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eFigure 1: Flowchart showing the number of patients included for our analyses.
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eFigure 2: On-treatment mGPS in the high-risk subgroup
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eFigure 3: The on-treatment mGPS predicts treatment response in the IMmotion151
discovery cohort. On-treatment mGPS, for the whole cohort but also the mGPS subgroups, is
significantly associated with response at the time at first radiological staging as defined by IRC
RECIST evaluation. Sample sizes for the mGPS subgroups are shown above the bar. PD,
progressive disease; SD, stable disease; CR/PR, partial or complete remission.

© 2023 Saal J et al. JAMA Network Open.



MGPS == 0 == 1 =~ 2

mGPS at 12 weeks mGPS at 24 weeks mGPS at 35 weeks

1.00 1.00 1.001
0.75 0.75 0.75
7] 0 @
o O (o]
] S G
z 2 z
£ 050 2 0501 £ 0.50
= =3 F-1
< [ [
a =% a
0.251 0.251 0.25

p < 0.0001 p <0.0001 p < 0.0001
0.00 0.00 0.00

0 3 6 9 12 15 18 21 24 0 3 8 9 12 15 18 21 24 0 3 6 9 12 15 18 21 24

overall survival (months) overall survival (months) overall survival (months)

Number at risk Number at nigk Number &t risk
447 447 441 426 406 302 175 84 19 wmm 342 342 342 336 330 244 137 71 13 w256 286 266 2866 261 197 113 64 11
w190 188 176 158 143 98 52 19 7 wwm 422 122 122 114 103 77 45 19 § == 70 !0 70 B8 65 44 29 14 S
- 54 54 38 30 25 17 5 1 0w 2121 21 18 12 9 3 2 1 - 20021 21 2 17 w5 2 0

eFigure 4: In the Phase 3 IMmotion151 trial, on-treatment mGPS predicts outcomes at 12, 24

and 35 weeks.
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eTable 1: Baseline characteristics in the IMmotion151 cohort, stratified by mGPS at first

staging.
Characteristic
age (years)

<65

sex
female
male
IMDC score
low risk
intermediate risk
high risk
PD-L1 status (IC score 21)
negative
positive
prior nephrectomy
Karnofsky performance status
<80
80-90
100

Unknown

N =691

443 (64%)

248 (36%)

177 (26%)

514 (74%)

172 (25%)

426 (62%)

93 (13%)

424 (61%)

267 (39%)

520 (75%)

141 (21%)

250 (36%)

296 (43%)

4
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eTable 2: Univariate and multivariate Cox-regression analysis of the entire IMmotion151
cohort for on-treatment mGPS and IRC-RECIST at first staging.

os PFS

Characteristic N HR’ 95%Cl’ p-value N HR’ 95%Cl" p-value
univariate cox, all patients
mGPS at first staging 611 611

0 —_ — —_ —_

1 293 1.98,4.34 <0.001 1.88 1.51,2.35 <0.001

2 8.88 5.48,14.4 <0.001 3.83 2.70,5.44 <0.001
response in first staging (IRC) 611 611

CR/PR — - — —

SD 206 113,3.74 0.018 1.36 1.04,179 0.025

PD 9.21 5.00,17.0 <0.001 6.84 5.00,9.35 <0.001
multivariate cox, all patients
response in first staging (IRC) 611 611

CR/PR — — — —

SD 1.67 091,305 0.0 1.23 094,162 013

PD 6.08 3.24,11.4 <0.001 556 4.02,7.68 <0.001
mGPS at first staging 611 611

0 —_ —_ —_ —_

1 2.32 1.55,3.46 <0.001 1.57 1.25,1.98 <0.001

2 6.21 3.78,10.2 <0.001 279 194,4.00 <0.001

T"HR = Hazard Ratio, Cl = Confidence Interval
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eTable 3: Univariate Cox-regression analysis for mGPS for the IRC-RECIST subgroups in the
IMmotion151 trial.

oS PFS
Characteristic N HR' 95%Cl" p-value N HR’ 95%CI" p-value
CR/PR
mGPS at first staging 150 150
0 — — — —

1 275 082,925 0.10 217 127,371 0.004
2 8.67 1.06,71.0 0.044 111 3.36, 36.8 <0.001
SD

mGPS at first staging 356 356
0 — — — —

1 2.52 145,437 <0.001 150 1.11,2.04 0.009
2 6.52 3.20,13.3 <0.001 258 1.54,4.30 <0.001
PD

mGPS at first staging 105 105
0 — — — —
1 192 099, 372 0.052 1.38 0.88, 2.14 0.2
2 534 254,11.2 <0.001 2.00 113,354 0.018

"HR = Hazard Ratio, Cl = Confidence Interval

© 2023 Saal J et al. JAMA Network Open.



