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Figure S1: Forest plot of RR and their 95% CI for the effect of brigatinib versus crizotinib on OS investigated through
various modelling approaches. RRs for the ITT, exclude switchers and censor at switching were estimated from a pooled
logistic regression model. RR for the IPCW approach was estimated using a weighted pooled logistic regression model
using the product of the two weights for LTFU/AC (specifications 4 in Table 4) and switching (specifications 4 in Table
5). RR from the parametric g-formula were estimated from specification 1 in Table 7. 95% CIs were estimated using a non-
parametric bootstrap procedure based on 1000 samples for all approaches and 500 samples for the parametric g-formula
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(a) Kaplan-Meier survival curves comparing overall survival between “assign to briga-
tinib” and “assign to crizotinib” and assuming non-informative censoring; Survival prob-
abilities are derived from the KM estimator, Cumulative Hazard Ratios (cHRs) and Risk
Ratios(RRs) are estimated from a pooled logistic regression model

cHR 0.84 (95% CI 0.54,1.25) 

 RR 0.86 (95% CI 0.59,1.22)
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(b) Parametric survival curves standardized for baseline covariate distribution from a
pooled logistic regression comparing overall survival between “assign to brigatinib” and
“assign to crizotinib” and assuming non-informative censoring; Cumulative Hazard Ra-
tios (cHRs), Risk Ratios(RRs) and survival probabilities are estimated from a pooled
logistic regression model standardized for baseline covariate distribution

Figure S2: Overall survival: ITT
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Figure S3: Forest plot of RR and 95% CI for the Causal effect of “assign to brigatinib” versus “assign to crizotinib” on
OS investigated through specifications 1 to 6 using IPCW. Death is censored by LTFU/AC. RRs were estimated from
a weighted pooled logistic regression using weights for LTFU/AC and formulated as the ratio of the cumulative risks
by month 48. Reported CIs were estimated using a non-parametric bootstrap procedure based on 1000 samples. cHR,
cumulative hazard ratio; CI, confidence interval; OS, overall survival, IPCW, inverse probability of censoring weights;
LTFU, loss to follow up; AC, administrative censoring



Page 5 of 6

+ +
+

+ + + + +
+ + + + +

+ + + + + +
+ + + + + +

+ + + + +
+ + + +

+ +
+ + + +

+ + + + + + + +

+
+ +

+ + + +
+

+ +
+

+ +
+ + + + + +

+ + + + + + + + + + + + + +
+ + + + + + + + + + +

+ + + +

cHR 1.03 (95% CI 0.64,1.74) 

 RR 1.02 (95% CI 0.69,1.58)

0

25

50

75

100

0 6 12 18 24 30 36 42 48

Time after randomisation (months)

O
ve

ra
ll 

su
rv

iv
al

 (
%

) +

+

Crizotinib

Brigatinib

(a) Overall survival: Censoring at switching
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(b) Overall survival: Excluding switchers

Figure S4: Kaplan-Meier survival curves comparing overall survival between “always Treat with Crizo-
tinib” and “always Treat with brigatinib” and assuming non-informative censoring; Survival probabilities
are derived from the KM estimator, Cumulative Hazard Ratios (cHRs) and Risk Ratios(RRs) are esti-
mated from a pooled logistic regression model; In panel (a) switchers were excluded; In panel (b) switchers
were censored at switching
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Figure S5: Forest plot of RR and 95% CI for the causal effect of “always treat with brigatinib” versus “always treat with
crizotinib” on OS investigated through specifications 1 to 8 using IPCW. LTFU is assumed at random; Death is censored
by a minimum of treatment switching and LTFU/AC and formulated as the ratio of the cumulative risks by month 48.
Reported CIs were estimated using a non-parametric bootstrap procedure based on 1000 samples. cHR, cumulative hazard
ratio; CI, confidence interval; OS, overall survival, IPCW, inverse probability of censoring weights
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Figure S6: Forest plot of RR and their 95% CI for the causal effect of “always treat with brigatinib” versus “always
treat with crizotinib” on OS investigated through specifications 1 to 5 using the parametric g-formula. Reported CIs were
calculated using a non-parametric bootstrap procedure based on 500 samples ( with 60 replicate failures observed for
specification 4)


