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Collected patients with advanced gastric or gastroesophageal Excluded (n=1990)

junction cancer treated with ICls from Jan 2019 to Mar 2023, 1. Other primary

with follow-up until Aug 31, 2023. (n =2607) malignancies (n=17)
2. No assessable lesions or

irregular evaluations (n=92)
3. Incomplete two-cycle
treatment (n=668)

4. Missing clinical data
(n=409)

5. Missing follow-up data
(n=642)

6. Others (n=162)

Training cohort Validation cohort
(n=432) (n=185)

PNI, NLR, PLT, MLR, NMR, SII, NLPR, AlSI, SIRI,
RAR, RPR, RLR and HPR were constructed

Analysis
ROC curves were used to select the best cutoff values

LASSO-univariate Cox/Logistic-multivariate Cox/
Logistic regression analyses were used to identify
the independent factors for OS, PFS and ORR

Nomogram models were established based on
the independent factors for OS, PFS and ORR

C-index, ROC curves, AUC, calibration curves, and decision curves were used to validate the
predictive value of the nomograms

C-index, DCA, NRI and IDI were used to compare the prediction performance among different models

Kaplan-Meier analysis was applied to explore the relationship between factors and survival
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Characteristic pCR Non-pCR P value

Age (year) ‘ 0.157
Sex
Male 9 3 0.422
Female 6 ‘ 2
Tumor site
Colon 10 3 0.999
Rectum 4 1
Pathological type
Adenocarcinoma ’ 13 4 0.998
Mucinous adenocarcinoma 2 1
TNM Stage
I 12 5 0.998
IVa 3 0
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Tumor Tumor Lymph node mph node
. Tumor i Tumor 3 :
maximum - maximum 2 maximum maximum
di thickness . thickness : X 0
patient iameter e diameter - d!ameter (short dlametgr clinical Tumor
before reatment after treatment diameter) (short diame-  Response Response
treatment () treatment {em) before treat- ter) after
(cm) (cm) ment(cm) treatment(cm)
1 72 24 15 05 0 0 1" rectum PCR
2 63 29 25 0.4 24 12 1 PCR
3 NA NA 52 2 NA NA NA PCR
4 93 36 1 05 08 04 PR PCR
5 4.1 22 15 02 07 0.5 PR PCR
6 28 24 18 17 NA NA PR PCR
7 NA NA 5 07 NA NA NA PCR
8 6 18 NE 12 05 0.5 2 PR
9 31 12 2 07 11 0.5 ] PCR
10 67 35 28 21 i 0.4 PR PCR
11 5 23 4 0.8 07 0.5 SD PR
12 73 55 87 16 06 0.6 PD PD
13 59 19 15 0.9 05 0.4 <CR PCR
14 58 23 25 04 13 1.0 PR PCR
15 7.6 29 23 2 08 0.6 PR PCR
16 7.7 27 3 0.6 0.6 0.4 PR PCR
17 11 21 5 15 07 0.5 PR PCR
18 59 25 2 15 0.7 0.5 1" PCR
19 7.6 32 4 15 13 2 PR PR
20 4 15 5 15 18 13 PD PD

PR, partial response; SD, stable disease; PD, progressive discase cCR, clinical complete response; “IRG, tumor regression grade; NA, not available; NE, not evaluable.
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Adverse Events

Grade 1-2 (%)

Grade 3-4 (%)

Any 9 (45) 1(5)
ALT increased 4 (20) 1(5)
Rash ‘ 2 (10) 0 (0)
Thyroid dysfunction 3 (15) 0 (0)
autoimmune myocarditis 1(5) 0 (0)
gastrointestinal reaction V 1(5) 0 (0)
surgery-related 0 (0) 0 (0)
Anastomotic leak 0 (0) 0 (0)
Obstruction/Ileus 0 (0) 0 (0)
Surgical Site infection 0 (0) 0 (0)
Urinary Retention 0 (0) 0 (0)
Chylous Ascites 0 (0) 0 (0)
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Characteristic NO. (%)

Age (year) 56 (27-71)

Sex ‘
Male 11 (55)
Female 9 (45)

Tumor site ‘
Colon 13 (65) |
Rectum 5(25)

Multiple primary colorectal cancer 2 (10)

Histological Grade ‘

Medium or Well-differentiated NA
Poor differentiated 6 (30)

Pathological type ‘

7 Adenocarcinoma 17 (85)

Mucinous adenocarcinoma 3(15)

Drug of ICB ‘
Single-agent 8 (40) |
Two-drug 12 (60)

Loss of expression of MMR proteins ‘

MSH2 only 4 (20)
PMS2 only 2(10)
MLHI1 and PMS2 7 (35)
MSH2 and MSH6 4 (20)
MSHI, MSH2 and PMS2 2 (10)
MSI status ‘
MSI-H 12 (60)
Not tested V 8 (40)

Pathological TNM Stage ‘

it 1(5)
11 16 (80)
IVa 3 (15)
Liver only 2
Distant Lymph Node only 1

NA, not avaliable.
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MSI ug Dose of Neoadjuvant

Gender Clinic TNM Surger
context of ICB ICB(mg) Chemotheropy gery
Lynch
T3NOMO XELOX Anteri i
1 56 male syndrome, NA <IN Pembrolizumab = 200 q3w*3 o . n erior re.sec on *
and cT4aN1MO +Rectal radiotherapy  Right hemicolectomy
dMMR
Lynch
sy:;rome Anterior resection +
2 53 female d)l,vIMR > NA T4aN2MO Pembrolizumab | 200 g3w'8 | NO Hysterectomy and
SSEH double adnexectomy
Sporadic, o .
3 46 male v NA CT4NXM1 Sintilimab 200 g3w10 | NO Left hemicolectomy
Sporadic, i F
4 37 male NA CT4bNIMIL Sintilimab 200 g3w NO Left hemicolectomy
dMMR,
Sporadic, . ) )
5 50 female o NA CT3-40NIMO | Tislelizumab | 200 g3w*2 | XELOX'1 Right hemicolectomy
Sporadic, Retroperitoneal Retroperitoneal
6 68 female dMMR, KRAS Iymph Tislelizumab 200 q3w*2 | FOLFIRI] ; : .
MSI-H node metastasis ymphiadencetomy
Sporadic, Radical resection of
7 48 male dMMR, NA CT4bNIMO Tislelizumab 200 g3w'8  XELOX*3 sigmoid carcinoma +
MSI-H partial cystectomy
Lynch
8 27 female syndrome, | NA cT3NIMO Tislelizumab 200 @3w*3 | NO Watch and wait
dMMR,
Sporadic, Nivolumab Laparoscopic robot-
9 71 male dMMR, KRAS CT3NIMO plus 200 + 50 NO assisted anterior
MSI-H ipilimumab rectal resection
L
yach Nivolumab
syndrome, : .
10 59 male it NA ¢T4aNIMO plus 240 + 80 NO Right hemicolectomy
e ipilimumab
Lynch
sy“;mme Nivolumab
11 35 male dEMR > | NA CT3NIMO plus 240 + 50 NO Right hemicolectomy
) ipilimumab
MSI-H
Lynch
y"; Nivolumab
12 67 male ZYM“N'[‘]’{mE‘ KRAS CT4ANIMO plus 200 + 50 NO Anterior resection
S ipilimumab
Sporadic, Nivolumab FOLFOX*1 Laparosconic
13 50 female dMMR, NO <T3N2MO plus 200 + 50 Before PAISEOR
3 ) left hemicolectomy
MSI-H ipilimumab immunotherapy
Sporadic, Nivolumab _
Laparoscopic
14 34 female dMMR, NA CT3NIMO plus 200 + 64 NO RN
MSL-H ipilimumab Tight hemicolectomy
Sporadic, Nivolumab Levarosconi
15 47 male dMMR, NA ¢T4aNIMO plus 200 + 65 NO Sl g
B left hemicolectomy
MSI-H ipilimumab
Sporadic, Nivolumab B )
16 53 male dMMR, KRAS cT4aN1MO plus 240 + 74 NO i é’ '”l‘_l“’:i"*’l‘:a .
MSI-H ipilimumab S5 RepieReromy
Sporadic, Nivolumab B )
17 57 female dMMR, NA cT4aN1MO plus 150 + 50 NO paroscopic
i left hemicolectomy
MSI-H ipilimumab
Sporadic, Nivolumab ——
18 2 male dMMR, NA CT3N1MO plus 200 + 50 NO paroscoplc anteno
o rectal resection
MSI-H ipilimumab
Sporadic, Nivolumab - )
19 34 male dMMR, NA <T3N1MO plus 195 + 50 NO o i‘:’:s :‘p ’Cl om
MSI-H ipilimumab LDy
Sporadic, Nivolumab )
Laparoscopic
20 37 female dMMR, NA T4aNIMO plus 200 + 44 NO o
MSL-H ipilimumab Pk hesienRy

ICB, Immune Checkpoint Block; pCR, pathological complete response; PR, partial response; TRG, tumor regression grade; MSI, microsatellite instability; dMMR, mismatch repair-deficient.
NA, not avaliable.
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Sex (n, %) 0.347
female 12 (14.1) 8 (17.4) 4 (10.3)
male 73 (85.9) 38 (82.6) 35 (89.7)
Age (median, Q1-3, years) 64 (57-69) 63 (57-68) 64 (57-69) 0.744
BMI (median, Q1-3, Kg/m?) 21.8 (19.8-23.1) 216 (19.6-22.6) 21.8 (20.2-23.6) 0359
Tumor location (n, %) 0.419
upper 10 (11.8) 5(10.9) 5(12.8)
middle 37 (43.5) 23 (50.0) 14 (35.9)
lower 38 (44.7) 18 (39.1) 20 (51.3)
Differentiation (n, %) 0.204
well 5 (17.6) 9 (19.6) 6 (15.4)
moderate 33 (38.8) 21 (45.7) i 12 (30.8)
poor 37 (43.6) 16 (34.7) 21 (53.8)
Vessel invasion (n, %) 27 (20.9) 12 (26.1) 15 (38.5) 0.222
Perineural invasion (n, %) 27 (31.8) 14 (30.4) 13 (33.3) 0.775
Tumor length (median, Q1-3, cm) 3.00 (2.00-4.20) 2.80 (1.88-3.78) 3.20 (2.50-4.60) 0.012
Immunotherapy (n, %) 0.097
nivolumab 4(47) 1(22) 3(7.7)
pembrolizumab 14 (16.5) 6 (13.0) 8 (20.5)
camrelizumab 44 (51.8) 30 (65.2) 14 (35.9)
‘ tislelizumab 16 (18.8) 6 (13.0) 10 (25.6)
| sinilimab 7(82) 3(66) 4(103)
Surgical method (n, %) 0.082
McKeown 68 (80.0) 40 (87.0) 28 (71.8)
Tvor-Lewis 17 (20.0) 6 (13.0) 11 (282)
ypT stage (n, %) 0.055
lin 8 (9.4) 7 (15.2) 1(2.6)
T2 23 (27.1) 15 (32.6) 8(20.5)
T3 37 (43.5) 18 (39.1) 19 (48.7)
T4 17 (20.0) 6 (13.0) 11 (28.2)
yPpN stage (n, %) 0.145
N1 48 (56.5) 27 (58.7) 21 (53.8)
N2 26 (30.6) 16 (34.8) 10 (25.7)
N3 11 (12.9) 3(6.5) 8(20.5)
YPTNM stage (n, %) 0.044
stage ITTA 19 (22.4) 13 (28.3) 6 (15.4)
stage I1IB 42 (49.4) 5(54.3) 17 (43.6)
stage IVA 24 (28.2) 8 (17.4) 16 (41.0)
Total LNs (median, Q1-3, n) 21 (17-29) 20 (15-27) 22 (20-30) 0.064
Positive LNs (median, Q1-3, n) 2 (1-4) 1(0-3) 2(1-6) 0.007
Negative LNs (median, Q1-3, n) 19 (15-26) 18 (14-26) 20 (15-26) 0.466

ESCC, esophageal squamous cell carcinoma; NICT, neoadjuvant immunochemotherapy; AIT, adjuvant immunotherapy; BMI, body mass index; SD: standard deviation; TNM, tumor node

metastasis; PCR, pathological complete response; LN, lymph node.
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Sex (n, %) 0.360

female 25 (11.6) 18 (13.1) 7 (9.0)
male 190 (88.4) 119 (86.9) 71 (91.0)
Age (median, Q1-3, years) 64 (57-69) 64 (57-68) 64.5 (58-69) 0.646
BMI (median, Q1-3, Kg/m?) 21.7 (20.2-22.6) 21.5 (20.4-22.5) 21.7 (20.1-23.1) 0632
Tumor location (n, %) 0412
upper 20 (9.3) 15 (10.9) 5 (6.4)
middle 124 (57.7) 80 (58.4) 44 (56.4)
lower 71 (33.0) 42 (30.7) 29 (37.2)
Differentiation (n, %) 0.002
well 49 (22.8) | 39 (28.5) i 10 (12.8)
moderate 95 (44.2) 63 (46.0) 32 (41.0)
poor 71 (33.0) 35 (25.5) 36 (46.2)
Vessel invasion (n, %) 45 (20.9) 20 (14.6) 25 (32.1) 0.002
Perineural invasion (n, %) 47 (21.9) 24 (17.5) 23 (29.5) 0.041
Tumor length (median, Q1-3, cm) 1.90 (0.0-3.0) 1.20 (0.0-2.6) 2.75 (1.2-4.0) <0.001
Immunotherapy (n, %) 0.052
nivolumab 12 (5.6) 7 (5.1) 5 (6.4)
pembrolizumab 27 (12.6) 13 (9.5) 14 (17.9)
camrelizumab 118 (54.8) 85 (62.0) 33 (423)
tislelizumab 43 (20.0) 22 (16.1) 21 (26.9)
sintilimab 15 (7.0) 10 (7.3) 5(64)
Surgical method (n, %) 0.386
McKeown 185 (86.0) 120 (87.6) 65 (83.3)
Tvor-Lewis 30 (14.0) 17 (12.4) 13 (16.7)
PCR (n, %) 65 (30.2) 54 (39.4) 11 (14.1) <0.001
ypT stage (n, %) <0.001
TO 65 (30.2) 54 (39.4) 11 (14.1)
T1 35 (16.3) 24 (17.5) 11 (14.1)
T2 38 (17.7) 27 (19.7) 11 (14.1)
T3 57 (26.5) 25 (182) 32 (41.0)
T4 20 (9.3) 7(52) 13 (16.7)
ypN stage (n, %) 0.023
NoO 130 (60.5) 91 (66.4) 39 (50.0)
N1 48 (22.3) 27 (19.7) 21 (26.9)
N2 26 (12.1) 16 (11.7) 10 (12.8)
N3 11 (5.1) 3(22) 8(10.3)
| YPTNM stage (n, %) <0001
[ stage 0 65 (30.2) 54 (39.4) 11 (14.1)
stage I 42 (19.5) 29 (21.2) 13 (16.7)
stage 1T 20 (9.3) 7 (5.1) 13 (16.7)
stage 11T 64 (29.8) 39 (285) 25 (32.1)
stage IV 24 (11.2) 8(5.8) 16 (20.5)
Total LNs (median, Q1-3, n) 20 (16-26) 19 (15-25) 22 (18-29) 0.009
Positive LNs (median, Q1-3, n) 0(0-1) 0(0-1) 1(0-2) 0.001
Negative LNs (median, Q1-3, n) 19 (15-26) 18 (14-25) 20 (16-26) 0.130

ESCC, esophageal squamous cell carcinoma; NICT, neoadjuvant immunochemotherapy; AIT, adjuvant immunotherapy; BMI, body mass index; SD, standard deviation; TNM, tumor node
metastasis; PCR, pathological complete response; LN, lymph node.
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Chemotherapy Chemotherapy + ICI

Any (%) >3 grade (%) Any (%) >3 grade (%)

Leucopenia 20 (18.2%) 0 17 (17%) 1(1%) 0.822 0.476
Neutropenia 8 (7.3%) 5 (4.5%) 13 (13%) 2 (2%) 0.167 0.521
Anemia 75 (68.2%) 17 (15.5%) 82 (82%) 21 (21%) 0.021 0.297
Thrombocytopenia 17 (15.5%) ‘ 5 (4.5%) 18 (18%) » 7 (7%) 0.621 0.444
ALT increase 11 (10.0%) 1(0.9%) 14 (14%) 3 (3%) 0.371 0.547
AST increase 23 (20.9%) 10 (9.1%) 31 (31%) 14 (14%) 0.095 0.264
Creatinine increase 9 (8.2%) 3 (2.7%) 10 (10%) 1(1%) 0.646 0.682
Vomiting 56 (50.9%) 4 (3.6%) 52 (52%) 5 (5%) 0.874 0.884
Peripheral neuropathy 78 (70.9%) 1 (0.9%) 82 (82%) 3 (3%) 0.059 0.547
Diarrhea 48 (43.6%) 0 43 (43%) 2(2%) 0.926 I 0.226
Immunotherapy-related adverse events - - 7 0 - -

ALT, alanine aminotransferase; AST, aspartate transaminase.
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Chemotherapy Chemotherapy + ICls

CR 0 0 -
PR 0 4 -
PD 94 62 -
SD 16 34 -
ORR (%) 0% 4% 0.050
DCR (%) 14.5% 38% 0.000

1CI, immune checkpoint inhibitors; CR, complete response; PR, partial response; PD, progression

disease; SD, stable disease; ORR, objective response rate; DCR, Disease control rate.
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Univariate analysis

Multivariate analysis

Features
HR (95%Cl) HR (95%Cl)
Age 1.124(0.818,1.545) 0.470 1.201(0.844,1.708) 0.310
Sex 0.690(0.475,1.002) 0.051 0.665(0.423,1.045) 0.077
Primary tumor location 0.394(0.193,0.803) 0.010 0.464(0.220,0.981) 0.044
Family genetic history 0.800(0.538,1.190) 0.271 0.883(0.562,1.387) 0.589
Smoking 1.234(0.897,1.697) 0.197 1.403(0.874,2.254) 0.161
‘ Drinking 0.943(0.685,1.298) 0719 0.635(0.400,1.009) 0.055
Surgery 1.135(0.825,1.561) 0.437 1.105(0.743,1.645) 0.621
ECOG PS 1.513(1.194,1.917) 0.001 1.344(1.023,1.766) 0.034
Organs with metastases 1.134(0.969,1.328) 0.117 0.815(0.619,1.073) 0.145
Lymphatic metastases 1.016(0.584,1.768) 0.955 0.627(0.325,1.212) 0.165
Liver metastases 0.501(0.357,0.703) 0.000 0.415(0.257,0.669) 0.000
Peritoneal metastases 0.772(0.556,1.073) 0.123 0.699(0.426,1.148) 0.157
BMI - 0.693 - 0.446
Treatment options 0.620(0.448,0.859) 0.004 0.666(0.466,0.950) 0.025
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Features

Age
Sex

Primary tumor location
Family genetic history
Smoking

Drinking

Surgery

ECOG PS

Organs with metastases
Lymphatic metastases
Liver metastases
Peritoneal metastases
BMI

Treatment options

Univariate analysis

HR (95%Cl)
0.594(0.363,0.970)
0.870(0.495,1.531)
1.210(0.437,3.346)
0.551(0.315,0.963)
1.044(0.652,1.670)
0.830(0.518,1.330)
1.913(1.177,3.108)
1.279(0.875,1.870)
0.762(0.582,0.999)
0.572(0.269,1.214)
0.998(0.619,1.610)

1.329(0.815,2.167)

1.048(0.657,1.671)

0.037

0.630

0.714

0.036

0.859

0.440

0.009

0.204

0.049

0.146

0.995

0.254

0.579

0.844

Multivariate analysis

HR (95%Cl)
0.896(0.463,1.733)
0.851(0.405,1.791)
1.192(0.352,4.040)
0.562(0.271,1.165)
1.017(0.488,2.116)
1.019(0.464,2.241)
2.359(1.214,4.581)
1.415(0.862,2.324)
0.604(0.350,1.040)
0.616(0.239,1.583)
0.701(0.346,1.421)

0.720(0.302,1.717)

1.179(0.647,2.148)

0.744

0.672

0.778

0.121

0.965

0.962

0.011

0.170

0.069

0.314

0.325

0.459

0.734

0.591
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Nivolumab 0 0 4 2
Sintilimab 0 4 40 26

0.587
Tislelizumab 0 0 6 4
Camrelizumab 0 0 12 2






OPS/images/fimmu.2024.1463017/table1.jpg
Chemotherapy
Years 64 (60,70)
Sex
Male 83 (75.5%)
Female 27 (24.5%)

Family genetic history

Yes 26 (23.6%)
NO 84 (76.4%)
Smoking

Yes 65 (59.1%)
NO 45 (40.9%)
Drinking

Yes 52 (47.3%)
NO 58 (52.7%)

ECOG performance status
0 54 (49.1%)
1 56 (50.9%)

Primary tumor location

GC 101 (91.8%)
GEJC 9 (8.2%)
Surgery

Yes 69 (62.7%)
NO 41 (37.3%)

Metastatic site

Lymph node 104 (94.5%)
Liver 26 (23.6%)
Peritoneum 30 (27.3%)

Organs with metastases
1 55 (50%)
=2 55 (50%)

Chemotherapy regimen

FOLFOX 73 (66.4%)
XELOX 37 (33.6%)
ICls =
Nivolumab ' =
Sintilimab -

Tislelizumab =

Camrelizumab -

Chemotherapy
+ICI

66 (60,73)

66 (66%)

34 (34%)

18 (18%)

82 (82%)

67 (67%)

33 (33%)

36 (36%)

64 (64%)

59 (59%)

41 (41%)

89 (89%)

11 (11%)

55 (55%)

45 (45%)

89 (89%)
32 (32%)

33 (33%)

49 (49%)

51 (51%)

63 (63%)

37 (37%)

6 (6%)
70 (70%)
10 (10%)

14 (14%)

P value

0.725

0.132

0.316

0.236

0.098

0.151

0.487

0.255

0.231

0.885

0.610





