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Supplementary Figure 1. (A) PD-L1 TPS in KRAS G12C NSCLC (n=47) and KRAS G12D (n=32) NSCLC. (B) ECOG PS in patients with KRAS G12C NSCLC and KRAS G12D NSCLC. (C) Distribution of metastatic sites in KRAS G12C (n=66) and KRAS G12D (n=55) NSCLC patients.
Supplementary Figure 2. The frequencies of the top tree comutated genes in KRAS G12C NSCLC and KRAS non-G12C NSCLC patients.
Supplementary Figure 3. (A) Objective response rate, (B) progression-free survival, and (C) overall survival in patients with locally advanced or advanced KRAS G12C NSCLC vs. KRAS G12D NSCLC.
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Supplementary Table 1. Baseline characteristics of patients with KRAS mutated non-small cell lung cancer.

	Clinical characteristic, n (%)
	Overall 
(n=231)
	Non-G12C
(n=163)
	G12C
(n=68)
	P

	Age (mean (SD))
	61.94 (9.53)
	61.85(10.01)
	62.13(8.35)
	0.84

	Gender, (%)
	
	
	
	<0.001

	Male
	186 (80.5)
	121 (74.2)
	65 (95.6)
	

	Female
	45 (19.5)
	42 (25.8)
	3 (4.4)
	

	Smoking status, (%)
	
	
	
	0.001

	Current/Former
	154 (66.7)
	97 (59.5)
	57 (83.8)
	

	Never
	69 (29.9)
	61 (37.4)
	8 (11.8)
	

	NA
	8 (3.5)
	5 (3.1)
	3 (4.4)
	

	Pack-years, (mean (SD))
	25.30(24.75)
	21.46(23.33)
	34.62(25.78)
	<0.001

	Comorbidities, (%)
	
	
	
	0.147

	Yes
	155 (67.1)
	103 (63.2)
	52 (76.5)
	

	No
	71 (30.7)
	56 (34.4)
	15 (22.1)
	

	NA
	5 (2.2)
	4 (2.5)
	1 (1.5)
	

	ECOG PS, (%)
	
	
	
	0.373

	0-1
	209 (90.5)
	147 (90.2)
	62 (91.2)
	

	≥2
	13 (5.6)
	8 (4.9)
	5 (7.4)
	

	NA
	9 (3.9)
	8 (4.9)
	1 (1.5)
	

	Histology, (%)
	
	
	
	0.459

	Adenocarcinoma
	207 (89.6)
	144 (88.3)
	63 (92.6)
	

	Others
	24 (10.4)
	19 (11.7)
	5 (7.4)
	

	Concurrent pathogenic mutations, (%)
	
	
	
	0.807

	Yes
	145 (62.8)
	101 (62.0)
	44 (64.7)
	

	No
	86 (37.2)
	62 (38.0)
	24 (35.3)
	

	Stage at diagnosis, (%)
	
	
	
	0.18

	Ⅰ
	22 (9.5)
	19 (11.7)
	3 (4.4)
	

	Ⅱ
	8 (3.5)
	7 (4.3)
	1 (1.5)
	

	Ⅲ
	47 (20.3)
	35 (21.5)
	12 (17.6)
	

	Ⅳ
	141 (61.0)
	92 (56.4)
	49 (72.1)
	

	NA
	13 (5.6)
	10 (6.1)
	3 (4.4)
	

	PD-L1 TPS, (%)
	
	
	
	0.35

	＜1%
	84 (36.4)
	61 (37.4)
	23 (33.8)
	

	1%-49%
	40 (17.3)
	32 (19.6)
	8 (11.8)
	

	≥50%
	45 (19.5)
	29 (17.8)
	16 (23.5)
	

	NA
	62 (26.8)
	41 (25.2)
	21 (30.9)
	

	TMB, (%)
	
	
	
	0.627

	High
	19 (8.2)
	14 (8.6)
	5 (7.4)
	

	Low
	27 (11.7)
	21 (12.9)
	6 (8.8)
	

	NA
	185 (80.1)
	128 (78.5)
	57 (83.8)
	


Abbreviations: NA, not available; ECOG PS, Eastern Cooperative Oncology Group Performance Status; PD-L1, programmed cell death ligand 1; TPS, tumor proportion score; TMB, tumor mutational burden.

Supplementary Table 2. Baseline clinicopathologic characteristics of patients with locally advanced or advanced non-small cell lung cancer according to KRAS mutation (G12C versus G12D).
	Clinical characteristics
	Before PSM
	p
	After PSM
	p

	
	G12C
(n=49) 
	G12D
(n=22)
	
	G12C
(n=49)  
	G12D
(n=14)
	

	Age, (%)
	
	
	0.351
	
	
	0.660

	<60
	23 (46.9)
	7 (31.8)
	
	23 (46.9)
	5 (35.7)
	

	≥60
	26 (53.1)
	15 (68.2)
	
	26 (53.1)
	9 (64.3)
	

	Gender, (%)
	
	
	0.001
	
	
	0.448

	Female
	2 (4.1)
	8 (36.4)
	
	2 (4.1)
	2 (14.3)
	

	Male
	47 (95.9)
	14 (63.6)
	
	47 (95.9)
	12 (85.7)
	

	Smoking status, (%)
	
	
	0.001
	
	
	0.065

	Current/Former
	43 (87.8)
	11 (50.0)
	
	43 (87.8)
	9 (64.3)
	

	Never
	5 (10.2)
	11 (50.0)
	
	5 (10.2)
	5 (35.7)
	

	NA
	1 (2.0)
	0 (0.0)
	
	1 (2.0)
	0 (0.0)
	

	Comorbidities, (%)
	
	
	0.127
	
	
	0.786

	Yes
	37 (75.5)
	12 (54.5)
	
	37 (75.5)
	10 (71.4)
	

	No
	11 (22.4)
	10 (45.5)
	
	11 (22.4)
	4 (28.6)
	

	NA
	1 (2.0)
	0 (0.0)
	
	1 (2.0)
	0 (0.0)
	

	ECOG PS, (%)
	
	
	1.000
	
	
	1.000

	0-1
	46 (93.9)
	21 (95.5)
	
	46 (93.9)
	13 (92.9)
	

	≥2
	3 (6.1)
	1 (4.5)
	
	3 (6.1)
	1 (7.1)
	

	Histology, (%)
	
	
	1.000
	
	
	0.863

	Adenocarcinoma
	45 (91.8)
	20 (90.9)
	
	45 (91.8)
	12 (85.7)
	

	Others
	4 (8.2)
	2 (9.1)
	
	4 (8.2)
	2 (14.3)
	

	Concurrent pathogenic mutations, (%)
	
	
	0.973
	
	
	1.000

	Yes
	33 (67.3)
	14 (63.6)
	
	33 (67.3)
	9 (64.3)
	

	No
	16 (32.7)
	8 (36.4)
	
	16 (32.7)
	5 (35.7)
	

	Stage at diagnosis, (%)
	
	
	0.068
	
	
	0.390

	ⅢB
	6 (12.2)
	1 (4.5)
	
	6 (12.2)
	0 (0.0)
	

	ⅢC
	0 (0.0)
	2 (9.1)
	
	0 (0.0)
	0 (0.0)
	

	Ⅳ
	43 (87.8)
	19 (86.4)
	
	43 (87.8)
	14 (100.0)
	

	PD-L1 expression, (%)
	
	
	0.578
	
	
	0.823

	＜1%
	19 (38.8)
	8 (36.4)
	
	19 (38.8)
	6 (42.9)
	

	1%-49%
	7 (14.3)
	3 (13.6)
	
	7 (14.3)
	3 (21.4)
	

	≥50%
	12 (24.5)
	3 (13.6)
	
	12 (24.5)
	2 (14.3)
	

	NA
	11 (22.4)
	8 (36.4)
	
	11 (22.4)
	3 (21.4)
	

	TMB, (%)
	
	
	0.510
	
	
	0.222

	High
	5 (10.2)
	1 (4.5)
	
	5 (10.2)
	1 (7.1)
	

	Low
	5 (10.2)
	4 (18.2)
	
	5 (10.2)
	4 (28.6)
	

	NA
	39 (79.6)
	17 (77.3)
	
	39 (79.6)
	9 (64.3)
	

	Immunotherapy background, (%)
	
	
	0.895
	
	
	1.000

	Yes
	18 (36.7)
	7 (31.8)
	
	18 (36.7)
	5 (35.7)
	

	No
	31 (63.3)
	15 (68.2)
	
	31 (63.3)
	9 (64.3)
	

	Total lines of therapy, (%)
	
	
	0.132
	
	
	0.128

	1
	38(77.6)
	16(72.7)
	
	37(77.1)
	13(92.9)
	

	2
	10(20.4)
	3(13.6)
	
	10(20.8)
	0(0.0)
	

	≥3
	1(2.0)
	3(13.6)
	
	1(2.1)
	1(7.1)
	


Abbreviations: NA, not available; ECOG PS, Eastern Cooperative Oncology Group Performance Status; PD-(L)1, programmed death (ligand) 1; TPS, tumor proportion score; TMB, tumor mutational burden.

Supplementary Table 3. Baseline clinical characteristics of patients with locally advanced or advanced NSCLC who received PD-(L)1 blockade-based treatment, according to KRAS mutation (G12C versus non-G12C).
	Clinical characteristics
	Before PSM
	p
	After PSM
	p

	
	G12C
(n=20) 
	Non-G12C
(n=23)
	
	G12C
(n=20)  
	Non-G12C
(n=16)
	

	Age, (%)
	
	
	0.225
	
	
	0.515

	<60
	10 (50.0)
	7 (30.4)
	
	10 (50.0)
	6 (37.5)
	

	≥60
	10 (50.0)
	16 (69.6)
	
	10 (50.0)
	10 (62.5)
	

	Gender, (%)
	
	
	0.024
	
	
	1.000

	Female
	1 (5.0)
	8 (34.8)
	
	1 (5.0)
	1 (6.2)
	

	Male
	19 (95.0)
	15 (65.2)
	
	19 (95.0)
	15 (93.8)
	

	Smoking status, (%)
	
	
	0.107
	
	
	0.470

	Current/Former
	16 (80.0)
	12 (52.2)
	
	16 (80.0)
	11 (68.8)
	

	Never
	4 (20.0)
	11 (47.8)
	
	4 (20.0)
	5 (31.2)
	

	Comorbidities, (%)
	
	
	0.741
	
	
	0.846

	Yes
	13 (65.0)
	15 (65.2)
	
	13 (65.0)
	12 (75.0)
	

	No
	6 (30.0)
	8 (34.8)
	
	6 (30.0)
	4 (25.0)
	

	NA
	1 (5.0)
	0 (0.0)
	
	1 (5.0)
	0 (0.0)
	

	ECOG PS, (%)
	
	
	
	
	
	

	0-1
	20 (100.0)
	23 (100.0)
	
	20 (100.0)
	16 (100.0)
	

	Histology, (%)
	
	
	1.000
	
	
	0.444

	Adenocarcinoma
	20 (100.0)
	22 (95.7)
	
	20 (100.0)
	15 (93.8)
	

	Others
	0 (0.0)
	1 (4.3)
	
	0 (0.0)
	1 (6.2)
	

	Concurrent pathogenic mutations, (%)
	
	
	1.000
	
	
	0.722

	Yes
	15 (75.0)
	17 (73.9)
	
	15 (75.0)
	11 (68.8)
	

	No
	5 (25.0)
	6 (26.1)
	
	5 (25.0)
	5 (31.2)
	

	Stage at diagnosis, (%)
	
	
	0.356
	
	
	0.214

	ⅢB
	1 (5.0)
	3 (13.0)
	
	1 (5.0)
	2 (12.5)
	

	ⅢC
	0 (0.0)
	2 (8.7)
	
	0 (0.0)
	2 (12.5)
	

	Ⅳ
	19 (95.0)
	18 (78.3)
	
	19 (95.0)
	12 (75.0)
	

	PD-L1 expression, (%)
	
	
	0.064
	
	
	0.077

	＜1%
	11 (55.0)
	4 (17.4)
	
	11 (55.0)
	3 (18.8)
	

	1%-49%
	5 (25.0)
	9 (39.1)
	
	5 (25.0)
	6 (37.5)
	

	≥50%
	2 (10.0)
	7 (30.4)
	
	2 (10.0)
	6 (37.5)
	

	NA
	2 (10.0)
	3 (13.0)
	
	2 (10.0)
	1 (6.2)
	

	TMB, (%)
	
	
	0.527
	
	
	0.622

	High
	5 (25.0)
	4 (17.4)
	
	5 (25.0)
	3 (18.8)
	

	Low
	5 (25.0)
	10 (43.5)
	
	5 (25.0)
	7 (43.8)
	

	NA
	10 (50.0)
	9 (39.1)
	
	10 (50.0)
	6 (37.5)
	

	Line of therapy, (%)
	
	
	1.000
	
	
	1.000

	1L
	18 (90.0)
	21 (91.3)
	
	18 (90.0)
	14 (87.5)
	

	2L
	2 (10.0)
	2 (8.7)
	
	2 (10.0)
	2 (12.5)
	

	Total lines of therapy, (%)
	
	
	0.229
	
	
	0.226

	1
	16 (80.0)
	15 (65.2)
	
	16 (80.0)
	10 (62.5)
	

	2
	4 (20.0)
	5 (21.7)
	
	4 (20.0)
	4 (25.0)
	

	≥3
	0 (0.0)
	3 (13.1)
	
	0 (0.0)
	2 (12.5)
	

	Regimen, (%)
	
	
	1.000
	
	
	1.000

	PD-(L)1 monotherapy

	6 (30.0)
	6 (26.1)
	
	6 (30.0)
	4 (25.0)
	

	PD-(L)1+Chemotherapy
	14 (70.0)
	17 (73.9)
	
	14 (70.0)
	12 (75.0)
	


Abbreviations: NA, not available; ECOG PS, Eastern Cooperative Oncology Group Performance Status; PD-(L)1, programmed death (ligand) 1; TPS, tumor proportion score; TMB, tumor mutational burden. *Fisher exact test.

Supplementary Table 4. Baseline clinical characteristics of patients with locally advanced or advanced KRAS G12C NSCLC according to immunotherapy (Non-immunotherapy versus Immunotherapy).

	Clinical characteristic, n (%)
	Overall 
(n=49)
	Non-immunotherapy
(n=31)
	Immunotherapy
(n=18)
	P

	Age (mean (SD))
	
	
	
	1.000

	  <60
	23 (46.9) 
	15 (48.4) 
	8 (44.4) 
	

	  ≥60
	26 (53.1) 
	16 (51.6) 
	10 (55.6) 
	

	Gender, (%)
	
	
	
	1.000

	Male
	2 (4.1) 
	1 (3.2) 
	1 (5.6) 
	

	Female
	47 (95.9) 
	30 (96.8) 
	17 (94.4) 
	

	Smoking status, (%)
	
	
	
	0.085

	Current/Former
	43 (87.8) 
	29 (93.5) 
	14 (77.8) 
	

	Never
	5 (10.2) 
	1 (3.2) 
	4 (22.2) 
	

	NA
	1 (2.0) 
	1 (3.2) 
	0 (0.0) 
	

	Comorbidities, (%)
	
	
	
	0.135

	Yes
	37 (75.5) 
	26 (83.9) 
	11 (61.1) 
	

	No
	11 (22.4) 
	5 (16.1) 
	6 (33.3) 
	

	NA
	1 (2.0) 
	0 (0.0) 
	1 (5.6) 
	

	ECOG PS, (%)
	
	
	
	1.000

	0-1
	46 (93.9) 
	29 (93.5) 
	17 (94.4) 
	

	≥2
	3 (6.1) 
	2 (6.5) 
	1 (5.6) 
	

	Histology, (%)
	
	
	
	0.294

	Adenocarcinoma
	45 (91.8) 
	27 (87.1) 
	18 (100.0) 
	

	Others
	4 (8.2) 
	4 (12.9) 
	0 (0.0) 
	

	Concurrent pathogenic mutations, (%)
	
	
	
	0.384

	Yes
	33 (67.3) 
	19 (61.3) 
	14 (77.8) 
	

	No
	16 (32.7) 
	12 (38.7) 
	4 (22.2) 
	

	Stage at diagnosis, (%)
	
	
	
	0.524

	ⅢB
	6 (12.2) 
	5 (16.1) 
	1 (5.6) 
	

	Ⅳ
	43 (87.8) 
	26 (83.9) 
	17 (94.4) 
	

	PD-L1 TPS, (%)
	
	
	
	0.071

	＜1%
	19 (38.8) 
	9 (29.0) 
	10 (55.6) 
	

	1%-49%
	7 (14.3) 
	3 (9.7) 
	4 (22.2) 
	

	≥50%
	12 (24.5) 
	10 (32.3) 
	2 (11.1) 
	

	NA
	11 (22.4) 
	9 (29.0) 
	2 (11.1) 
	

	Total lines of therapy, (%)
	[bookmark: _GoBack]
	
	
	

	1
	38(77.6)
	23(74.2)
	15(83.3)
	0.638

	2
	10(20.4)
	7(22.6)
	3(16.7)
	

	≥3
	1(2.0)
	1(3.2)
	0(0.0)
	


Abbreviations: NA, not available; ECOG PS, Eastern Cooperative Oncology Group Performance Status; PD-(L)1, programmed death (ligand) 1; TPS, tumor proportion score. 
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