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Table S10: Causal effect of “assign to brigatinib” versus “assign to crizotinib” on Overall survival
(O8S) investigated through various models (specification 1 to 6) for the construction of inverse prob-
ability of censoring weights for Lost to follow-up (LTFU)/administrative censoring (AC); Death
censored by LTFU/AC only; 92 deaths, ALTA-1L trial

Specification Description Estimated unstabilized weights Difference in OS

Mean (SD) Min (Max) cHR*(95% CI)f  RR®(95% CI)f
1 Full model * 1.16 (1.32) 1 (94.02) 0.84 (0.52,1.28)  0.87 (0.59,1.22)
2 Restricted model * 1.17 (1.24) 1 (70.35) 0.82 (0.51,1.22)  0.85 (0.58,1.17)
3 Same as specification 1, but replace the linear  1.16 (1.10) 1 (56.93) 0.83 (0.51,1.29) 0.87 (0.59,1.21)

terms of time, target lesion size and age with 5
knots splines

4 Same as specification 1, but replace the step 1.17 (1.58) 1(123.81) 0.82 (0.50,1.26)  0.86 (0.58,1.20)
function (3 categories) for time-varying ECOG
with 2 categories

5 Same as specification 2, but replace the linear  1.17 (1.40) 1 (85.29) 0.80 (0.49,1.19) 0.84 (0.57,1.15)
terms of time, target lesion size and age with 5
knots splines

6 Same as specification 2, but remove baseline co-  1.18 (2.34) 1 (195.94) 0.84 (0.51,1.28)  0.87 (0.59,1.21)
variates: sex, baseline ECOG and initial diagnosis
stage in calculating the denominator of the ex-
perimental arm

* Details about the full and restricted model are available in Tables S1 and S2 in the Electronic Supplementary Material (ESM) 3)
* cHR: Cumulative hazard ratio by month 48 (equation (5) in ESM 2).

% RR: Risk ratio formulated as the ratio of the cumulative risks by month 48.

T Reported 95% Confidence Interval (ClI) estimated using a non-parametric bootstrap procedure based on 1000 samples
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IPCW analysis using unstabilized weights

Table S11: Causal effect of “always treat with brigatinib” versus “always treat with crizotinib” on
Overall Survival (OS) investigated through various models (specification 1 to 8) for the construction
of the inverse probability of censoring weights for switching; Lost to follow-up (LTFU) assumed at
random; Death censored by a minimum of treatment switching and LTFU /administrative censoring;
72 deaths, ALTA-1L trial

Specification Description Estimated unstabilized weights Difference in OS
Mean (SD)  Min (Max) cHR*(95% CI)f  RR®(95% CI)*
1 Full Model * 1.13 (0.44) 1(7.31) 0.68 (0.38,1.18)  0.74 (0.48,1.14)
2 Restricted Model * 1.14 (0.46) 1(8.13) 0.68 (0.41,1.21) 0.74 (0.51,1.16)
3 Same as specification 1, but with 5 knots splines  1.13 (0.47) 1 (9.36) 0.65 (0.36,1.22)  0.72 (0.47,1.17)
for time, time to disease progression, target lesion
size and baseline age
4 Same as specification 1, but replace the step  1.13 (0.43) 1 (7.55) 0.68 (0.38,1.19) 0.74 (0.48,1.14)
function (3 categories) for time-varying ECOG
with 2 categories
5 Same as specification 2, but with 5 knots splines  1.14 (0.52) 1 (12.22) 0.62 (0.31,1.19)  0.70 (0.42,1.15)
for time, time to disease progression, target lesion
size and baseline age
6 Same as specification 2, but without step func-  1.14 (0.46) 1(4.82) 0.72 (0.44,1.22) 0.78 (0.53,1.17)
tion (4 categories) for initial diagnosis stage
7 Same as specification 1, but without linear and  1.37 (2.31) 1 (38.72) 0.40 (0.11,1.22)  0.52(0.32,1.17)
quadratic terms for time to disease progression
8 Same as specification 2, but without linear and  1.36 (2.03) 1 (36.72) 0.37 (0.12,0.99) 0.51 (0.32,0.99)

quadratic terms for time to disease progression

* Details about the full and restricted model are available in Tables S3 and S4 in the Electronic Supplementary Material (ESM) 3
* cHR: Cumulative hazard ratio by month 48 (equation (5) in ESM 2).
® RR: Risk ratio formulated as the ratio of the cumulative risks by month 48.

* Reported 95% Confidence Interval (ClI) estimated using a non-parametric bootstrap procedure based on 1000 samples
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