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Supplementary Table 2. Efficacy Results in Targeted Therapy and non-PD-1/PD-L1 Inhibitor 10 Therapy Trials From Included Trial Populations
Organized by Treatment Class
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Results are significantly in favor of the IO treatment or targeted therapy.
Results are significantly in favor of the comparator.

Note: PD-1/PD-L1 expression defined by tumor area positivity (TAP), combined positive score (CPS), or tumor proportion score (TPS), cutoffs of

interest included 10%, 5%, and 1% for all three measurement systems

ANDE, andecaliximab; BEM, bemarituzumab; CET, cetuximab; Cl, confidence interval; CR, complete response; CT, chemotherapy; DoR, duration
of response; HR, hazard ratio; 10, immuno-oncology; IPA, ipatasertib; 10, immuno-oncology; IQR, interquartile range; NR, not reported; ONZ,
onartuzumab; ORR, overall response rate; OS, overall survival; PAZ, pazopanib; PBO, placebo; PD-1, programmed cell death protein 1; PD-L1,
programmed death-ligand 1; PFS, progression-free survival; PR, partial response; RAM, ramucirumab; Ref, reference group; RLT, rilotumumab;

Z0L, zolbetuximab.




Supplementary Table 3. Adverse Events Among PD-1/PD-L1 Inhibitor Trials

Median Grade 23
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2
NCT02746796 PBO+SOX
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1. 2 1
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Median
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NIV +IPI + CT
[parallel] NR 28 (93.3) 21 (70)
MOONLIGHT; (Arm A1, n=30)
40
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[sequential] NR 45 (75) 26 (43.3)
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PEM
(n=254) NR 139 (54.7) 44 (17.3)
KEYNOTE-062; PEM + CT
PBO + CT
(n=244) NR 224 (91.8) | 169 (69.3)
PEM + CT
KEYNOTE-859; (n=785) 6.7 months 751 (96) 466 (59)
NCT03675737%¢
PBO + CT
(n=787) 5.6 months 736 (94) 402 (51)
CAM + CAPOX
followed by CAM +
APA NR 48 (100) 33 (68.8)
NCT03472365% (n=48)
CAM + APA
(n=19) NR 18 (95.0) NR
?L'\j;'zg 6.1 months | 319 (97.3) | 196 (59.8)
ORIENT-16;
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Median Grade 23
TRAE, N 1RAE n

v (%)

Trial; NCT Arm (Patients, n) Treatment
Duration

PBO + CT

(n=238) NR NR NR (28.7)

2Calculated value.

5-FU, 5-fluorouracil; APA, apatinib; CAM, camrelizumab; CAP, capecitabine; CIS, cisplatin; CAPOX,
capecitabine + oxaliplatin; CT, chemotherapy; 10, immuno-oncology; IPI, ipilimumab; NIV, nivolumab;
NR, not reported; OXP, oxaliplatin; PBO, placebo; PD-1, programmed cell death protein-1; PD-L1,
programmed death-ligand 1; PEM, pembrolizumab; S-1, tegafur/gimeracil/oteracil; SIN, sintilimab; SOX,
S-1 + oxaliplatin; SUG, sugemalimab; TIS, tislelizumab; TRAE, treatment-related adverse event



Supplementary Table 4: HRQoL Outcomes Among Included Trials

Uil BT Aol Ul lines Arm Scale/Categor Summary of Results
Reference(s) Assessed (Patients, n) gory v
Baseline TIS + €T Better HRQoL was generally observed in
RATIONALE-305; Week 12 (n=501) EQ-5D 5L, EORTC QLQ-C30, atients receivin '?IS +CT Zom ared to
NCT03777657* PBO + CT EORTC QLQ-STO22 pat Ving P
Week 18 patients receiving PBO + CT
(n=496)
NIV + CT
ATTRACTION-4 (n=362) HRQol was maintained following treatment
art 2); aseline - , -Ga wit + CT and was similar to treatment
(Part 2) Baseli oBO + CT EQ-5D 3L, FACT-G ith NIV + CT and imil
NCT02746796> with PBO + CT
(n=362)
Every 6 weeks
starting at NIV + CT
baseline until (n=789)
CheckMate 649: week 127 (week HRQolL improved significantly in patients
NCT0287211645' 133 for FACT-Ga EQ-5D 3L, FACT-G, FACT-Ga receiving NIV + CT compared to patients
change from receiving CT alone
baseline in total cT
patient (n=792)
population)
PEM HRQol was maintained following first-line
KEYNOTE-062; Baseline Week 18 (n=239) EQ-5D 3L, EORTC QLQ-C30, treatment with PEM and was similar
NCT024945834% PBO + CT EORTC QLQ-STO22 between PEM and PBO + CT in this
(n=234) population
PEM + CT - i
KEYNOTE-859; Baseline Week 18 (n=771) EORTC QLQ-C30, EORTC QLQ- : r:(z?ci-) cclheir;%ieo::zin;nb\?vseerltlensi r::]lgrn;(;fcj\ll::en
NCT03675737% PBO +CT STO22
groups
(n=771)
RAINFALL; RAM + CT
NCT02314117% (n=326) EORTC QLQ-C30




Trial; NCT
Reference(s)

Follow-Up Times
Assessed

Arm
(Patients, n)

Scale/Category

Summary of Results

Baseline, before

Median time to HRQoL deterioration was not

each cycle, and at P(E(:);lg)T significantly different between the RAM + CT
30-day follow-up. and PBO + CT arms
ZOL+CT
GLOW; Baseline (n=254) EORTC QLQ-C30 No clinically meaningful difference in HRQolL
NCT03653507% Cycle 17 PBO + CT between the ZOL + CT and PBO + CT arms
(n=253)
Z0L+CT
SPOTLIGHT; Baseline (n=283) EORTC QLO-C30 No clinically meaningful difference in HRQoL
NCT03504397% Cycle 9 PBO + CT between the ZOL + CT and PBO + CT arms
(n=282)
Baseline, cycle 5, at Z0L+CT
end of EOX (800/600
FAST; treatment, and mg/m’) EORTC QLQ-C30, EORTC QLQ- | ZOL + EOX allowed patients to maintain good
NCT01630083* every 12 weeks (n=68) 5T022 HRQoL longer than EOX alone
thereafter until T
dlseasg (n=74)
progression
BEM + CT
FIGHT; Baseline (n=77) HRQolL did not deteriorate following
NCT03694522% 6 weeks PBO +CT EQ-5D, EORTC QLQ-C30 treatment with BEM + CT
(n=78)
GASTFOX-PRODIGE FOIEES;(SE)DTX Median time to deterioration in HRQoL was
51; NR EORTC QLQ-C30 longer in patients treated with FOLFOX + DTX
NCT03006432>° (Fr?_l'zl:;); compared to patients receiving FOLFOX
KCSG ST13-10; Baseline Combination CT EORTC QLQ-C30, EORTC QLQ- I-!ROqu was maintained and did not differ
NCT021143594 6 weeks (5-FU/OXP, ST022 significantly between the 2 groups
12 weeks CAPOX, throughout treatment




Trial; NCT
Reference(s)

Follow-Up Times
Assessed

Arm
(Patients, n)

Scale/Category

Summary of Results

24 weeks

CAP/CIS, or S-
1/CIS)
(n=53)

Single-agent CT
(5-FU, CAP,
orS-1)
(n=51)

JCOG1108/WJOG7
3112G
UMIN000010949*3

Baseline
3 months

PCT +5-FU + LV
(n=51)

5-FU + LV
(n=50)

EQ-5D 3L

HRQoL scores did not differ significantly
between treatment groups

5-FU, 5-fluorouracil; BEM, bemarituzumab; CAP, capecitabine; CAPOX, capecitabine + oxaliplatin; CIS, cisplatin; CT, chemotherapy; DTX,
docetaxel; EORTC QLQ-C30, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire-Core 30; EORTC QLQ-
STO22, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire-Stomach; EOX, epirubicin + oxaliplatin +
capecitabine; EQ-5D, EuroQol 5 Dimension; EQ-5D 3L, EuroQol 5 Dimension 3 Level; EQ-5D 5L, EuroQol 5 Dimension 5 Level; FACT-G, Functional
Assessment of Cancer Therapy — General; FOLFOX, leucovorin/folinic acid+5-fluorouracil + oxaliplatin; HRQoL, health-related quality of life; LV,
leucovorin/folinic acid; NIV, nivolumab; OXP, oxaliplatin; PBO, placebo; PCT, paclitaxel; PEM, pembrolizumab; RAM, ramucirumab; S-1,

tegafur/gimeracil/oteracil; TIS, tislelizumab; ZOL, zolbetuximab
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