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List of Covariates Included in the Parametric G-formula Analysis

Table S6: Description of the covariates included in specification 1 of the parametric g-formula analysis

Specification✝ Control Experimental

Dependent Variable Independent Variables Independent Variables

Progression time, quadratic time, race, baseline ECOG,
smoking history, intracranial progression
(lagged), target lesion size (lagged)

time, sex, race, baseline ECOG, smoking history,
strata at randomization, intracranial progression
(lagged), target lesion size (lagged)

ECOG time, age, quadratic age, sex, race, baseline
ECOG, smoking history, measurable intracra-
nial CNS disease, prior radiation therapy, strata
at randomization, progression (lagged), progres-
sion, intracranial progression (lagged), target le-
sion size (lagged), treatment(lagged)

time, quadratic time, age, quadratic age, sex,
race, baseline ECOG, smoking history, measur-
able intracranial CNS disease, prior radiation
therapy, strata at randomization, intracranial
progression (lagged), target lesion size (lagged)

1 Intracranial progression time, age, race, prior radiation therapy, strata
at randomization, progression (lagged), pro-
gression, target lesion size (lagged), treat-
ment(lagged)

time, quadratic time, baseline ECOG, strata
at randomization, progression (lagged), progres-
sion, target lesion size (lagged)

Target lesion size time, quadratic time, age, sex, race, baseline
ECOG, measurable intracranial central nervous
system(CNS) disease, prior radiation therapy,
strata at randomization, progression (lagged),
progression, ECOG(lagged), ECOG, intracranial
progression (lagged), intracranial progression,
treatment(lagged)

time, quadratic time, age, quadratic age,
sex, race, baseline ECOG, strata at ran-
domization, progression (lagged), progression,
ECOG(lagged), ECOG, intracranial progression
(lagged), intracranial progression

Death time, quadratic time, age, quadratic age,
smoking history, strata at randomization,
ECOG(lagged), ECOG, treatment (lagged),
treatment, progression time

time, sex, measurable intracranial CNS disease,
strata at randomization, ECOG(lagged), ECOG,
intracranial progression (lagged), intracranial
progression, progression time

Abbreviations: ECOG, Eastern Cooperative Oncology Group score; CNS, Central Nervous System
✝ Specification 4 from g-formula analysis is the same as specification 1 but replacing 2 categories of ECOG with 3 categories.
Specification 5 from g-formula analysis is the same as specification 1 but without progression time.
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Table S7: Description of the covariates included in specification 2 of the parametric g-formula analysis

Specification✝ Control Experimental

Dependent Variable Independent Variables Independent Variables

Progression time, race, baseline ECOG, intracranial
progression (lagged), target lesion size
(lagged)

time, race, baseline ECOG, smoking his-
tory, strata at randomization, intracra-
nial progression (lagged), target lesion
size (lagged)

ECOG time, age, quadratic age, race, baseline
ECOG, smoking history, measurable in-
tracranial CNS disease, prior radiation
therapy, strata at randomization, pro-
gression (lagged), intracranial progres-
sion (lagged), target lesion size (lagged),
treatment(lagged)

time, quadratic time, age, quadratic age,
sex, race, baseline ECOG, smoking his-
tory, measurable intracranial CNS dis-
ease, prior radiation therapy, strata at
randomization, intracranial progression
(lagged), target lesion size (lagged)

2 Intracranial progression time, age, race, prior radiation ther-
apy, strata at randomization, progression
(lagged), progression

time, baseline ECOG, strata at random-
ization, progression (lagged), progression

Target lesion size time, quadratic time, age, sex, race,
baseline ECOG, measurable intracranial
central nervous system(CNS) disease,
prior radiation therapy, strata at random-
ization, progression, treatment(lagged)

time, quadratic time, age, quadratic age,
sex, race, baseline ECOG, strata at ran-
domization, progression

Death time, quadratic time, age, quadratic age,
smoking history, strata at randomization,
treatment (lagged), treatment, progres-
sion time

time, sex, measurable intracranial CNS
disease, strata at randomization, in-
tracranial progression (lagged), intracra-
nial progression, progression time

Abbreviations: ECOG, Eastern Cooperative Oncology Group score; CNS, Central Nervous System
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Table S8: Description of the covariates included in specification 3 of the parametric g-formula analysis

Specification✝ Control Experimental

Dependent Variable Independent Variables Independent Variables

Progression time, race, baseline ECOG, intracranial
progression (lagged), target lesion size
(lagged)

time, race, baseline ECOG, strata at
randomization, intracranial progression
(lagged), target lesion size (lagged)

ECOG time, age, quadratic age, race, baseline
ECOG, smoking history, measurable in-
tracranial CNS disease, prior radiation
therapy, strata at randomization, pro-
gression (lagged), intracranial progres-
sion (lagged), target lesion size (lagged),
treatment(lagged)

time, age, quadratic age, sex, race, base-
line ECOG, smoking history, measur-
able intracranial CNS disease, prior ra-
diation therapy, strata at randomization,
intracranial progression (lagged)

3 Intracranial progression time, age, prior radiation therapy, strata
at randomization, progression (lagged),
progression

time, baseline ECOG, strata at random-
ization, progression (lagged), progression

Target lesion size time, quadratic time, age, sex, race,
baseline ECOG, measurable intracranial
central nervous system(CNS) disease,
prior radiation therapy, strata at random-
ization, progression, treatment(lagged)

time, quadratic time, age, quadratic age,
sex, race, baseline ECOG, strata at ran-
domization, progression

Death time, age, quadratic age, strata at ran-
domization, treatment (lagged), treat-
ment, progression time

time, intracranial progression (lagged),
intracranial progression, progression time

Abbreviations: ECOG, Eastern Cooperative Oncology Group score; CNS, Central Nervous System


