A PFS B (0N

Variables n (%) HR (95%C1) P Variables n (%) HR (95%CI) P
All patients 101 (100.00) 0.89 (0.45 ~ 1.77) —— 0.749  All patients 101 (100.00) 1.41 (0.65 ~ 3.04) e 0.384
Sex Sex H

Female 10(9.90)  0.90(0.11~759) +— i — 0920 Female 10(9.90)  0.00(0.00~Inf) +————— 0999

Male 91(90.10)  0.89 (0.43 ~ 1.84) ————r 0.753 Male 91(90.10) 1.45(0.64 ~ 3.29) ———— 0.369
Age Age i

>63 47 (46.53)  0.86(0.32 ~ 2.29) p——+—— 0.759 >63 47 (46.53)  2.02(0.67 ~6.14) —t - 0.215

=63 54(53.47) 1.00(0.38 ~ 2.62) e 0992 <63 54(53.47) 1.15(0.37 ~ 3.56) ——e—— 0810
Smoking Smoking i

No 24(23.76) 0.47(0.10~220) ————+—— 0.335 No 24(23.76) 0.25(0.03~2.02) —o————— 0.193

Yes 77(76.24)  1.11(0.51 ~ 2.40) p—t——— 0.800 Yes 77(76.24)  2.00(0.81 ~4.92) — = 0133
PS Score PS Score

>1 2(1.98) 1.00 (1.00 ~ 1.00) ] NA >1 2(1.98) 1.00 (1.00 ~ 1.00) t NA

=1 99(98.02) 0.85(0.42 ~ 1.75) ] 0.665 <1 99(98.02)  1.33(0.59 ~ 2.96) e 0.492
Pathology Pathology !

Adeno 93(92.08) 0.89(0.45 ~ 1.78) b - 0.745 Adeno 93(92.08) 1.33(0.61 ~ 2.90) e 0.475

Other 5(4.95) NA NA Other 5(4.95) NA | NA

SCC 3(2.97) NA NA scc 3(2.97) NA i NA
Brain metastasis Brain metastasis i

No 76(75.25)  1.07 (0.51 ~2.23) e 0.865 No 76 (75.25)  1.85(0.80 ~ 4.27) e 0.148

Yes 25(24.75)  0.44(0.06 ~3.45) ———+—— 0.438 Yes 25(24.75) 0.47(0.05~4.08) +—e—t—— 0.491
PD-L1 PD-L1 i

<1% 19(23.46) 1.35(0.37 ~ 4.93) i 0.653 <1% 19(23.46)  2.54(0.53 ~12.04) ——— 0.241

=50% 34(41.98) 0.54(0.12~238) —e——+———— 0414 =50% 34(41.98) 2.14(0.41~11.23) —— 0.367

1-49% 28(34.57) 1.15(0.33 ~ 4.00) p——— 0.823 1-49% 28(34.57) 1.28(0.34~4.82) e 0.718
ATB ATB !

No 78(77.23)  0.84(0.37 ~ 1.90) ; -— {0678 No 78(77.23)  1.44(0.56 ~ 3.71) p————— 0.445

Yes 23(22.77)  1.00(0.27 ~ 3.66) e 0.998 Yes 23(22.77) 1.09(0.29 ~ 4.15) —————— 0.894
Treatment Treatment :

ICI 18(17.82) 1.35(0.36 ~ 5.10) p—————e—-— 0.659 ICI 18(17.82) 8.45(1.36 ~ 52.43) — 0.022

ICl combination 83 (82.18)  0.77 (0.34 ~ 1.75) ————i 0.532 ICl combination 83 (82.18)  0.98 (0.39 ~ 2.48) —————————— 0967

0 1 2 0 1 2
Better  Worse Better  Worse

Supplementary Figure S1. Exploratory subgroup analyses of the associations of
probiotic exposure with PFS (A) and OS (B) in advanced KRAS-mutated NSCLC
receiving IClIs. Hazard ratios (HRs) greater than 1 indicate a higher risk of disease
progression or death among patients with probiotic exposure relative to patients
without probiotic exposure. Horizontal lines represent 95% Cls. ATB, antibiotic
exposure; CI, confidence interval; ECOG PS, Eastern Cooperative Oncology Group
performance status; HR, hazard ratio; ICI, immune checkpoint inhibitor; NA, not
available; NSCLC, non-small cell lung cancer; OS, overall survival; PD-L1,
programmed death-ligand 1; PFS, progression-free survival; POB, probiotic exposure;

SCC, squamous cell carcinoma.



