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3. The patient population, 

intervention, choice of 

comparators and relevant 

outcomes 

3.1 The medical condition  

Disease description : Oesophageal cancer (OC) is the 8th most common cancer globally. 

Oesophageal squamous cell carcinoma (OSCC) and oesophageal adenocarcinoma are the 

two main histological types of OC, with OSCC comprising over 85% of all OC cases 

globally, approximately 50% of which present as advanced or metastatic unresectable 

disease at diagnosis [10–14]. OSCC is typically classified as early disease, locally advanced 

disease, or advanced/metastatic disease. Early OSCC is characterized by abnormal tissue 

growth in the oesophageal mucosa, with limited invasion of the superficial layer of the 

submucosa [15]. In locally advanced OSCC, the tumour invades local structures, leaving 

the lymph nodes and other distant tissues uninvolved [16]. Lastly, advanced/metastatic 

cancer is characterized by tumour invasion past the mucosa into the submucosal layer 

and to distant organs [16]. OSCC is further classified as either resectable (full surgical 

excision of the tumour remains a possible treatment option) or unresectable (the 

tumour is no longer restricted to the oesophagus and can no longer be removed 

completely through surgery) [15]. Surgical intervention is the standard of care (SOC) for 

resectable OC; however, approximately 80-85% of patients are ineligible and must 

consider alternative treatment options due to multiple factors, such as tumour location, 

disease severity, and patient willingness [17].  

Staging: Accurate staging of OSCC is crucial as it directly affects the overall treatment 

and disease prognosis. OSCC is staged according to the American Joint Committee on 

Cancer TNM (Tumour/Nodule/Metastasis) classification system, the 8th and most recent 

edition of which has been in effect since 2018 [18]. The TNM framework evaluates the 

anatomical characteristics including tumour size and spread of a tumour into nearby 

tissue (T = tumour), the extent to which the cancer has spread to the local lymph node 

system (N = node), and the presence of metastases in distant tissues or organs (M = 

metastasis) [19].  

Clinical presentation and diagnosis: By the time of diagnosis, patients with OSCC most 

often have already reached the advanced stages of metastasis, resulting in poor 

prognosis and presenting difficulties in its treatment [4]. This is a result of the disease 

remaining unnoticed in earlier stages due to asymptomatic presentation or the 

occurrence of mild, non-specific symptoms [20]. Until the disease has metastasized, 

finding evidence suggestive of OSCC can be challenging with physical examination alone. 

Dysphagia and unintentional weight loss are the two most common symptoms 

associated with OSCC, when symptomatic [21]. Other signs and symptoms of OSCC 

tumours may also include chest pain, upper abdominal pain, regurgitation, persistent 

cough, and chronic gastrointestinal blood loss [21]. The symptoms of OSCC are only 
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noticeable in advanced stages, making early diagnosis challenging [22]. As for diagnostic 

procedures, endoscopy is regarded as the gold standard for the detection and diagnosis 

of OSCC [22]. The diagnostic workup of OSCC typically involves an upper endoscopic 

biopsy, followed by a histologic examination determining the programmed cell death 

protein 1 ligand (PD-L1) status [23–25]. The cellular interaction between programmed 

cell death protein 1 (PD-1) and PD-L1 plays a critical role in tumour evasion, as PD-1 

promotes tumour proliferation and evasion of the body’s immune mechanism [26–28]. 

As a result, the PD-1/PD-L1 pathway has emerged as a promising therapeutic target in 

OSCC. PD-L1 overexpression generally appears to be associated with worse survival 

outcomes in patients with OSCC, however, some studies have reported conflicting 

evidence regarding its prognostic value [29–31]. Several studies support the association 

of high PD-L1 expression on tumour cells with lymph node metastasis and poor overall 

survival (OS) outcomes; however, its precise prognostic value may depend on the cellular 

type expressing PD-L1 [5–7]. There are several methods to measure the extent of 

membranous positivity of PD-L1 expression on immune cells and tumour cells. Whereas 

the tumour proportion score (TPS) only assesses PD-L1 expression in tumour cells, the 

combined positive score (CPS) and tumour area positivity (TAP) scoring methods detect 

expression in both immune and tumour cells [32–34]. 

Prognosis and HRQoL: The prognosis of OC has historically been extremely poor, with 5-

year survival ranging between 10% and 30% in most countries, according to the latest 

data [35–37]. Based on Danish cancer data from 2018 to 2022, the relative survival at 1 

year is 47.4% and 50.9% for men and women, respectively. The relative 5-year survival is 

20.2% and 19.0% for men and women, respectively. Two out of three patients cannot be 

offered a curable treatment at the time of diagnosis due to disseminated disease or 

already being in a poor condition [9,25,38].Health-related quality of life (HRQoL) in 

patients with OC is reported to be linked to the worsening of symptoms and disease 

progression over time. A multi-center cross-sectional study from 2018 suggests that 

advanced cancer stages are associated with larger health utility decrements. The findings 

of the study showed that pain or discomfort was the most impacted dimension, followed 

by the anxiety or depression dimension. Patients with advanced disease were more likely 

to report problems in the mobility, self-care, and usual activities dimensions compared 

to those in the early stage. Further, patients in more advanced cancer stages had 

significantly poorer health status compared to those in the earlier stages, as shown in 

the lower health utility and EuroQol-Visual Analog scale (EQ‑VAS) scores [8]. 

3.2 Patient population 

In Denmark, OC is the 8th most common type of cancer with OSCC as the most common 

histological subtype [38]. In 2022, 264 patients were diagnosed with OC with an average 

age of 72 years. Of these patients, 9.1% received curative surgery while the remaining 

received either chemotherapy, medical treatment, other oncological treatment, or no 

treatment. The majority of the remaining patients were diagnosed with late-stage 

disease, including 87.5% of patients receiving medical treatment who had stage 4 OC 

[39]. In Table 3 the incidence and prevalence of OC in Denmark is presented. In the 

Danish Esophago Gastric Cancer Group (DECG) report from 2022, it is noted that the 

patients that earlier were registered as having OC, now are registered as OSCC [39]. The 
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not identify any new clinical trials or treatment comparisons between the interventions 

of the PICOS. However, new efficacy and safety follow-up data for the CheckMate 648 

trial was identified through the search in two different abstracts covering the 29-month 

follow-up and the additional 45-month follow-up [62,63]. Safety data from the 45-month 

follow-up was insufficient and will thus not be presented however, efficacy data are 

included in the application in Section 6.1.5. Safety data from the 29-month follow-up will 

briefly be presented in Section 9.1. 

Beyond the additional SLR, an abstract with 5-year follow-up data from the KEYNOTE-590 

trial has been identified internally and added to the table below.  
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6. Efficacy  

6.1 Efficacy of tislelizumab plus chemotherapy compared to nivolumab plus chemotherapy and 

pembrolizumab plus chemotherapy  

6.1.1 Relevant studies 

For the comparative analyses the Intention-to-treat (ITT) analysis sets from all relevant trials have been utilized, see Table 13. Only the OSCC patients 

from the ITT analysis set in Keynote 590 has been utilized in this submission. Pre-specified subgroup analyses reflecting the PD-L1 positive 

populations have also been included whenever deemed relevant.  
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6.1.2 Comparability of studies  

The three trials were all multicenter, randomized controlled phase 3, and both 

RATIONALE-306 and KEYNOTE-590 were double blind whereas CheckMate 648 was an 

open label trial [51,54,57]. 

RATIONALE-306 and KEYNOTE-590 explicit stated that cross-over was not permitted 

between treatment groups, although CheckMate 648 did not report this, it is unlikely 

that cross-over occurred [51,54,57].  

The trials included an immunotherapy treatment arm paired with chemotherapy. 

KEYNOTE-590 and CheckMate 648 assessed fluorouracil + cisplatin whereas RATIONALE-

306 assessed multiple regimens, cisplatin or oxaliplatin + fluorouracil or capecitabine or 

paclitaxel. While differences in chemotherapy arms were noted, it was assumed that the 

chemotherapies were sufficiently similar to be combined into a single node in the NMA. 

RATIONALE-306 and KEYNOTE-590 included a placebo arm paired with chemotherapy, 

while CheckMate 648 included a chemotherapy-only arm. CheckMate 648 included also 

an arm of nivolumab and ipilimumab without chemotherapy. Differences in dose and 

dosing schedule were noted [51,54,57]. 

Although some differences in trial characteristics were noted, the trials were considered 

sufficiently similar to derive reasonable estimates of comparative efficacy via an ITC 

through an NMA. The clinical expert considered the three trials to be sufficiently similar, 

with no significant differences. The clinical expert deemed the trials comparable in an 

indirect analysis.  

6.1.2.1 Comparability of patients across studies 

In Table 14 the available baseline characteristics for the PD-L1 positive patient 

population from RATIONALE-306 and CheckMate 648 are presented. It was not possible 

to locate baseline characteristics of the PD-L1 positive patient population from KEYNOTE-

590, thus KEYNOTE-590 was omitted from the table. The baseline characteristics from 

the ITT populations from each study are presented in Appendix K, Table 105. Comparing 

Table 105 and Table 14, no major deviations between the ITT population and the PD-L1 

positive population, valid for both RATIONALE-306 and CheckMate 648. 
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Results from the 29-month follow-up was consistent with the primary analysis. Overall 

population results showed a median OS of 12.8 (95%CI: 11.1 to 15.7) months for N+C 

versus 10.7 (95%CI: 9.4 to 12.1) months for chemotherapy alone (HR = 0.78, 95% CI: 

0.65.93). The 12- and 24-month overall survival was 53% and 29% in the N+C arm and 

45% and 19% for chemotherapy in the overall population. Median PFS was 5.8 (95%CI: 

5.5 to 7.0) months for N+C versus 5.6 months (95%CI: 4.3 to 5.9) for chemotherapy alone 

(HR = 0.83, 95% CI: 0.68-1.00). The 12- and 24-month progression free survival was 23% 

and 11% in the N+C arm and 17% and 4% for chemotherapy in the overall population per 

BICR. The ORR was 47% (95% CI: 42 to 53) for N+C compared to 27% (95% CI: 22 to 32) 

for chemotherapy. For the PD-L1 ≥1% population, median OS was 15 months (95% CI: 

11.9, 18.6) for N+C versus 9.1 months (95% CI: 7.7 to 10.0) for chemotherapy alone (HR = 

0.59, 95% CI: 0.46 to 0.76). The 12- and 24-month overall survival was 58% and 31% in 

the N+C arm and 37% and 12% for chemotherapy in the PD-L1 TPS ≥1% population. 

Median PFS was 6.8 months (95% CI: 5.7 to 8.3) for N+C versus 4.4 months (95% CI: 2.9 

to 5.8) for chemotherapy alone (HR = 0.67, 95% CI: 0.51 to 0.89). The 12- and 24-month 

progression free survival was 25% and 12% in the N+C arm and 10% and 3% for 

chemotherapy in the PD-L1 TPS ≥1% population per BICR. The ORR among patients with 

PD-L1 TPS ≥1% was 53% (95% CI: 44 to 61) for N+C compared to 20% (95% CI: 14 to 27) 

for chemotherapy [67]. For the overall population, the 45-month follow-up results 

showed a median OS of 13.2 months (11.1 to 15.7) for N+C compared to 10.7 months 

(9.4 to 12.1) for chemotherapy alone (HR=0.77, 0.65 to 0.92). Median PFS was 5.8 

months (5.5 to 7.0) for N+C versus 5.6 months (4.3 to 5.9) for chemotherapy alone 

(HR=0.82, 0.68 to 1.00). The ORR was 47% for N+C compared to 27% for chemotherapy. 

For the PD-L1 positive patients, the 45-month follow-up results showed a median OS of 

15.0 months (11.9 to 18.7) for N+C compared to 9.1 months (7.7 to 10.0) for 

chemotherapy alone (HR=0.60, 0.47 to 0.77). Median PFS was 6.8 months (5.7 to 8.3) for 

N+C versus 4.4 months (2.9 to 5.8) for chemotherapy alone (HR=0.67, 0.51 to 0.88). The 

ORR was 53% for N+C compared to 20% for chemotherapy [68]. 

6.1.6 Efficacy – results per KEYNOTE-590 

KEYNOTE-590 (NCT03189719) is a randomized, placebo-controlled, double-blind, phase 3 

study evaluating the efficacy and safety of Pembrolizumab + chemotherapy (Pe+C) in 

patients with previously untreated, histologically or cytologically confirmed, locally 

advanced, unresectable, or metastatic oesophageal cancer or Siewert type 1 gastro-

oesophageal junction cancer [54]. This section will include all available key efficacy 

results in the OSCC population, including PD-L1 positive (CPS≥10) patients as this is the 

populations relevant in this application. At the data cut-off (July 2, 2020) the median 

follow-up time was 22.6 months (IQR: 19.6 to 27.1). The median OS in the OSCC 

population was 12.6 months (95%CI: 10.2 to 14.3) for Pe+C compared to 9.8 months 

(95%CI: 8.6 to 11.1) for placebo plus chemotherapy (HR=0.72, 95%CI: 0.60 to 0.88; 

p=0.0006), see Figure 5. The 24-month overall survival rate was 29% in the Pe+C arm and 

17% for placebo plus chemotherapy arm in the OSCC population. In the OSCC PD-L1 

positive population, the median OS was 13.9 months (95%CI: 11.1 to 17.7) for Pe+C 

compared to 8.8 months (95%CI: 7.8 to 10.5) for placebo plus chemotherapy (HR= 0.57, 

95%CI: 0.43 to 0.75; p<0.0001), see Figure 5. The 24-month overall survival rate was 31% 
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(including the GP5 item to assess impact of side effects) and EuroQoL 5-Dimensions 3-

levels (EQ-5D-3L). The HRQoL analyses were performed on all randomized patients and 

on the subgroup with PD-L1 expression ≥1% [73].  

10.1.4 Data collection – RATIONALE-306 

The HRQoL was assessed at baseline, after randomization, prior to dosing or any clinical 

activities at every treatment cycle for the first 6 cycles, then every other cycle 

afterwards, and at the end-of-treatment (EOT) Visit [50]. Only patients who completed 

the questionnaire at baseline and had ≥ 1 postbaseline assessment were included in the 

analysis. The completion rates correspond to the number of patients who completed the 

questionnaire divided by the total number of patients on study treatment at relevant 

visits in relevant treatment arm. The pattern of missing data and completion can be 

found in Table 45 below.   
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Appendix D. Extrapolation (N/A) 

D.1  Extrapolation of [effect measure 1] (N/A) 

D.1.1 Data input (N/A) 

D.1.2 Model (N/A) 

D.1.3 Proportional hazards (N/A) 

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

D.1.5 Evaluation of visual fit (N/A) 

D.1.6 Evaluation of hazard functions (N/A) 

D.1.7 Validation and discussion of extrapolated curves (N/A) 

D.1.8 Adjustment of background mortality (N/A) 

D.1.9 Adjustment for treatment switching/cross-over (N/A) 

D.1.10 Waning effect (N/A) 

D.1.11 Cure-point (N/A) 

D.2 Extrapolation of [effect measure 2] (N/A) 
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Additional SLR (October 17, 2024) 

The additional SLR identified three different clinical studies from eight publications. The 

identified studies were previously identified in the comprehensive global clinical SLR and 

include RATIONALE-306, CheckMate 648, and KEYNOTE-590. The additional search did 

not identify any new clinical studies or indirect treatment comparisons between the 

interventions of the PICOS. However, new efficacy and safety follow-up data for the 

CheckMate 648 study was identified through the search. This data is included in the 

application in Section 6.1.5 [64].
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Appendix L. Figures related to 

tislelizumab  

L.1 Kaplan–Meier plot of OS (ITT analysis set), 

RATIONALE-306 
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Figure 18 Kaplan-Meier plot of PFS assessment by investigator (ITT analysis set), RATIONALE-306 
Data cut-off: 28FEB2022.  

Note: One-sided P-value was estimated from log-rank test stratified by pooled geographic region (Asia vs. Rest of World) per IRT, prior definitive therapy (yes vs. no) per IRT and ICC option 
(platinum with fluoropyrimidine vs. platinum with paclitaxel) per IRT. HR (T+C vs. P+C) was based on Cox regression model including treatment as covariate, and pooled geographic region 
(Asia vs. Rest of World) per IRT, prior definitive therapy (yes vs. no) per IRT and ICC option (platinum with fluoropyrimidine vs. platinum with paclitaxel) per IRT as strata.  

Abbreviations: CI, confidence interval; HR, hazard ratio; ICC, investigator-chosen chemotherapy; IRT, interactive response technology; ITT, Intent-to-Treat; P+C, placebo plus 
chemotherapy; PFS, progression-free survival; T+C, tislelizumab plus chemotherapy. 

Source: [51]  
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