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2. SUPPLEMENTAL TABLES

Supplemental Table 1 | Baseline demographics and clinical characteristics in all randomized patients

Nivolumab plus

Nivolumab plus

chemotherapy Chemotherapy ipilimumab Chemotherapy
(n = 789)2 (n =792)2 (n = 409)® (n = 404)°
Age (years), median (range) 62 (18-88) 61 (21-90) 62 (22-84) 61 (23-90)
<65 473 (60) 488 (62) 258 (63) 251 (62)
265 316 (40) 304 (38) 151 (37) 153 (38)
Sex, n (%)
Male 540 (68) 560 (71) 278 (68) 280 (69)
Female 249 (32) 232 (29) 131 (32) 124 (31)
Race, n (%)
Asian 186 (24) 189 (24) 124 (30) 121 (30)
White 556 (70) 541 (68) 264 (65) 263 (65)
Other® 47 (6) 62 (8) 21 (5) 20 (5)
Region, n (%)
Asia 178 (23) 178 (22) 118 (29) 117 (29)
USA and Canada 131 (17) 132 (17) 75 (18) 69 (17)
Rest of the world 480 (61) 482 (61) 216 (53) 218 (54)
ECOG PS,% n (%)
0 326 (41) 336 (42) 180 (44) 185 (46)
1 462 (59) 452 (57) 228 (56) 219 (54)
Primary tumor location at initial
diagnosis, n (%)
Gastric cancer 554 (70) 556 (70) 282 (69) 282 (70)
GEJ cancer 132 (17) 128 (16) 82 (20) 73 (18)
Esophageal adenocarcinoma 103 (13) 108 (14) 45 (11) 49 (12)
Tumor cell PD-L1 expression, n (%)
<1%° 663 (84) 664 (84)f 341 (83) 337 (83)
21% 126 (16) 127 (16) 68 (17) 67 (17)
Previous surgery, n (%)
Yes 160 (20) 176 (22) 86 (21) 95 (24)
No 629 (80) 616 (78) 323 (79) 309 (76)
Organs with metastases, n (%)
1 164 (21) 183 (23) 83 (20) 100 (25)
22 602 (76) 583 (74) 326 (80) 304 (75)
Liver metastases,? n (%)
Yes 301 (38) 314 (40) 149 (36) 160 (40)
No 465 (59) 452 (57) 255 (62) 228 (56)
Signet ring cell carcinoma," n (%)
Yes 145 (18) 136 (17) 71 (17) 83 (21)
No 644 (82) 656 (83) 338 (83) 321 (79)
Lauren’s classification, n (%)
Intestinal type 272 (34) 267 (34) 134 (33) 119 (29)
Diffuse type 254 (32) 273 (34) 143 (35) 160 (40)
Mixed 58 (7) 48 (6) 20 (5) 28 (7)
Unknown 205 (26) 204 (26) 112 (27) 97 (24)
Microsatellite instability status,' n (%)
MSS 695 (88) 682 (86) 355 (87) 344 (85)
MSI-H 23 (3) 21 (3) 11 (3) 10 (2)
Chemotherapy regimen,i n (%)
FOLFOX 422/782 (54) 406/767 (53) NA 181/389 (47)
CapeOX 360/782 (46) 361/767 (47) NA 208/389 (53)
Albumin, n (%)
<LLN 179 (23) 178 (22) 89 (22) 74 (18)



2L LN 578 (73) 581 (73) 311 (76) 316 (78)
Not reported 32 (4) 33 (4) 9(2) 14 (3)

Previous adjuvant or neoadjuvant
therapy, n (%)

Adjuvant 63 (8) 56 (7) 22 (5) 31 (8)
Neoadjuvant 48 (6) 61 (8) 27.(7) 33 (8)
Metastatic disease 1(<1) 0 0 0
Disease stage, n (%)
Metastatic 757 (96) 756 (95) 391 (96) 386 (96)
Locally advanced 27 (3) 34 (4) 14 (3) 18 (4)
Locally recurrent 5(1) 2(<1) 4(1) 0
PD-L1 CPS expression, n (%)
<1 140 (18) 125 (16) 80 (20) 77 (19)
>1 641 (81) 656 (83) 322 (79) 319 (79)
<5 308 (39) 299 (38) 168 (41) 157 (39)
>5 473 (60) 482 (61) 234 (57) 239 (59)
<10 406 (51) 389 (49) 221 (55) 198 (50)
210 375 (48) 392 (49) 181 (45) 198 (50)
Not evaluable/ 8(1) 11 (1) 7(2) 8(2)

indeterminate/missing
Site of metastases, n (%)

Liver 301 (38) 314 (40) 149 (36) 160 (40)
Peritoneum 188 (24) 188 (24) 95 (23) 98 (24)
CNS 1(<1) 0 0 0

2Concurrently randomized in nivolumab plus chemotherapy versus chemotherapy; ®Concurrently randomized in nivolumab plus ipilimumab versus
chemotherapy; °Included American Indian or Alaska Native (nivolumab plus chemotherapy versus chemotherapy, n = 26; nivolumab plus ipilimumab
versus chemotherapy, n = 3), Black or African American (nivolumab plus chemotherapy versus chemotherapy, n = 18; nivolumab plus ipilimumab
versus chemotherapy, n = 9) and not reported (nivolumab plus chemotherapy versus chemotherapy, n = 1); “Based on case report form. ECOG PS of
2 was reported in four patients in the nivolumab plus chemotherapy versus chemotherapy group and one patient in the nivolumab-plus-ipilimumab
versus chemotherapy group. ECOG PS was not reported for one patient in the nivolumab plus chemotherapy versus chemotherapy group. All
randomly assigned patients had ECOG PS of 0 or 1 based on interactive response technology; ¢Includes indeterminate tumor cell PD-L1 expression;
One patient had missing PD-L1 expression at baseline; SLiver metastases not reported for 49 patients in the nivolumab plus chemotherapy versus
chemotherapy group and 21 patients in the nivolumab plus ipilimumab versus chemotherapy group; "Per WHO histological classification; ‘MSI status
was not reported or invalid for 160 patients in the nivolumab plus chemotherapy versus chemotherapy group and 93 patients in the nivolumab plus
ipilimumab versus chemotherapy group; IPatients who received at least one dose of the assigned treatment. CapeOX, capecitabine plus oxaliplatin;
CNS, central nervous system; CPS, combined positive score; ECOG PS, Eastern Cooperative Oncology Group performance status; FOLFOX, 5-
fluorouracil plus leucovorin plus oxaliplatin; GEJ, gastroesophageal junction; LLN, lower limit of normal; MSI, microsatellite instability; MSI-H,

microsatellite instability-high; MSS, microsatellite stable; NA, not applicable; PD-L1, programmed death ligand 1.



Supplemental Table 2 | Subsequent therapies

Nivolumab plus Chemotherapy Nivolumab plus Chemotherapy
chemotherapy ipilimumab
(n =789) (n=792) (n = 409) (n = 404)
Any subsequent therapy? 325 (41) 346 (44) 196 (48) 187 (46)
Subsequent radiotherapy 43 (5) 48 (6) 26 (6) 25 (6)
Subsequent surgery 20 (3) 26 (3) 13 (3) 11 (3)
Subsequent systemic anti-cancer therapy 290 (37) 329 (42) 186 (45) 179 (44)
Most frequent systemic anti-cancer therapies
Chemotherapy 281 (36) 306 (39) 179 (44) 167 (41)
Taxanes
Paclitaxel 165 (21) 185 (23) 58 (14) 105 (26)
Docetaxel 20 (3) 23 (3) 15 (4) 18 (4)
Fluoropyrimidine-based chemotherapy
Fluorouracil 78 (10) 108 (14) 119 (29) 57 (14)
Capecitabine 28 (4) 25 (3) 28 (7) 14 (3)
Fluoropyrimidine 0 2°(<1) - -
Platinum-based chemotherapy
Oxaliplatin 32 (4) 29 (6) 146 (36) 29 (7)
Carboplatin 9(1) 10 (1) 6 (1) 7(2)
Cisplatin 15 (2) 17 (2) 10 (2) 14 (3)
Targeted therapy
Ramucirumab 101 (13) 96 (12) 29 (7) 65 (16)
Apatinib 13 (2) 21 (3) 7() 16 (4)
Immunotherapy 17 (2) 73 (9) 11 (3) 47 (12)
Nivolumab 10 (1) 35 (4) 6 (1) 28 (7)
Pembrolizumab 3(<1) 29 (4) 4(1) 18 (4)
Atezolizumab 0 4(<1) - -
Toripalimab 1(<1) 3(<1) 0 1(<1)
Ipilimumab 1(<1) 2(<1) 0 1(<1)
Other 3(<1) 3(<1) 2(<1) 1(<1)

Data are presented as n (%). Patients could have received more than one type of therapy; "Includes one patient who received floxuridine.
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Supplemental Table 3 | Duration of treatment in all treated patients

Treatment Median duration of treatment, months Dose reduction or omission,
(range) n (%)
Nivolumab plus chemotherapy (n = 782) 6.8 (0.1-45.0) -

Nivolumab plus CapeOX (n = 360)

Nivolumab? (mg) 5.5(0.0-24.1) -
Oxaliplatin® (mg/m?) 4.0 (0.0-23.2) 167 (46)
Capecitabine® (mg/m?) 5.7 (0.1-45.0) 53 (15)

Nivolumab plus FOLFOX (n = 422) -

Nivolumab? (mg) 6.7 (0.0-26.0) -
Oxaliplatin® (mg/m?) 4.6 (0.0-23.5) 181 (43)
5-Fluorouracil bolus® (mg/m?) 5.3 (0.0-35.2) 140 (33)
5-Fluorouracil continuous® (mg/m?) 5.9 (0.1-35.2) 181 (43)
Chemotherapy (n = 767) 4.9 (0.0-44.2) -

CapeOX (n = 361)
Oxaliplatin® (mg/m?) 3.7 (0.0-34.4) 145 (40)
Capecitabine® (mg/m?) 4.8 (0.0-44.2) 56 (16)

FOLFOX (n = 406)

Oxaliplatin® (mg/m?) 4.2 (0.0-35.4) 181 (45)
5-Fluorouracil bolus® (mg/m?) 4.4 (0.0-42.9) 148 (37)
5-Fluorouracil continuous® (mg/m?) 4.9 (0.1-42.9) 152 (37)
Nivolumab plus ipilimumab (n = 403) 1.9 (0.0-24.1) -
Nivolumab? (mg) 2.5(0.7-24.5) -
Ipilimumab? (mg) 1.4 (0.0-5.0) -
Chemotherapy 4.9 (0.1-45.5) -
CapeOX (n = 208) 4.9 (0.1-44.2) -
Oxaliplatin® (mg/m?) 3.8 (0.0-34.4) 91 (44)
Capecitabine® (mg/m?) 4.9 (0.1-44.2) 41 (20)
FOLFOX (n = 181) 4.7 (0.1-45.5) -
Oxaliplatin® (mg/m?) 4.1 (0.0-35.4) 83 (46)
5-Fluorouracil bolus® (mg/m?) 4.3 (0.0-45.4) 66 (37)
5-Fluorouracil continuous® (mg/m?) 4.7 (0.1-45.5) 69 (38)

2Dose reductions were not allowed for nivolumab or ipilimumab; PIncludes patients with at least one dose reduction; Includes patients with at least one

omitted dose. FOLFOX, 5-fluorouracil plus leucovorin plus oxaliplatin; CapeOX, capecitabine plus oxaliplatin.
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Supplemental Table 4 | Summary of treatment-related adverse events and events with potential immunologic etiology in all
treated patients

Nivolumab plus Chemotherapy Nivolumab plus Chemotherapy

chemotherapy ipilimumab

(n = 782)ab (n =767)2b (n = 403)ac (n = 389)ac

Any Grade Any Grade Any Grade Any Grade

grade 3-4 grade 3-4 grade 3-4 grade 3-4

Events in 10% or more of treated patients in either group
Nausea 328 (42) 21 (3) 300 (39) 19 (2) 38 (9) 6 (1) 179 (46) 16 (4)
Diarrhea 258 (33) 35 (4) 207 (27) 24 (3) 72 (18) 11 (3) 112 (29) 15 (4)
Neuropathy peripheral 225 (29) 33 (4) 193 (25) 22 (3) 3(<1) 1(<1) 93 (24) 9(2)
Anemia 205 (26) 47 (6) 173 (23) 20 (3) 30 (7) 5(1) 85 (22) 9(2)
Fatigue 206 (26) 30 (4) 174 (23) 18 (2) 64 (16) 11 (3) 85 (22) 8(2)
Vomiting 198 (25) 17 (2) 170 (22) 24 (3) 22 (5) 4 (1) 86 (22) 11 (3)
Neutropenia 193 (25) 121 (15) 185 (24) 96 (13) 6 (1) 1(<1) 93 (24) 44 (11)
Decreased appetite 158 (20) 14 (2) 139 (18) 13 (2) 41 (10) 5(1) 89 (23) 6(2)
Neutrophil count decreased 159 (20) 84 (11) 118 (15) 67 (9) 5() 1(<1) 69 (18) 40 (10)
Thrombocytopenia 159 (20) 21 (3) 149 (19) 14 (2) 6 (1) 1(<1) 70 (18) 7(2)
Platelet count decreased 158 (20) 20 (3) 115 (15) 19 (2) 6 (1) 2(<1) 59 (15) 11 (3)
Peripheral sensory neuropathy 137 (18) 16 (2) 119 (16) 14 (2) 1(<1) 0 54 (14) 6(2)
Aspartate aminotransferase
increased 123 (16) 13(2) 70 (9) 5(<1) 53 (13) 16 (4) 36 (9) 2 (<1)
White blood cell count decreased 114 (15) 23 (3) 77 (10) 13 (2) 4(1) 0 52 (13) 9(2)
Alanine aminotransferase increased 90 (12) 7(<1) 51 (7) 5(<1) 52 (13) 16 (4) 27 (7) 1(<1)
Palmar-plantar erythrodysaesthesia
syndrome 97 (12) 12 (2) 83 (11) 8 (1) 0 0 47 (12) 2 (<1)
Lipase increased 89 (11) 45 (6) 34 (4) 16 (2) 45 (11) 28 (7) 21 (5) 11 (3)
Rash 77 (10) 7 (<1) 12 (2) 0 59 (15) 10 (2) 8(2) 0
Asthenia 76 (10) 7 (<1) 83 (11) 10 (1) 28 (7) 2 (<1) 34 (9) 5(1)
Hypothyroidism 71 (9) 0 2 (<1) 0 48 (12) 0 2 (<1) 0
Amylase increased 71 (9) 21 (3) 22 (3) 2 (<1) 42 (10) 18 (4) 15 (4) 3(<1)
Pyrexia 64 (8) 4 (<1) 22 (3) 1(<1) 42 (10) 1(<1) 12 (3) 0
Events with potential immunologic etiology in all treated patientsad

Endocrine 109 (14) 6 (<1) 3(<1) 0 89 (22) 15 (4) 2 (<1) 0
Gastrointestinal 266 (34) 43 (5) 208 (27) 25 (3) 84 (21) 26 (6) 113 (29) 16 (4)
Hepatic 207 (26) 31 (4) 138 (18) 17 (2) 104 (26) 47 (12) 74 (19) 9(2)
Pulmonary 41 (5) 14 (2) 4 (<1) 1(<1) 15 (4) 4(1) 1(<1) 0
Renal 29 (4) 7 (<1) 9(1) 2 (<1) 17 (4) 6 (1) 6(2) 1(<1)
Skin 218 (28) 27 (3) 108 (14) 8 (1) 146 (36) 17 (4) 55 (14) 2 (<1)

Data are presented as n (%). 2Patients who received at least one dose of the assigned treatment. Includes events reported between first dose and 30

days after last dose of trial therapy. Treatment-relatedness in the nivolumab plus chemotherapy group refers to nivolumab, at least one chemotherapy
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component or both and in the nivolumab plus ipilimumab group to nivolumab, ipilimumab or both. National Cancer Institute Common Terminology
Criteria for Adverse Events, version 4.0, and Medical Dictionary for Regulatory Activities, version 23.0; *Concurrently randomized to nivolumab plus
chemotherapy versus chemotherapy; “Concurrently randomized to nivolumab plus ipilimumab versus chemotherapy; Treatment-related select adverse

events by organ category that have potential immunologic etiology and require frequent monitoring/intervention.
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3. PATIENT-REPORTED OUTCOMES
Among patients with PD-L1 CPS =5 and all-randomized patients who were eligible for

PRO assessments, the proportion completing the Functional Assessment of Cancer
Therapy-Gastric (FACT-Ga) questionnaire in both treatment arms was 90% or more at
baseline and 80% or more at most subsequent assessments for which at least 10
patients were eligible (until week 133). Mean total scores at baseline were similar
between the nivolumab-plus-chemotherapy and chemotherapy alone groups in PD-L1

CPS 25 and all-randomized patients.*
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