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ligands, PD-L1 and PD-L2, are highly expressed in tumor cells, and the interaction with 
PD-1 induces an inhibitory signal that weakens T-cell activity, and therefore, allows the 
tumor cells to evade T-cell-mediated immune response. The etiology of GC is 
multifactorial and strongly depends on cancer subtype, ethnicity, geography and 
socioeconomic status. Chronic Helicobacter pylori (H. pylori) infection is considered the 
most common contributor to GC, with more than 60% of cases attributed to the 
bacterium [20]. G adenocarcinoma is associated with H. pylori in up to 90% of cases. GEJ 
adenocarcinoma is less commonly associated with H. pylori, with around 20% of cases 
attributed to the bacterium [21]. Other risk factors for GC include alcohol consumption, 
tobacco smoking, foods preserved by salting, low fruit intake, and high consumption of 
processed, grilled or barbecued meat [22–26]. Around 10%-20% of GCs are linked to 
germline genetic alterations [27,28]. 

Diagnosis: GC often remains unnoticed in the early stage due to lack of symptoms and is 
usually detected only in the advanced or metastatic stage [29]. The European Society for 
Medical Oncology (ESMO) Clinical Practice Guidelines for GC recommends endoscopic 
examination and foresees biopsies as the gold standard method for diagnosing GC. 
Diagnosis should be made from multiple (5-8) endoscopic biopsies to guarantee an 
adequate representation of the tumor. The diagnosis should be made from an 
endoscopic biopsy with histology classified according to the World Health Organization 
(WHO) criteria. HER-2 status and PD-L1 combined positive score (CPS) should be 
evaluated in patients with metastatic GC to tailor first-line (1L) treatment in combination 
with chemotherapy (CT) [30]. 

Clinical symptoms and quality of life 
Common presenting signs and symptoms of GC are signs of advanced disease and 
include dysphagia, abdominal pain, melena, vomiting and weight loss [30,31]. Health-
related quality of life (HRQoL) is negatively impacted by GC [32,33]. Clinical symptoms of 
G/GEJ adenocarcinoma are debilitating and significantly impair patient's quality of life 
(QoL), as reported in several clinical studies. A study by Xiao et al. 2023 reported lower 
HRQoL compared to the general population in patients from France, China, Germany, 
Japan, the UK, and the US with unresectable advanced or metastatic G adenocarcinoma 
(61%), GEJ adenocarcinoma (27%), or oesophageal cancer (12%), as measured with the 
EuroQoL-5 dimensions-3 level (EQ-5D-3L) [33]. A study using patients from two global, 
placebo-controlled, phase III randomized clinical trials (RCT)(N = 1,019, 77.7% had G 
adenocarcinoma and 22.3% had GEJ adenocarcinoma) reported patient QoL using the 
QoL questionnaire-core 30 questionnaire (QLQ-C30), and performance status at baseline 
and over the course of the study. At baseline, the highest impairments in QoL were 
reported for global QoL, fatigue, pain, and appetite loss, and scores did not differ among 
patients based on disease measurability [34]. 

Staging: Usually, the Tumour Node Metastases (TNM) system (8th edition, 2017) 
developed by the American Joint Committee on Cancer (AJCC)/Union for International 
Cancer Control (UICC) is used to stage GC. The current National Comprehensive Cancer 
Network (NCCN) Guidelines for GC and ESMO Clinical Practice Guidelines for GC use the 
AJCC/UICC TNM system (8th edition) to stage GC [30,35]. Early GC is confined to the 
mucosa or submucosa, with or without lymph node involvement (T1, any N) [36]. 
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6. Efficacy  
6.1 Efficacy of tislelizumab plus chemotherapy compared to 
nivolumab plus chemotherapy and pembrolizumab plus 
chemotherapy for 1L treatment of adult patients with HER-2-
negative locally advanced unresectable or metastatic G/GEJ 
adenocarcinoma whose tumours express PD-L1 with a TAP 
score ≥ 5% 

6.1.1 Relevant studies 

For efficacy analysis in this submission, the population of interest was PD-L1 expression 
≥5 (TAP/CPS) populations in the relevant studies RATIONALE-305 and CheckMate 649. All 
studies reporting on the efficacy of pembrolizumab were excluded from the analysis and 
application, as nivolumab studies were deemed sufficient for estimating the comparative 
efficacy of tislelizumab, as agreed upon with the DMC. The studies KEYNOTE-859 and 
KEYNOTE-062 reported on efficacy of pembrolizumab, and will not be discussed further. 
The ATTRACTION 4 Part 2 study did not report results for PD-L1 ≥5 populations and was 
therefore also excluded from the efficacy comparison. Pre-specified subgroup analyses 
for Rest of the World (ROW) (non-Asia) and ROW (non-Asia) with PD-L1 expression ≥5 
subpopulations in RATIONALE-305 and CheckMate 649 are presented in Appendix L. 
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6.1.2 Comparability of studies  

Both trials were randomized, controlled, multicenter, phase III trials. RATIONALE-305, 
was a double-blind trial, while CheckMate 649 was open-label. Both trials included an 
immunotherapy treatment arm paired with CT. RATIONALE-305 included a placebo plus 
a CT arm, while CheckMate 649 included a CT-only arm. CT regimens varied across the 
trials, with differences noted in dose and dosing schedule. Crossover was not permitted 
in RATIONALE-305, while the other CheckMate 649 did not report whether crossover 
was allowed. The follow-up time for OS and PFS varied between studies, ranging from 
34.25 months to 49.5 months for OS [44,67,69]. Despite minor differences in trial 
characteristics noted above, such as blinding, follow-up time, and reporting of crossover, 
the assessed trials were deemed sufficiently similar to derive reasonable estimates of 
comparative efficacy via an indirect treatment comparison (ITC), such as an NMA.  

6.1.2.1 Comparability of patients across studies 

Baseline characteristics for the PD-L1 ≥5 (CPS/TAP) populations in the RATIONALE-305 
and CheckMate 649 trials are presented in Table 11. Baseline characteristics for the ITT 
population are presented in Appendix K. 
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Figure 1. Kaplan-Meier plot for OS, CheckMate 649, 3-year follow-up 
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Figure 2. Kaplan-Meier plot for PFS, CheckMate 649, 3-year follow-up 

7. Comparative analyses of 
efficacy  

7.1.1 Differences in definitions of outcomes between studies 

The outcomes used in this NMA are OS, PFS, and TRAE ≥ Grade 3. OS and PFS were 
reported in both trials identified in the SLR. For safety results, see section 9. The 
definition of OS was aligned across trials, where OS was defined as the time from 
randomization to death due to any cause. Of note, CheckMate 649 did not explicitly 
mention that death was from “any cause”; however, it was assumed that the definition 
of OS was equivalent to that of RATIONALE-305. The definition of PFS was similar across 
the trials, where PFS was defined as the time from randomization to disease progression 
or death, whichever occurred first. In RATIONALE-305, PFS was assessed via BICR per 
RECIST v1.1. In CheckMate 649, PFS was assessed by the investigator and a central 
review committee per RECIST v1.1 [44,69]. Hereby, the trials were considered sufficiently 
similar to obtain reasonable indirect estimates of efficacy. 

PD-L1 measurement types: As previously mentioned in sections 3.2 and 3.4.2, a 
distinction exists between the trials concerning the type of measurement utilized to 
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7.1.2 Method of synthesis  

An NMA was conducted for the comparison of TIS + CT, PEM + CT, and NIV + CT. This 
section will briefly describe the choice of methods, methodology, and feasibility 
assessment. The trials included in the NMA (RATIONALE-305, ATTRACTION-4 Part 2, 
KEYNOTE-062, KEYNOTE-859, and CheckMate 649) were identified through the SLR 
presented in Section 5.1. The NMA is based on latest available data from the 5 clinical 
trials, including RATIONALE-305 DCO August 2024 [44], ATTRACTION-4 Part 2 DCO May 
2021 [60], CheckMate 649 4-year follow-up [69], KEYNOTE-062 DCO 19 April 2021 [68], 
and KEYNOTE-859 DCO 3 October 2022 [59]. Trial design characteristics, patient eligibility 
criteria, baseline patient characteristics, and outcome characteristics were all sources of 
clinical heterogeneity explored in the feasibility assessment. Network connectivity for 
NMAs and anchored comparisons (i.e., the presence of a common comparator) were also 
assessed. A visual representation of the evidence network for all outcomes is provided in 
Figure 3. The common comparator to all trials is PBO plus CT [7]. As previously described 
only RATIONALE-305 and CheckMate 649 are relevant for this submission and therefore 
only results and feasibility assessments for TIS + CT (RATIONALE-305) and NIV + CT 
(CheckMate 649) will be presented in the following sections.  

 
Figure 3. Evidence network for all outcomes 
Source: [7]. 

Outcomes of interest for the feasibility assessment were OS, PFS, and safety outcome 
Grade ≥3 TRAEs. These were selected based on the key outcomes evaluated in the 
RATIONALE-305 trial. Following the qualitative assessment of heterogeneity and clinical 
opinion, it was considered feasible to conduct ITCs between the RATIONALE-305 trial and 
CheckMate 649. The recommended ITC was an NMA, as (a) the trials were sufficiently 
similar to be compared without requiring population-level adjustment, (b) there is 
precedent for conducting NMAs in this patient population, (c) the differences observed 
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between patient populations could be assessed via subgroup analyses, (d) NMAs allow 
for comparisons among all relevant treatments in a single analysis, and finally, (e) NMAs 
are reproducible and accepted by most Health technology assessment (HTA) bodies. 
NMAs were feasible for the following outcomes: OS, PFS, and grade ≥3 TRAEs. The NMAs 
were feasible for these outcomes under the assumption that all CT backbone treatments 
are comparable and can be pooled into a single node. NMAs were conducted for each of 
the outcomes using a Bayesian framework. Analyses were conducted using ITT 
populations for each trial, and subgroups analyses were conducted for patients with PD-
L1 ≥5% (TAP ≥5% or CPS ≥5) status, and for OS in non-Asian patients with PD-L1 ≥5% (TAP 
≥5% or CPS ≥5). For time-to-event outcomes (OS and PFS), fixed-effect contrast-based 
normal models with vague priors were used, transforming HRs and 95% CIs for analysis. 
Binomial outcomes (TRAEs) were analyzed using fixed-effect arm-based binomial models, 
where treatment effects were estimated on the log-odds scale and then transformed 
back to odds ratios (ORs) and 95% CIs for presentation. For continuous outcomes 
(HRQoL), fixed-effect contrast-based normal models were used, presenting the mean 
difference and 95% CIs between treatments. KM curves, estimated median survival, and 
estimated survival rates are not presented, as these have not been calculated in the 
NMA [7]. Proportional hazards (PH) assumption for OS and PFS between PD-L1 inhibitors 
included in the base case analysis was assessed via visual inspection of log-cumulative 
hazard plots, visual inspection of Schoenfeld residuals plots, and performance of the 
Grambsch-Therneau test. When considering data from the final DCO for RATIONALE-305, 
there were no clear violations of the PH assumption for OS among PD-L1 inhibitors. 
There were also no clear violations of the PH assumption for PFS among PD-L1 inhibitors, 
except in comparisons involving NIV + CT, where p-values for the Grambsch-Therneau 
test were <0.05 and patterns suggestive of violation were observed in the Schoenfeld 
residual plots. This indicates that the HR might not represent the true proportionality of 
hazard rates across time for PFS between the two treatments. Cumulative hazard log 
plots and Schoenfeld residual plots with Grambsch-Therneau p-values for OS are 
presented in Figure 8 and Figure 9, respectively, and for PFS in Figure 10 and Figure 11, 
respectively. As presented in Section 6.1.4, results for OS and PFS from the RATIONALE-
305 close-out DCO are consistent with results from the final DCO. Thus, it was assumed 
that PH assumptions would not change between the primary and close-out DCOs, and 
the PH assumptions were not evaluated again for the ITT population based on the close-
out DCO [7]. PH assumptions for OS and PFS between treatments were assessed 
between TIS + CT (RATIONALE-305) vs. NIV + CT (CheckMate 649) in the PD-L1 ≥5% 
subgroup. When considering data from the close-out DCO for RATIONALE-305, there was 
no evidence of PH violation (i.e., p-value > 0.05 and parallel series on the log-cumulative 
hazard plots). For PFS, there was some evidence of PH violation based on the p-value 
(<0.05) and crossing-over in the log-cumulative hazard plot, and thus, the PFS 
comparative results of TIS + CT vs. NIV + CT in this subgroup should be interpreted with 
caution. Cumulative hazard log plots and Schoenfeld residual plots with Grambsch-
Therneau p values for OS are presented in Figure 12 and Figure 13, respectively, and for 
PFS in Figure 14 and Figure 15, respectively [7]. 
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0.3 to 46.9 months]). The median number of treatment cycles was 8.0 in both arms 
(range 1.0 to 67.0 cycles for tislelizumab and 1.0 to 68.0 cycles for placebo). More 
patients were exposed to tislelizumab for  than placebo 

 In the PD-L1 ≥5% Safety Analysis Set, the incidence of each AE 
category and the difference trends between arms were similar to those in the overall 
Safety Analysis Set. As of close-out analysis (DCO August 2024), the safety results after 
18 months of follow-up are consistent with those reported at the final analysis (DCO 
February 2023). SAEs with frequency ≥1% from RATIONALE-305 are presented in Table 
28 [7]. In CheckMate 649, at 4-year follow-up, no new safety signals were identified, 
consistent with the 3-year follow-up (DCO May 2022) [67]. [68]
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*Data from DCO February 2023, as these were not reported for close-out DCO August 2024. †Treatment-related adverse events. ‡It should be noted that this data was collected at last 
patient last visit with 169 (16.95%) of all patients discontinuing due to other reasons than death. All data for the RATIONALE-305 study in the table above was sourced from CSR’s for the 
DCO of 2023 and 2024 [7].

Number and proportion of 
patients who had a dose 
reduction, n (%) 

381 (76.5) 375 (75.9) NR NR 

Number and proportion of 
patients who discontinue 
treatment regardless of 
reason, n (%) 

500 (99.8)‡ 496 (100.0)‡ NR NR 

Number and proportion of 
patients who discontinue 
treatment due to adverse 
events, n (%) 

117 (23.5) 68 (13.8) NR 331 (42) 









 
 

62 
 

10.1 Presentation of the health-related quality of life  

10.1.7 Study design and measuring instrument – RATIONALE-305 

HRQoL was a secondary endpoint in the RATIONALE-305 study, measured by the three 
validated patient-reported outcome (PRO) questionnaires: EORTC QLQ-C30, EORTC QLQ-
STO22, and EQ-VAS. In this section, HRQoL outcomes in the ITT analysis set at the time of 
final analysis are presented [7].  

10.1.8 Study design and measuring instrument – CheckMate 649 

In the CheckMate 649 study, HRQoL was measured by EQ-VAS and the Functional 
Assessment of Cancer Therapy-Gastric (FACT-Ga). In this submission, only the EQ-VAS 
results for CheckMate 649 will be presented. PROs were assessed in the overall PRO 
analysis population including all randomly assigned patients with an evaluable PRO 
assessment at baseline and at least one post-baseline assessment. Additionally, PROs 
were assessed in patients with a CPS of ≥5, an evaluable PRO assessment at baseline, 
and at least one post-baseline assessment (CPS ≥5 PRO analysis population) [62]. 

10.1.9 Data collection – RATIONALE-305 

Patient HRQoL was measured using a validated patient-reported outcome questionnaire. 
Scores for the EQ-VAS were calculated and summarized for each assessment timepoint 
completed at baseline, at every cycle through Cycle 6, then every other cycle thereafter 
until PD, and at end of trial (EOT). Only patients who completed the questionnaire at 
baseline and had ≥1 post-baseline assessment were included in the analysis. All HRQoL 
measures were summarized in the ITT Analysis Set. The key clinical cycles were Cycle 4 
and Cycle 6, which were selected to represent times to compare short-term and long-
term treatment effects in both treatment arms, respectively. The pattern of missing data 
and completion for EQ-VAS is presented in Table 34.  Completion rate is defined as the 
number of patients who completed the questionnaire divided by total number of 
patients in study at relevant visits in the relevant treatment arm [7].  
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10.1.10 Data collection – CheckMate 649 

HRQoL was assessed at baseline and every 6 weeks thereafter. EQ-5D-3L was also 
assessed during follow-up visits 1 and 2 and every 3 months thereafter at survival follow-
up visits. The statistical analysis for the PRO endpoints was descriptive and did not 
include hypothesis testing. The pattern of missing data and completion for EuroQol 
visual analogue scale (EQ VAS) in the CPS ≥5 PRO population is presented in Table 35. 
Compliance in the overall PRO analysis population was comparable to that of the CPS ≥5 
PRO population, as shown in Table 36 [62]. 
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Figure 4. Kaplan-Meier plot of overall survival in ITT population (RATIONALE-305, DCO February 2023) 
Log-rank and Cox regression models were stratified by region (Asia v other regions), PD-L1 expression (all randomised patients), and presence of peritoneal metastasis. P values are one 
sided and based on the stratified logrank test. Source: [44]. 
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Figure 5. Kaplan–Meier plot of overall survival in the PD-L1 ≥5% population (RATIONALE-305, DCO February 2023) 
Log-rank and Cox regression models were stratified by region (Asia v other regions) and presence of peritoneal metastasis. Source: [72]. 
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Figure 6. Kaplan-Meier Plot of Progression Free Survival in ITT population (RATIONALE-305, DCO February 2023) 
Cox regression model was stratified by regions (East Asia versus others), PD-L1 expression (all randomized patients) and presence of peritoneal metastasis. Source: [72]. 
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Figure 7. Kaplan-Meier Plot of Progression Free Survival in PD-L1 5% population (RATIONALE-305, DCO February 2023) 
Cox regression model was stratified by regions (East Asia versus others) and presence of peritoneal metastasis. Source: [72]. 
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Median 
OS 
ITT Set 

NIV + CT 789 13.7 

12.4 to 14.5 
months 

2.1 N/A N/A HR: 0.79 0.71 to 
0.88 

- - [54] 

CT 792 11.6 

10.9 to 12.5 
months 

Median 
OS PD-L1 
CPS ≥5  

NIV + CT 473 14.4 

13.1 to 16.2 
months 

3.3 N/A N/A HR: 0.70 0.61 to 
0.81 

- - [54] 

CT 482 11.1 

10.0 to 12.1  
months 

Median 
PFS 

ITT Set 

NIV + CT 789 7.7 

7.1 to 8.6 
months 

0.8 N/A N/A HR: 0.79 0.71 to 
0.89 

-   [54] 

CT 792 6.9 

6.7 to 7.2 
months 

Median 
PFS 

NIV + CT 473 8.3 

7.0 to 9.3 
months 

2.2 N/A N/A HR: 0.70 0.60 to 
0.81 

-   [54]  
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PD-L1 CPS 
≥5 

CT 482 6.1 

5.6 to 6.9 
months 

grade ≥3 
TRAEs 

NIV + CT 782 473 events 
(60%) 

127 N/A N/A N/A N/A N/A N/A [54] 

CT 767 346 events 
(45%) 
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Appendix C. Comparative analysis of efficacy  
Description of the NMA methodology and results are presented in Section 7. Cumulative hazard log plots and Schoenfeld residual plots with 
Grambsch-Therneau p-values for OS in ITT population and TAP ≥5% subgroup are presented below.  

 

Figure 8. Cumulative hazard log plot for OS (ITT population) 

Source: The hazard log plot above has been sourced from an internal NMA report [7]. 
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Figure 9. Schoenfeld residual plot with Grambsch-Therneau p-values for OS (ITT population) 

Source: The Schoenfeld residual plot above has been sourced from an internal NMA report [7]. 
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Figure 10. Cumulative hazard log plot for PFS (ITT population) 

Source: The hazard log plot above has been sourced from an internal NMA report [7]. 
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Figure 11. Schoenfeld residual plots with Grambsch-Therneau p-values for PFS (ITT population) 

 
Source: The Schoenfeld residual plot above has been sourced from an internal NMA report [7]. 
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Figure 12. Cumulative hazard log plot for OS (PD-L1 ≥5% subgroup) 

Source: The hazard log plot above has been sourced from an internal NMA report [7]. 
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Figure 13. Schoenfeld residual plots with Grambsch-Therneau p-values for OS (PD-L1 ≥5% subgroup) 

TIS + CT (RATIONALE-305) vs NIV + CT (CheckMate 649) 
Source: The Schoenfeld residual plot above has been sourced from an internal NMA report [7]. 
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Figure 14. Cumulative hazard log plots for PFS (PD-L1 ≥5% subgroup) 

Source: [7]. 
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Figure 15. Shoenfeld residual plots with Grambsch-Therneau p-values for PFS (PD-L1 ≥5% subgroup) 

TIS + CT (RATIONALE-305) vs NIV + CT (CheckMate 649) 
Source: [7]. 

Table 57. Comparative analysis of studies comparing [intervention] to [comparator] for patients with [indication] (N/A) 
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Appendix D. Extrapolation (N/A) 
Not applicable. 

D.1  Extrapolation of [effect measure 1] 

D.1.1 Data input 

D.1.2 Model 

D.1.3 Proportional hazards 

D.1.4 Evaluation of statistical fit (AIC and BIC) 

D.1.5 Evaluation of visual fit  

D.1.6 Evaluation of hazard functions 

D.1.7 Validation and discussion of extrapolated curves 

D.1.8 Adjustment of background mortality 

D.1.9 Adjustment for treatment switching/cross-over 

D.1.10 Waning effect 

D.1.11 Cure-point 

D.2 Extrapolation of [effect measure 2] 

[For each effect measure please, fill in this section using the same template as stated in 
section D.1] 
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Appendix F. Health-related quality 
of life 
 

 

Figure 16. Summary of EQ VAS scores by visit for ITT population – RATIONALE-305 

Source: All data in the figure above has been sourced from an internal CSR [7]. 

 

 

Figure 17. Summary of EORTC QLQ-C30 GHS/QoL scores by visit for ITT population – RATIONALE-
305 

Source: All data in the figure above has been sourced from an internal CSR [7]. 
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Figure 18. Summary of EORTC QLQ-STO22 pain scores by visit in ITT population – RATIONALE-305  

Source: All data in the figure above has been sourced from an internal CSR [7]. 

 

 

Figure 19. Summary of EQ VAS by visit in CPS ≥5 PRO population - CheckMate 649 

Source: [62]. 
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Figure 20. Summary of EQ VAS by visit in overall PRO population - CheckMate 649 

Source: [62].
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H.1.5.2 Systematic review process 

Records were identified and imported into EndNote X9, and duplicates were removed 
prior to exporting to the systematic review software for study selection. Study selection 
was conducted by two reviewers who independently reviewed the study records, 
citation titles, and abstracts to assess eligibility based on the pre-defined PICOS criteria. 
Duplicates were quarantined from the final screening list prior to study selection. 
Reviewers documented their reasons for exclusion, and any discrepancies between the 
two reviewers were resolved by consensus or were referred to and resolved by a third 
independent reviewer not involved in the study selection process. 

Records considered to describe potentially eligible studies were independently reviewed 
by two reviewers in full-text form for formal inclusion in the review. Records that did not 
meet the inclusion criteria were excluded, and the reason for exclusion was recorded at 
the full-text screening. Any discrepancies between the two reviewers were resolved by 
consensus or were referred to and resolved by a third independent reviewer not 
involved in the study selection process. Included full-text articles were further validated 
for inclusion during the data extraction phase. This involved reviewing the study design 
details, baseline population characteristics, and efficacy and safety endpoints. 

  

one eligible 
outcome 

Study 
design/publication 
type 

Phase II and phase III RCTs Phase I and IV RCTs 

Non-randomized 
studies 

 

All criteria applied 

Date Full text articles from 
database inception to 
present 

Conference abstracts (2022 
to 2024) 

Conference 
abstracts prior to 
2022 

Those not listed 

 

Language 
restrictions 

English language articles Non-English articles All criteria applied 
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H.1.5.3 Data extraction 

Data from the publications identified in this review were extracted into a standardized 
form in Microsoft® Excel (Microsoft Corporation, Seattle, US). Extracted data was based 
on the pre-defined PICOS criteria (Table 70) and was performed in the following steps: 

1. Written instructions on outcomes to be extracted from articles, pilot testing 
of the extraction form, resolution of potential ambiguities, and differences in 
interpretation of findings were performed. 

2. Information from the full-text articles of the studies accepted for inclusion 
was extracted independently by one investigator into the data extraction 
forms. Secondary references and conference material related to a given study 
were reviewed to see if there was any additional data to extract.  

3. Data extraction was independently validated by a second investigator. A third 
investigator was consulted to resolve any disagreements if necessary. 

4. For added quality assurance, there was a final data check once all relevant 
information was extracted. 

If relevant survival endpoint data (i.e., OS or PFS were not available as hazard ratios from 
the text or tables of the article, then manual calculations of this information from the 
publication’s Kaplan–Meier graphs were performed by digitalizing the relevant curves 
using DigitizeIt [78]. 

The specific data elements that were captured from included studies are summarized 
below: 

• Publication characteristics (citation data, trial identifying information, year, study 
sponsor, objective) 

• Study setting (countries, centers/hospitals) 
• Study methods (design [parallel-group, crossover, etc.], duration, follow-up 

length, patient enrollment criteria, interventions administered, dosing regimens, 
randomization details, blinding details, concomitant therapies allowed, outcomes 
assessed, approach to statistical analysis [intention to treat, per protocol, etc.])  

• Study participant characteristics (age, sex, ethnicity, geographic region, weight, 
body mass index [BMI], primary cancer diagnosis, histology, mutation status, 
microsatellite instability (MSI) status, Eastern Cooperative Oncology Group 
[ECOG] performance status, disease status at trial entry [metastatic, recurrent, 
unresectable advanced], HER-2 status, metastatic site, number of metastatic sites, 
PD-1/PD-L1 expression/status, Lauren classification status, smoking status, 
comorbidities, and prior therapy) 

• Efficacy outcomes (i.e., OS, PFS, objective response rate (ORR); including CR and 
partial response [PR]), duration of response (DoR), time on treatment (ToT), and 
HRQoL) 

• Safety outcomes including aggregate safety outcomes (i.e., any AE, SAE, 
withdrawals due to AEs), and individual AEs of interest (i.e., anemia, nausea, 
neutropenia, and neutrophil count decreases). For each safety outcome, data 
fotreatment-related and TEAEs was captured, as reported. 
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For any single outcome, data were extracted for the longest available follow-up time 
point using the latest available data cut for that outcome. Extraction of the following key 
subgroups was performed: 

• PD-1/PD-L1 expression 
o PD-1/PD-L1 positive subgroups were defined as: TAP ≥5%, CPS ≥1, 5 or 10, 

tumour proportion score (TPS) ≥1%, 5% or 10%. 
o PD-1/PD-L1 negative subgroups were defined as: TAP <5%, CPS < 1, 5 or 10, 

TPS < 1%, 5% or 10%). 
• Race (e.g., Asian patients) 
• Geography/region (e.g., Asia) 
• Histology based on Lauren classification (diffused vs intestinal) 
• MSI status 
• GC vs GEJ site 

H.1.5.4 Study selection process 

H.1.5.4.1 Original SLR 

The original SLR electronic database search conducted on February 16, 2024, identified 
8,418 records. After removing 3,008 duplicates, the resulting 5,410 records were 
screened and 5,075 were excluded. The remaining 335 full-text records were sought for 
retrieval; of these, 8 records were not retrievable. Of the 327 remaining reports assessed 
for eligibility, 267 were removed for various reasons as shown in the PRISMA flow 
diagram (Figure 21). 

A search of grey literature sources identified an additional 3,338 records. Searches of key 
clinical conferences identified 596 records and searches of clinical trial registries 
identified 724 records. An additional 1,859 records were identified through searching of 
key HTA agencies. Finally, a search of bibliographies of key relevant SLRs identified 159 
records. Of the 3,338 records identified, two were not retrievable. The remaining 3,336 
reports were then assessed for further eligibility. After assessment, 3,313 reports were 
then excluded for reasons shown in the PRISMA flow diagram (Figure 21). 
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H.1.5.4.2 Updated SLR 

The updated SLR conducted on September 4, 2024, identified 1,128 records from 
databases and registers (i.e., MEDLINE, Embase, CENTRAL, and Cochrane), and 748 
duplicate records were removed prior to screening. After de-duplication, 380 records 
were screened. Of these, 344 were excluded at the title and abstract stage. Thirty-six 
full-text records were retrieved and assessed for eligibility, and 25 were removed for 
various reasons as shown in the PRISMA flow diagram (Figure 22). 

Furthermore, the updated search of grey literature sources identified a total of 754 
records. Searches of key clinical conferences identified 63 records and searches of clinical 
trial registries identified 301 records. An additional 390 records were identified through 
searching of key HTA agencies. No eligible SLRs were identified for bibliography 
screening. After assessment of the 754 identified records, 748 reports were excluded for 
the reasons shown in the PRISMA flow diagram (Figure 22). 
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H.1.5.4.3 Overall SLR 

In total, the original and updated searches identified 100 records reporting on 43 unique 
RCTs. The updated search identified 17 new reports pertaining to 10 unique RCTs. Of 
these, two reports pertained to two newly identified RCTs (RELATIVITY-060 and 
CTRI/2020/03/023944), while the remaining fifteen records represented additional or 
updated analyses pertaining to RCTs identified in the original review. The study selection 
process is reported in a PRISMA flow diagram and presented in Figure 22. 

Relevance to Danish clinical practice: 
To support this submission, it was essential to identify evidence specifically relevant to 
Danish clinical practice and the treatment regimen for unresectable, locally advanced or 
metastatic G/GEJ adenocarcinoma. As a result, 90 records were excluded from the 
overall SLR due to lack of relevance to the Danish treatment context. Following this 
refinement, a total of 10 records were identified and included as final evidence. The 
study selection process is reported in a PRISMA flow diagram and presented in Figure 22. 
While not explicitly identified through the SLR process, and thereby not presented in the 
PRISMA flow diagram, data from the Tables, Figures, and Listings (TFL), and the clinical 
study report (CSR) of the RATIONALE-305 trial (provided by BeiGene) were used to 
supplement published data for this trial. 

A list of all records selected for inclusion in the SLR is provided in Table 71, and a list of 
all records excluded at the full-text stage with reasons for exclusion is provided in Table 
72 and Table 73 for the original SLR and updated SLR respectively. Additionally, a list of 
all records excluded following assessment of relevance to the Danish treatment context 
is provided in Table 74. 
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H.1.7 Quality assessment 

A key strength of this SLR was its adherence to best practices for the conduct and 
reporting of systematic reviews. Notably, all searches were performed by an experienced 
medical information specialist and peer-reviewed by a second information specialist. As 
per the PRISMA statement, the current review reports detailed search strategies, PICOS, 
a PRISMA flow diagram and full included/excluded study lists. 

A limitation of this SLR was that the language was restricted to include English-only 
articles at the study selection stage. Given that most of the key studies identified were 
published in English journals, it is likely that this was a minor limitation. However, it 
should be noted that this restriction was not applied to the search strategy. 

H.1.8 Unpublished data  

N/A 
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Median OS, months (95% CI) 13.7 (12.4–14.5) 11.6 (10.9–12.5) 

HR (95% CI) 0.79 (0.71–0.88) 

48-month OS rate, % (95% CI) 13 (11–16) 8 (6–10) 

Median PFSa, months (95% CI) 7.7 (7.1–8.6) 6.9 (6.7–7.2) 

HR (95% CI) 0.80 (0.71–0.89) 

Source: [67]. 
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Figure 23. Kaplan-Meier data for overall survival in the European and North American PD-L1 ≥5% 
subpopulation at DCO February 2023, RATIONALE-305 

*Log-rank and Cox regression models were stratified by regions (Asia versus Europe/North America), PD-L1 
expression (ITT population analysis only), and presence of peritoneal metastasis. P-values are one-sided and 
based on the stratified log-rank test. P-value boundary at final analysis is 0.0226. Medians were estimated by 
the Kaplan-Meier method with 95% CIs estimated using the method of Brookmeyer and Crowley. OS rates were 
estimated by the Kaplan-Meier method. Source: The Kaplan-Meier data was sourced from an internal EVD [7]. 

 
Figure 24. Kaplan-Meier data for overall survival in the European and North American ITT 
analysis set at DCO February 2023, RATIONALE-305 
*Log-rank and Cox regression models were stratified by regions (Asia versus Europe/North America), PD-L1 
expression (ITT population analysis only), and presence of peritoneal metastasis. P-values are one-sided and 
based on the stratified log-rank test. P-value boundary at final analysis is 0.0226. Medians were estimated by 
the Kaplan-Meier method with 95% CIs estimated using the method of Brookmeyer and Crowley. OS rates were 
estimated by the Kaplan-Meier method. Source: The Kaplan-Meier data was sourced from an internal EVD  [7]. 

L.1.2 Progression-free survival 

The unstratified HR of tislelizumab plus CT versus placebo plus CT in the European and 
North American subpopulation in the PD-L1 ≥5% population was  

 (Table 83 and Figure 25) and in the ITT Set 0.84 [95% CI: 0.63 to 1.11] at the time of 
the final DCO (Table 83). The small patient population in this subgroup is likely the 
reason for the large CIs, which cross the line of no effect [7]. 
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In the ITT population the unstratified HR for OS with NIV + CT vs CT was 0.83 [95% CI: 
0.72 to 0.95] [54]. 
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