69 7,69 2,69 NE
Female 31100,0 31100,0 5,26 5,26 19,25 5,36 5,26 19,25 19] 61,3 15] 78,9 21,1 2,79 1,81 8,31 11,99 3,78 16,13 22| 64,7 18] 81,8 18,2 3,78 1,81 6,67 8,31 4,63 16,13
Age 18-64 2|1 66,7 21100,0 5,26 5,26 19,25 12,25 5,26 19,25 25| 80,6 18] 72,0 28,0 2,74 1,41 8,31 11,99 3,78 16,13 27| 79,4 201 74,1 25,9 2,79 1,81 8,31 11,99 4,63 16,13
65-74 1l 33,3 11100,0 5,36 NE NE 5,36 NE NE 6] 19,4 66,7 33,3 2,96 0,43 6,67 0,44 2,96 NE 20,6 71,4 28,6 2,96 0,43 6,67 6,21 2,96 NE
Race White 33,3 11100,0 19,25 NE NE 19,25 NE NE 12| 38,7 75,0 31 25,0 2,87 2,69 13,80 11,99 2,96 24,80 13| 38,2 10| 76,9 23,1 2,96 2,69 13,80 13,80 2,96 19,25
Other 66,7 21100, 0 5,26 5,26 5,36 5,31 5,26 5,36 19| 61,3 13| 68,4 31,6 2,63 0,79 6,67 6,67 3,78 17,38 21| 61,8 15| 71,4 28,6 3,20 0,89 6,21 6,21 3,78 15,74
Region America (AM) 1l 33,3 11100,0 19,25 NE NE 19,25 NE NE 10| 32,3 80,0 20,0 6,21 2,69 16,13 12,22 6,21 24,80 11| 32,4 81,8 18,2 6,21 2,69 16,13 16,13 6,21 24,80
Europe (EU) 41 12,9 75,0 25,0 2,30 1,81 11,99 7,39 1,81 11,99 4 11,8 75,0 25,0 2,30 1,81 11,99 7,39 1,81 11,99
Asia (AS) 2| 66,7 21100,0 5,26 5,26 5,36 5,31 5,26 5,36 17| 54,8 11| 64,7 6] 35,3 2,02 0,79 7,69 7,69 2,63 15,74 19| 55,9 13| 68,4 31,6 2,63 0,79 5,36 5,36 2,96 15,74
ECOG
Performance
Status 33,3 1{100,0 19,25 NE NE 19,25 NE NE 8| 25,8 5| 62,5 37,5 6,44 0,79 16,13 15,74 6,21 NE 91 26,5 ol 66,7 33,3 6,67 0,79 16,13 16,13 6,67 NE
66,7 21100,0 5,26 5,26 5,36 5,31 5,26 5,36 18] 58,1 13 72,2 5(27,8 2,96 1,81 8,31 8,31 2,96 17,38 20| 58,8 15| 75,0 51 25,0 2,96 2,63 7,69 7,69 4,63 13,80
5| 16,1 41 80,0 11 20,0 1,41 0,43 3,78 2,79 0,43 NE 5| 14,7 41 80,0 11 20,0 1,41 0,43 3,78 2,79 0,43 NE
Number of
Prior
Anticancer
Therapies None 1l 33,3 11100,0 19,25 NE NE 19,25 NE NE 11| 35,5 8l 72,7 3(27,3 6,21 1,41 16,13 16,13 6,21 24,80 12| 35,3 91 75,0 31 25,0 6,21 4,63 17,38 16,13 6,21 19,25
1 1 , 1/100,0 6,67 NE NE 6,67 NE NE 1 , 1]100,0 6,67 NE NE 6,67 NE NE
2 or More 2| 66,7 21100,0 5,26 5,26 5,36 5,31 5,26 5,36 19| 61,3 13| 68,4 6] 31,6 2,63 0,79 3,78 6,05 2,69 15,74 21] 61,8 15| 71,4 6| 28,6 2,66 0,89 5,26 5,26 2,69 13,63
Prior
Treatment Naive 1l 33,3 1<ns1:XMLFault xmlns:ns1="http://cxf.apache.org/bindings/xformat"><ns1:faultstring xmlns:ns1="http://cxf.apache.org/bindings/xformat">java.lang.OutOfMemoryError: Java heap space</ns1:faultstring></ns1:XMLFault>