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All grade toxicities within 6, 12 and 24 months
A total of 668 AEs within 6 months were reported. In all 53 patients an AE of any grade had occurred during that time. 
The rate of any toxicity within the first 6 months was 
P=53/53 = 100.0%, 95% confidence interval: 93.3% to 100.0%.
Accordingly, the rates within 12 and 24 months were the same. 

Grade 2 to 4 toxicities within 6, 12 and 24 months
A total of 262 AEs of grade 2 to 4 within 6 months were reported. In 48 of 53 patients, a grade 2 to 4 AE had occurred during that time. 
A total of 311 AEs of grade 2 to 4 within 12 months were reported. In 49 of 52 patients, a grade 2 to 4 AE had occurred during that time. One patient was excluded from the analysis due to insufficient observation time. 
A total of 340 AEs of grade 2 to 4 within 24 months were reported. In 49 of 50 patients, a grade 2 to 4 AE had occurred during that time. Three patients were excluded from the analysis due to insufficient observation time. 
The rate of grade 2 to 4 toxicity within the first 6 months was 
P=48/53 = 90.6%, 95% confidence interval: 79.3% to 96.9%.
The rate of grade 2 to 4 toxicity within the first 12 months was 
P=49/52 = 94.2%, 95% confidence interval: 84.1% to 98.8%.
The rate of grade 2 to 4 toxicity within the first 24 months was 
P=40/50 = 98.0%, 95% confidence interval: 89.4% to 100.0%.

Grade 3 and 4 toxicities within 6, 12 and 24 months
A total of 84 AEs of grade 3 to 4 within 6 months were reported. In 33 of 53 patients, a grade 3 to 4 AE had occurred during that time. 
A total of 101 AEs of grade 3 to 4 within 12 months were reported. In 36 of 51 patients, a grade 3 to 4 AE had occurred during that time. Two patients were excluded from the analysis due to insufficient observation time. 
A total of 114 AEs of grade 3 to 4 within 24 months were reported. In 37 of 46 patients, a grade 3 to 4 AE had occurred during that time. Seven patients were excluded from the analysis due to insufficient observation time. 
The rate of grade 3 to 4 toxicity within the first 6 months was 
P=33/53 = 62.3%, 95% confidence interval: 47.9% to 75.2%.
The rate of grade 3 to 4 toxicity within the first 12 months was 
P=36/51 = 70.6%, 95% confidence interval: 56.2% to 82.5%.
The rate of grade 3 to 4 toxicity within the first 24 months was 
P=37/46 = 80.4%, 95% confidence interval: 66.1% to 90.6%.

Full analysis data set:
For this analysis all 57 patients of the full analysis data set were included.
All grade toxicities within 6, 12 and 24 months
A total of 708 AEs within 6 months were reported. In all 57 patients an AE of any grade had occurred during that time. 
The rate of any toxicity within the first 6 months was 
P=57/57 = 100.0%, 95% confidence interval: 93.7% to 100.0%.
Accordingly, the rates within 12 and 24 months were the same. 

Grade 2 to 4 toxicities within 6, 12 and 24 months
A total of 285 AEs of grade 2 to 4 within 6 months were reported. In 52 of 57 patients, a grade 2 to 4 AE had occurred during that time. 
A total of 334 AEs of grade 2 to 4 within 12 months were reported. In 53 of 56 patients, a grade 2 to 4 AE had occurred during that time. One patient was excluded from the analysis due to insufficient observation time. 
A total of 363 AEs of grade 2 to 4 within 24 months were reported. In 53 of 54 patients, a grade 2 to 4 AE had occurred during that time. Three patients were excluded from the analysis due to insufficient observation time. 
The rate of grade 2 to 4 toxicity within the first 6 months was 
P=52/57 = 91.2%, 95% confidence interval: 80.7% to 97.1%.
The rate of grade 2 to 4 toxicity within the first 12 months was 
P=53/56 = 94.6%, 95% confidence interval: 85.1% to 98.9%.
The rate of grade 2 to 4 toxicity within the first 24 months was 
P=53/54 = 98.2%, 95% confidence interval: 90.1% to 100.0%.

Grade 3 and 4 toxicities within 6, 12 and 24 months
A total of 93 AEs of grade 3 to 4 within 6 months were reported. In 37 of 57 patients, a grade 3 to 4 AE had occurred during that time. 
A total of 110 AEs of grade 3 to 4 within 12 months were reported. In 40 of 55 patients, a grade 3 to 4 AE had occurred during that time. Two patients were excluded from the analysis due to insufficient observation time. 
A total of 123 AEs of grade 3 to 4 within 24 months were reported. In 41 of 50 patients, a grade 3 to 4 AE had occurred during that time. Seven patients were excluded from the analysis due to insufficient observation time. 
The rate of grade 3 to 4 toxicity within the first 6 months was 
P=37/57 = 64.9%, 95% confidence interval: 51.1% to 77.1%.
The rate of grade 3 to 4 toxicity within the first 12 months was 
P=40/55 = 72.7%, 95% confidence interval: 59.0% to 83.9%.
The rate of grade 3 to 4 toxicity within the first 24 months was 
P=41/50 = 82.0%, 95% confidence interval: 68.6% to 91.4%.

Rates of grade 2 to 4 GI AEs within 12 and 24 months
In the primary analysis data set, in 31 of 48 patients a grade 2 to 4 GI AE had occurred within the first 12 months. Five patients were excluded from the analysis due to insufficient observation time. 
The rate of grade 2 to 4 GI toxicity within the first 12 months was 
P=31/48 = 64.6%, 95% confidence interval: 49.5% to 77.8%.

In the full analysis data set, in 34 of 51 patients a grade 2 to 4 GI AE had occurred within the first 12 months. Six patients were excluded from the analysis due to insufficient observation time. 
The rate of grade 2 to 4 GI toxicity within the first 12 months was 
P=34/51 = 66.7%, 95% confidence interval: 52.1% to 79.2%.

In the primary analysis data set, in 31 of 43 patients a grade 2 to 4 GI AE had occurred within the first 24 months. Ten patients were excluded from the analysis due to insufficient observation time. 
The rate of grade 2 to 4 GI toxicity within the first 24 months was 
P=31/43 = 72.1%, 95% confidence interval: 56.3% to 84.7%.

In the full analysis data set, in 34 of 46 patients a grade 2 to 4 GI AE had occurred within the first 24 months. Eleven patients were excluded from the analysis due to insufficient observation time. 
The rate of grade 2 to 4 GI toxicity within the first 24 months was 
P=34/46 = 73.9%, 95% confidence interval: 58.9% to 85.7%.

Time to event analysis of grade 2 to 4 GI AEs
The cumulative incidence of grade 2 to 4 GI toxicity in the primary analysis data set is shown in Figure 10. GI toxicity occurred in 31 (58.5%) of the 53 patients. Two patients (3.8%) experienced an SAE that led to discontinuation of bosutinib. These two events were considered as competing events to GI toxicity. The remaining 20 (37.7%) patients without GI toxicity and without competing event were censored.
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[bookmark: _Ref71790799]Figure 10: Cumulative incidence of grade 2 to 4 gastrointestinal (GI) toxicity in the primary analysis data set (n=53).

The corresponding probabilities of grade 2 to 4 GI toxicity were
57.1%, 95% confidence interval: 42.6% to 69.2% at 6 months and 
59.3%, 95% confidence interval: 44.7% to 71.4% at 12 and 24 months.

The cumulative incidence of grade 2 to 4 GI toxicity in the full analysis data set is shown in Figure 11. GI toxicity occurred in 34 (59.6%) of the 57 patients. Two patients (3.5%) experienced an SAE that led to discontinuation of bosutinib. These two events were considered as competing events to GI toxicity. The remaining 21 (36.8%) patients without GI toxicity and without competing event were censored.

[image: C:\Users\manz\CLINAREA\uni-bonn\bodo\docs\Bodo-TMF\I_Studienordner\6_Statistik\6_3_Projekte\6_3_12_Endauswertung\Ergebnisse\time_to_GI_AE_full.png]
[bookmark: _Ref71790178]Figure 11: Cumulative incidence of grade 2 to 4 gastrointestinal (GI) toxicity in the full analysis data set (n=57). 

The corresponding probabilities of grade 2 to 4 GI toxicity were
59.2%, 95% confidence interval: 45.1% to 70.8% at 6 months and 
61.4%, 95% confidence interval: 47.1% to 72.9% at 12 and 24 months.
Additional time-to-event analyses in the full analysis data set were performed for AEs of any grade, AEs of grade 2 to 4, AEs of grade 3 to 4, and for SAEs. The same definitions as above apply to the times and types of events. 

Cumulative incidence of AEs of any grade
The cumulative incidence of any toxicity in the full analysis data set is shown in Figure 12. In all 57 (100%) patients an AE was reported as first event. 
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[bookmark: _Ref71791033]Figure 12: Cumulative incidence of any toxicity in the full analysis data set (n=57).

The corresponding probabilities of any toxicity were
87.7%, 95% confidence interval: 76.0% to 93.9% at 1 month, 
94.7%, 95% confidence interval: 84.6% to 98.3% at 2 months and
98.2%, 95% confidence interval: 88.2% to 99.8% at 3 months.

Cumulative incidence of AEs of grade 2 to 4
The cumulative incidence of grade 2 to 4 toxicity in the full analysis data set is shown in Figure 13. Grade 2 to 4 toxicity occurred in 53 (93.0%) of the 57 patients. Four (7.0%) patients without grade 2 to 4 toxicity and without competing event were censored.
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[bookmark: _Ref71792025]Figure 13: Cumulative incidence of grade 2 to 4 toxicity in the full analysis data set (n=57). 

The corresponding probabilities of grade 2 to 4 toxicity were
89.5%, 95% confidence interval: 78.1% to 95.1% at 3 months, 
89.5%, 95% confidence interval: 78.1% to 95.1% at 6 months and
94.4%, 95% confidence interval: 82.2% to 98.3% at 12 months.

Cumulative incidence of AEs of grade 3 to 4
The cumulative incidence of grade 3 to 4 toxicity in the full analysis data set is shown in Figure 14. Grade 3 to 4 toxicity occurred in 41 (71.9%) of the 57 patients. Sixteen (28.1%) patients without grade 3 to 4 toxicity and without competing event were censored.
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[bookmark: _Ref71792445]Figure 14: Cumulative incidence of grade 3 to 4 toxicity in the full analysis data set (n=57).

The corresponding probabilities of grade 3 to 4 toxicity were
54.4%, 95% confidence interval: 40.7% to 66.2% at 3 months, 
61.4%, 95% confidence interval: 47.5% to 72.6% at 6 months,
68.8%, 95% confidence interval: 54.9% to 79.1% at 12 months and
75.7%, 95% confidence interval: 59.9% to 84.9% at 24 months.

Cumulative incidence of SAEs 
The cumulative incidence of SAEs in the full analysis data set is shown in Figure 15. SAE occurred in 16 (28.1%) of the 57 patients. Forty-one (71.9%) patients without SAE and competing event were censored.
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[bookmark: _Ref71792869]Figure 15: Cumulative incidence of serious adverse events (SAEs) in the full analysis data set (n=57).

The corresponding probabilities of SAE were
17.2%, 95% confidence interval: 8.5% to 28.6% at 6 months,
29.4%, 95% confidence interval: 17.1% to 42.9% at 12 months and
[bookmark: _GoBack]36.2%, 95% confidence interval: 21.7% to 50.9% at 24 months.
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