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Figure1l: Study design and patient flow

Assessed for Eligibility (n = 102)

Histologically and/or cytologically proven NSCLC
Stage IV- 111B

WHO PS 0-2

CR/PR/SD after 4-6 cycles of chemotherapy
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Randomised (n = 102)

In the retrospective evaluation, 8 patients were
ineligible due to receiving prior treatment or
insufficient delav since prior treatment(s)
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Placebo (n = 52)

- Received matched placebo

- 2 patients did not start treatment due to
unable to discontinue drugs with
potential CY P3A4 substrate

Pazopanib maintenance (n = 50)

- Received 800 mg pazopanib orally, after
2 weeks

interaction

!

OS: Lost to follow up/censored (n=25)
- At thetime of final analysis, 25 other
patients were till alive

PFS: Lost to follow up/censored (n=7)
- At thetime of final analysis, 7 patients
were gtill alive and non-progressing

OS: Lost to follow up/censored (n= 30)
- At thetime of final analysis, 30 patients
were still alive

PFS: Lost to follow up/censored (n=5)
- At thetime of final analysis, 5 patients
were till alive and non-progressing

A\ 4

VL

Analyzed (n = 52)

- Analysiswasbased on ITT, so dll
randomised patients were included

Analyzed (n = 50)

- Analysiswasbased on ITT, so all
randomised patients were included

ITT: Intention-to treat




Figure 2: Treatment duration (weeks)

Treatment duration (weeks) Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Weeks) (95% ClI) (95% CI) (Score test)
Placebo 50 50 14.07 (6.43, 14.86) 2.0(0.2,9.2) 1.00 0.040
Pazopanib 50 45|  14.43 (8.86, 25.00) 12.0 (4.3, 24.0)| 0.65 (0.43, 0.98)
Log-rank test:  p-value=0.038
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Figure 3: Overall Survival (OS) and cause of death

Parameter Levels Parameter Estimate Hazard Ratio P-value
(Standard Error) (95% CI)
Treatment arm Placebo 1.00 0.257 (df=1)
Pazopanib -0.335 (0.2957) 0.72 (0.40, 1.28)
Histology Squamous 1.00 0.549 (df=1)
Non-Squamous -0.215 (0.3589) 0.81 (0.40, 1.63)
Response to Induction Chemo CR/PR 1.00 0.828 (df=1)
SD -0.074 (0.3382) 0.93 (0.48, 1.80)
Cause of death
Treatment arm
Placebo Pazopanib Total
(N=27) (N=20) (N=47)
N (%) N (%) N (%)
Main cause of Death
progression of disease (PD) 23 (85.2) 16 (80.0) 39 (83.0)
other (not due to toxicity or PD) 1(3.7) 2(10.0) 3(6.4)
Unknown 3(11.1) 2(10.0) 5(10.6)
Overall survival
100
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40 _|
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10 | Overall Score test: p=0.257
0 T T T T T T T T 1 (months)
0 3 6 9 12 15 18 21 24 27
0O N Number of patients at risk : Treatment arm
27 52 47 37 29 15 7 5 2 1 = Placebo
20 50 44 40 28 16 9 6 4 1 == Pazopanib



Figure4: Progression Free Survival (PFS)

Parameter Estimate

Hazard Ratio

Parameter Levels (Standard Error) (95% CI) P-value
Treatment arm Placebo 1.00 0.068 (df=1)
Pazopanib -0.404 (0.2211) 0.67 (0.43, 1.03)
Histology Squamous 1.00 0.184 (df=1)
Non-Squamous -0.351 (0.2641) 0.70 (0.42, 1.18)
Response to Induction Chemo  CR/PR 1.00 0.496 (df=1)
SD -0.168 (0.2463) 0.85 (0.52, 1.37)
Progression free survival
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Overall Score test: p=0.068
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O N Number of patients at risk : Treatment arm
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40 50 31 18 11 4 2 2 2 1 == Pazopanib



Table 1. Patient Demography

Treatment arm

Placebo Pazopanib

(N=52) (N=50)
N (%) N (%)

Histology

Squamous 11 (21.2) 9 (18.0)

non-squamous 41 (78.8) 41 (82.0)
Performance status

0 11 (21.2) 18 (36.0)

1 39 (75.0) 32 (64.0)

2 2(3.8) 0 (0.0)
Response after the last cycle of induction therapy

Partial response 14 (26.9) 16 (32.0)

Stable disease 38 (73.1) 34 (68.0)
Age category

26-55 years 8(15.3) 15 (30.0)

56-65 years 19 (36.5) 12 (24.0)

66-75 years 19 (36.5) 17 (34.0)

>75 years 6 (11.5) 6 (12.0)

Median 64.6 64.2

Range 25.9-80.7 28.4-81.1
Sex

Male 25 (48.1) 21 (42.0)

Female 27 (51.9) 29 (58.0)
Tobacco use

Never 10 (19.2) 11 (22.0)

Past 35 (67.3) 26 (52.0)

Current 4(7.7) 11 (22.0)

Missing 3(5.8) 2 (4.0)

Number of years smoking
Median 30.0 30.0
Range 0.0-68.0 0.0-59.0




Table 2 - Induction chemo

Number of induction chemotherapy cycles
received

4
6

Category of induction chemo
Cisplatin/ Pemetrexed
Carboplatin/Gemcitabine
Carboplatin/ Vinorelbine
Carboplatin/Pemetrexed
Cisplatin/Gemcitabine
Oral Vinorelbine
Cisplatin/Vinorelbine

Cisplatin/Carboplatin/Gemcitabine
/ Bortezomib

Cisplatin /Docetaxel
Carboplatin/Paclitaxel

Paclitaxel/ Pemetrexed

Treatment arm

Placebo
(N=52)

N (%)

48 (92.3)
4(7.7)

-
N o o B p O N

- W o ©

© o O O

Pazopanib
(N=50)

N (%)




Table 3: Relative Dose intensities and discontinuations

Relative dose intensity(%) for the first 2 weeks
90-110%
>110%
Relative dose intensity(%) after the first 2 weeks
<=50%
50-70%
70-90%
90-110%
Patients did not continue after the 1* 2 weeks
Major reason for protocol discontinuation
PD
adverse event
investigator's decision
patient's decision
other

Treatment arm

Placebo
(N=50)

N (%)

Pazopanib
(N=50)

N (%)

48 (96.0)




Table 4: Toxicity/Adverse Events(CTCAE V. 4.0)

Treatment arm

Placebo Pazopanib
(N=50) (N=50)
Grade reported N (%) N (%)
Myocardial infarction
2 0 (0.0) 1(2.0)
3 0 (0.0) 1(2.0)
Abdominal pain
1 3(6.0) 8 (16.0)
2 3(6.0) 2 (4.0)
3 0 (0.0) 1(2.0)
Diarrhea
1 3(6.0) 14 (28.0)
2 2 (4.0 9 (18.0)
1 1(2.0)
Nausea
1 8 (16.0) 13 (26.0)
2 5(10.0) 6 (12.0)
0(0.0) 1(2.0)
Vomiting
1 6 (12.0) 7 (14.0)
2 1(2.0) 5(10.0)
2 (4.0) 0 (0.0)
Fatigue
1 13 (26.0) 13 (26.0)
2 10 (20.0) 16 (32.0)
1(2.0) 4 (8.0)
Anorexia
1 6 (12.0) 11 (22.0)
2 5(10.0) 6 (12.0)
1(2.0) 3(6.0)
Dizziness
1 3 (6.0) 5(10.0)
3 0 (0.0) 1(2.0)
Peripheral motor neuropathy
2 2 (4.0) 0(0.0)
Peripheral sensory neuropathy
1 7 (14.0) 10 (20.0)
2 2 (4.0) 3(6.0)
Rash maculo-papular
1 8 (16.0) 5(10.0)
2 0 (0.0) 1(2.0)

3 0(0.0) 1(2.0)




Hypertension

1 6 (12.0) 2 (4.0)

2 20 (40.0) 19 (38.0)

3 4 (8.0) 19 (38.0)
Thromboembolic event

1 2 (4.0) 4 (8.0)

2

3 0 (0.0) 1
Other toxicity

1 16 (32.0) 9 (18.0)

2 18 (36.0) 19 (38.0)

3 4 (8.0) 11 (22.0)

5 1(2.0) 1(2.0)




Table5: Further antitumor therapy after the end of treatment

Treatment arm

Placebo Pazopanib
(N=50) (N=45)
N (%) N (%)
Chemotherapy
no 33 (66.0) 32 (71.1)
yes 17 (34.0) 13 (28.9)
Radiotherapy
no 41 (82.0) 36 (80.0)
yes 9 (18.0) 9 (20.0)
Surgery
no 50 (100.0) 45 (100.0)
Hormonotherapy
no 50 (100.0) 45 (100.0)
Targeted agents
no 34 (68.0) 37 (82.2)
yes 16 (32.0) 8(17.8)
Other
no 49 (98.0) 44 (97.8)

yes 1(2.0) 1(2.2)




APPENDI X

OS: Sub-group analysis according to stratification and other important factors
OS: Analysis Based on Histology

Figure5: OSfor Squamous

Overall survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% CI) (95% Cl) (Score test)
Placebo 11 4 20.70 (1.81, 20.70) 81.8 (44.7,95.1) 1.00 0.332
Pazopanib 9 6 8.90 (5.42, 17.41) 44.4 (13.6,71.9)| 1.98 (0.49, 8.05)

Log-rank test:  p-value=0.332
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Overall survival

Squamous
Overal Score test: p=0.332
T T T T T T 1 (months)
0 3 6 9 12 15 18 21
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Figure 6: OSfor Non-Squamous

Overall survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% CI) (Score test)
Placebo 41 23 11.79 (9.76, 15.05) 45.8 (27.6, 62.3) 1.00 0.115
Pazopanib 41 14 Not reached 60.5 (42.3, 74.6)  0.59 (0.30, 1.15)

Log-rank test:  p-value=0.115

Overall survival
Non-Squamous

100
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0OS: Analysis Based on Response at Induction Chemo

Figure7: OSfor CR/PR

Overall survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% ClI) (Score test)
Placebo 14 7 11.89 (8.44, 14.72) 48.4 (14.1,76.4) 1.00 0.407
Pazopanib 16 Not reached 61.9 (30.8, 82.3) 0.61 (0.19, 1.97)
Log-rank test:  p-value=0.407
Overall survival
CR/PR
100
0
80 |
70 |
60 |
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40 _|
30
20
10 | Overall Score test: p=0.407
0 T T T T T T T 1 (months)
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Figure8: OSfor SD

Overall survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% CI) (Score test)
Placebo 38 20 12.42 (9.79, 19.29) 51.6 (32.2, 68.0) 1.00 0.476
Pazopanib 34 15 17.41 (8.90, N) 55.3 (36.3, 70.8) | 0.78 (0.40, 1.53)
Log-rank test:  p-value=0.475

Overall survival

SD
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OS: Analysis Based on Gender

Figure9: OSfor Male

Overall survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% ClI) (Score test)
Placebo 25 12 12.29 (5.72, N) 58.6 (34.6, 76.4) 1.00 0.072
Pazopanib 21 Not reached 70.6 (43.2, 86.6) | 0.41 (0.15, 1.11)
Log-rank test:  p-value=0.071
Overall survival
Male
100
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60 | |
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10 | Overal Scoretest: p=0.072
0 T T T T T T T 1 (months)
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Figure 10: OSfor Female

Overall survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% CI) (Score test)
Placebo 27 15 11.89(10.28, 19.29) 48.3 (25.8, 67.6) 1.00 0.922
Pazopanib 29 14 10.45 (6.80, N) 47.0 (26.9, 64.7)| 1.04 (0.50, 2.15)
Log-rank test:  p-value=0.922
Overall survival
Female
100
a0
80 |
70
60 |
50 |
| I
40
30 |
20
10 | Overal Scoretest: p=0.922
0 T T T T T T T T 1 (months)
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OS: Analysisbased on Smoking Status

Figure 11: OSfor Current Smoker

Overall survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% CI) (Score test)
Placebo 4 2 10.28 (0.33, N) 37.5(1.1,80.8) 1.00 0.265
Pazopanib 11 4 17.41 (7.72,17.41) 66.7 (27.2, 88.2)  0.37 (0.06, 2.27)
Log-rank test:  p-value=0.265
Overall survival
Current Smoker
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0 |
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70
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0 T T T T T T T T | (months)
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Figure 11: OSfor Former and Non-Smoker

Overall survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% CI) (Score test)
Placebo 48 25 12.29 (9.79, 16.59) 52.2 (34.3,67.3) 1.00 0.364
Pazopanib 39 16 Not reached 54.4 (36.4, 69.2) | 0.75 (0.40, 1.40)
Log-rank test:  p-value=0.363
Overall survival
Former Smoker
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0
80 |
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50 |
40 _|
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20
10 Overall Score test: p=0.364
0 T T T T T T T T 1 (rnonths)
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PFS. Sub-group analysis according to stratification and other important factors

PFS. Analysis Based on Histology

Figure 12: PFSfor Squamous

Progression free survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 0.3 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% CI) (95% CI) (Score test)
Placebo 11 10 3.06 (0.76, 7.03) 36.4 (11.2,62.7) 1.00 0.069
Pazopanib 9 9 3.29 (1.38, 8.71) 44.4 (13.6,71.9)| 0.38 (0.13, 1.12)
Log-rank test:  p-value=0.067
Progression free survival
Squamous

100

R0

80

Overal Score test: p=0.069
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Figure 13: PFSfor Squamous

Progression free survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 0.3 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% ClI) (Score test)
Placebo 41 35 3.22 (2.07, 5.09) 42.5 (27.2,57.0) 1.00 0.147
Pazopanib 41 31 4.83 (2.79, 5.88) 57.8 (41.1,71.3)| 0.70 (0.43, 1.14)
Log-rank test:  p-value=0.143
Progression free survival
Non-Squamous
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Overal Score test: p=0.147
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PFS: Analysis Based on Response at Induction Chemo

Figure 14: PFSfor patientswith CR/PR at induction

Progression free survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 0.3 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% ClI) (Score test)
Placebo 14 12 3.22 (1.35, 7.10) 38.5 (14.1, 62.8) 1.00 0.334
Pazopanib 16 11 4.21 (1.28, 12.65) 54.6 (27.4, 75.3)| 0.66 (0.29, 1.54)
Log-rank test:  p-value=0.332
Progression free survival
CR/PR
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Figure 15: PFSfor patientswith SD at induction

Progression free survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 1 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% ClI) (Score test)
Placebo 38 33 3.22 (1.74,5.13) 8.6 (1.8, 22.3) 1.00 0.137
Pazopanib 34 29 4.88 (2.79, 7.66) 9.1 (1.8,23.9)| 0.68 (0.41, 1.13)

Log-rank test:  p-value=0.134

Progression free survival
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Overal Score test: p=0.137
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PFS. Analysis Based on Gender

Figure 16: PFSfor Male

Progression free survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 0.3 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% CI) (Score test)
Placebo 25 23 3.22 (1.71, 5.09) 40.0 (21.3, 58.1) 1.00 0.005
Pazopanib 21 16 5.32 (3.29, 8.71) 70.6 (45.8, 85.6) | 0.36 (0.18, 0.76)
Log-rank test:  p-value=0.004
Progression free survival
M ale
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Figure 17: PFSfor Female

Progression free survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 0.3 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% ClI) (Score test)
Placebo 27 22 3.15 (1.45, 5.49) 42.3 (23.5, 60.0) 1.00 0.669
Pazopanib 29 24 3.22 (1.81, 5.88) 44.8 (26.5, 61.6) | 0.88 (0.49, 1.58)

Log-rank test:  p-value=0.667

Progression free survival

Female

Overall Score test: p=0.669
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PFS. Analysis based on Smoking

Status

Figure18: PFSfor Current Smokers

Progression free survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 0.3 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% CI) (95% CI) (Score test)
Placebo 4 4 3.24 (0.33, 3.32) 0.0(,) 1.00 0.178
Pazopanib 11 8 5.88 (1.38, N) 54.6 (22.9, 78.0) | 0.41 (0.11, 1.56)
Log-rank test:  p-value=0.178

Progression free survival
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Figure 19: PFS for Former and Non-Smoker

Progression free survival Non-parametric Cox model
Observed
Patients Events Median (95% CI) % at 0.3 Year(s) Hazard Ratio P-Value
Treatment arm (N) (0) (Months) (95% ClI) (95% ClI) (Score test)
Placebo 48 41 3.22 (1.74,5.13) 44.7 (30.3, 58.1) 1.00 0.196
Pazopanib 39 32 4.30 (2.79, 5.32) 55.5 (38.5, 69.5) | 0.74 (0.46, 1.17)
Log-rank test:  p-value=0.192
Progression free survival
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