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Vi noterer os, at Medicinrådet vurderer, at pembrolizumab i kombination med kemoterapi ser 
ud til at have samme effekt som dostarlimab i kombination med kemoterapi til patienter med 
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tilsyneladende ensartede effekter er opnået efter temmelig forskellige lægemiddel-
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. 
Patienter behandlet med dostarlimab havde en median behandlingsvarighed på 43 uger (dMMR 
+ pMMR), svarende til ca. 14 serier dostarlimab2. Forskellen skyldes, at i pembrolizumab-studiet 
(NRG-GY018) kunne patienterne modtage behandling til progression eller max 20 serier i alt 
(svarende til 2 år), og i RUBY-1 til progression eller i max. tre år.  
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er rapporteret fra de to studier.  

Medicinrådets kliniske ligestillinger er i denne – og mange andre sager – baseret på indirekte 
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Prisinformation 

Amgros har følgende priser på lægemidlerne: 

Tabel 1: Priser 

Lægemiddel Styrke og 
pakningsstørrelse 

AIP (DKK) Forhandlet SAIP 
(DKK) 

Rabatprocent ift. AIP 

Jemperli 
(dostarlimab) 

500 mg, 1 stk. 42.427,75 XXXXXXXXX XXXXX 

Keytruda 
(pembolizumab) 

25 mg/ml, 4 ml 21.573,58 XXXXXXXXX XXXXX 

Imfinzi 
(durvalumab) 

50 mg, 10 ml 17.307,33 XXXXXXXX XXXXX 
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Aftaleforhold 

Amgros har aftaler med alle tre leverandører, da alle tre lægemidler indgår i udbuddet for immunterapier. 

Der er mulighed for prisregulering i disse aftaler. Baseret på de kommende indikationer, som bliver ansøgt til 

vurdering i Medicinrådet, planlægges, hvornår der skal åbnes for en prisregulering. 

  

Konkurrencesituationen 

Medicinrådets vurdering omfatter de tre lægemidler, Imfinzi, Jemperli og Keytruda i kombination med 
kemoterapi. De vurderes enten til patienter med dMMR endometriecancer (Imfinzi og Keytruda) eller pMMR 
endometriecancer (Jemperli og Keytruda).  

 Tabel 2: Sammenligning af lægemiddeludgifter (uden kemoterapi) pr. patient. 

Lægemiddel 
Styrke og 

pakningstørrelse 
Dosering 

Pris pr. 
pakning 

(SAIP, DKK) 

Lægemiddeludgift 
pr. år (SAIP, DKK) 

Jemperli  

Opstartsår 

500 mg, 1 stk. 500 mg i.v. hver 
3. uge i 6 serier 

og herefter 
1.000 mg i.v. 
hver 6. uge  

X 

XXXXXXXXX 

X 

XXXXXXX 

Jemperli 

Vedligeholdelsesår 

500 mg, 1 stk. 1.000 mg i.v. 
hver 6 uge XXXXXXXXX XXXXXXX 

Keytruda 20 mg/ml, 4 ml 2 mg/kg i.v. 
hver 3. uge eller 

4 mg/kg hver 
6.uge 

XXXXXXXXX 

X 

XXXXXXXXX 

 

Imfinzi  

Opstartsår 
50 mg/ml 

1.120 mg i.v. 
hver 3. uge de 
første 6 cykler. 
Derefter 1.500 
mg i.v. hver 4 

uge 

XXXXXXXX XXXXXXX 

Imfinzi  

Vedligeholdelsesår 
50 mg/ml 

1.500 mg i.v. 
hver 4. uge XXXXXXXX XXXXXXX 

*Patientvægt 68,9 kg 
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Opsummering: 

Der kan muligvis komme bedre priser i forbindelsen med en kommende prisregulering baseret på ansøgning 
til disse indikationer samt de andre indikationer, som også er ansøgt i Medicinrådet. Tidspunktet for 
prisreguleringen er endnu ikke fastlagt. 
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Moreover, the health-related quality of life (HRQoL) impact of EC is often most 

pronounced in patients with advanced and recurrent disease due to the poor prognosis, 

debilitating symptoms and deteriorations in physical functioning during later disease 

stages compared to early stage EC. (29, 30) 

Patients with advanced and recurrent EC often report that their EC has a profound 

negative impact on their health-related quality of life (HRQoL), primarily driven by the life-

limiting impacts of treatment and the psychological burden attributed to living with a life-

threatening disease with a bleak prognosis.(4, 29-33) 

The pathophysiology of EC is complex. Key risk factors include obesity, older age and 

increased exposure to oestrogen (e.g. diabetes and post-menopausal hormone therapies). 

(34-36) Various genomic alterations have also been reported to contribute to an increased 

risk of EC.(34) As such, molecular classification of EC now represents a key stage of EC 

diagnosis and clinical decision-making, including determination of a patient’s mismatch 

repair (MMR) status. Determination of MMR status divides patients into MMR proficient 

(pMMR) and MMR deficient (dMMR) EC and is currently considered an important 

prognostic factor. (1, 34, 37, 38) 

Deficient mismatch repair (dMMR) is a condition associated with endometrial cancer 

where the DNA mismatch repair system is not functioning properly specifically in 

microsatellite regions. MSI-H is one of the consequences of dMMR and refers to the 

accumulation of mutations in these regions (39). dMMR in endometrial cancer is often due 

to mutations in one of the mismatch repair genes, such as MLH1, MSH2, MSH6, and PMS2. 

These mutations can be sporadic or hereditary. (40) 

Endometrial cancers with dMMR tend to have a distinct clinical behavior. They are often 

associated with a higher tumor mutation burden and recent data suggest MMR status to 

predict response to immune checkpoint inhibitors (8, 13) 

3.2 Patient population 

Around 800 women are diagnosed with uterine cancer every year in Denmark, with the 

most frequent form (> 90%) being cancer of the uterine lining (EC). The disease typically 

affects older women (median age 63 years), and there are almost 11,000 patients  

currently living after receiving the diagnosis. (20, 41) 

The majority of endometrial carcinoma patients are diagnosed at an early stage (Stage I or 

II) ranging between 69 % and 74% in the years 2019/20 to 2021/22 in Denmark. A relatively 

better prognosis is associated with earlier stages with reported 5-year survival rates for 

Stage I & II corpus cancer (carcinoma) patients of 86 % (95% CI:  84 – 87) and 75 % (95% 

CI:  68 – 80) respectively. In contrast, Stage III & IV corpus cancer (carcinoma) patients 

demonstrate survival rates of 48%  (95% CI: 43 – 54) and 30% (95% CI: 20 - 41) respectively. 

(17) 

The DUO-E study excluded early-stage patients. Only patients with evidence of 

histologically confirmed, advanced (Stage III or IV) or recurrent high-grade epithelial 
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Figure 1 Overview of treatment algorithm for patients with primary advanced or recurrent 

endometrial cancer including suggestion of where durvalumab fits in (yellow). Source: Created by 

AstraZeneca based on DGCG updated guidelines (44) 

If patients progress with a good performance status, it is expected that they will receive 

retreatment with CP for patients with a platinum-free interval ≥6 months and pegylated 

liposomal doxorubicin for patients with a platinum-free interval <6 months. Remaining 

(patients without good performance score) will receive symptom-relieving care.  

3.4 The intervention 

Durvalumab is a high-affinity, human, recombinant monoclonal antibody of the 

immunoglobulin G (IgG) 1 kappa subclass that selectively blocks the interaction of PD-L1 

with PD-1 and CD80 on immune cells. (46)   In vivo, studies demonstrate that durvalumab 

inhibits tumour growth in co-engrafted human tumour and immune cell xenograft mouse 

models via a T-cell-dependent mechanism. Based on these data, durvalumab, by binding 

to PD-L1, is expected to stimulate the patient’s anti-tumour response.(46) Moreover, 

durvalumab has been engineered to reduce antibody-dependent cellular cytotoxicity on 

effector T-cells following the expression of PD-L1 on activated T-cells, thus preventing T-

cell depletion. (47, 48) 
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6. Efficacy  

6.1 Efficacy of durvalumab plus carboplatin and paclitaxel 

compared to carboplatin and paclitaxel for primary 

advanced or recurrent dMMR endometrial cancer 

6.1.1 Relevant studies 

In adult patients with recurrent or advanced dMMR endometrial cancer, the efficacy of 

durvalumab has been assessed in the DUO-E trial where durvalumab plus CP was 

compared head-to-head with placebo plus CP. As the study is a head-to-head study, no 

additional studies were used in the comparison of durvalumab and CP. Table 12 presents 

and overview of DUO-E, and additional information can be found in Appendix A. 

DUO-E is a Phase III double-blind clinical trial that aimed to investigate the safety and 

efficacy of durvalumab in combination with platinum-based chemotherapy (paclitaxel and 

carboplatin) followed by maintenance durvalumab or maintenance durvalumab in 

combination with olaparib as a 1L therapy in patients with newly diagnosed advanced or 

recurrent EC. Randomization of patients to each study arm was based on the following 

stratification factors:  

• MMR status (dMMR vs. pMMR) 

• Disease status (recurrent vs. newly diagnosed) 

• Geographic region (Asia vs. rest of the world) 

DUO-E includes two durvalumab treatment arms; one with and one without the addition 

of olaparib in the maintenance treatment. The applied population in the present 

application is limited to the subgroup of dMMR population and only includes the arm 

treating with durvalumab plus CP. Efficacy results are presented for the dMMR population 

and ITT population when relevant (eg. Safety data and Quality of life endpoints).  

 

 















 

 

43 
 

Footnote: aFor OS the O’Brien-Flemming spending function was used to control type I error across 

the three OS timepoints. Note two-sided significance level of OS interim analysis 2 & OS full analysis 

of ~0.0145 and ~0.0206 for the durvalumab + CP vs. placebo + CP; and ~0.0147 and ~0.0207 

for the durvalumab + Olaparib + CP vs. placebo + CP, respectively (dependent on the actual number 

of events observed). 

 

6.1.4.2 Progression-free survival 

In the dMMR population, durvalumab + CP demonstrated a clinically meaningful 

improvement in median PFS when compared to placebo + CP at the primary analysis (HR 

0.42; 95% CI 0.22, 0.80) with an overall maturity of 40.6%. (8) As summarised in Table 16, 

there were more PFS events in the placebo + CP arm than the durvalumab + CP arm (25 

vs. 15, respectively).  

The Kaplan-Meier plot for PFS in the dMMR population presented in Figure 3 shows that 

the placebo + CP and durvalumab + CP arms separate at approximately 4 months from 

randomization and separation is maintained in favour of the durvalumab + CP arm 

throughout the follow up period. These data indicate that patients treated with 

durvalumab + CP had a treatment benefit compared to placebo + CP in this endpoint.(8)  

Furthermore, the plateau in the KM curve suggests that patients may remain progression-

free in the long term, and could ultimately experience the same mortality from other 

causes as the general population, indicating that these patients could be considered 

cured.(8) The PFS rate at both 12 and 18 months was also greater in durvalumab + CP arm 

vs. the placebo + CP arm, further demonstrating the PFS benefit associated with 

durvalumab + CP in this population. (8)  
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advanced or recurrent dMMR endometrial cancer: RUBY-1. Table 18 presents an overview 

of RUBY-1. 

RUBY-1 is the first part of a phase 3, randomised, double-blind, multicentre trial evaluating 

dostarlimab-based therapies in advanced or recurrent endometrial cancer. (13) In this 

study, dostarlimab in combination with carboplatin and paclitaxel for 6 cycles followed by 

dostarlimab for up to 3 years was compared to carboplatin and paclitaxel for 6 cycles plus 

placebo. Patients were stratified at randomization for MMR/MSI status, as well as 

previous external pelvic radiotherapy, and disease status (recurrent, primary stage III, or 

primary stage IV). Although the trial recruited patients irrespective of MMR/MSI status, 

the primary endpoint included testing of investigator-assessed PFS among both patients 

with dMMR/MSI-H and the overall population. Following initial results, the marketing 

authorization holder only received regulatory approval (and subsequent reimbursement) 

for the dMMR/MSI-H population and therefore only efficacy results from this subgroup 

are presented and discussed here. 
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6.2.2 Comparability of studies  

The DUO-E and RUBY studies have a number of similarities in trial design and inclusion 

criteria, which can facilitate indirect comparisons. Specifically: 

• Population: both trials recruited adult patients with newly diagnosed advanced 

(FIGO stage III/IV) or recurrent endometrial cancer of epithelial histology, that 

was not amenable to curative surgery. 

• Intervention: both trials evaluated a PD-(L)1 inhibitor given in combination with 

carboplatin + paclitaxel for up to 6 cycles, followed by a maintenance phase of 

PD-(L)1 inhibitor monotherapy. 

• Comparator: carboplatin (AUC 5-6) in combination with paclitaxel (175 mg/m2), 

along with placebo, was given every three weeks for up to six cycles in both 

studies. 

• Outcomes: both studies had investigated-assessed PFS (as per RECIST v1.1) as a 

primary endpoint, with assessments conducted every 12 weeks once the 

chemotherapy period was complete, and OS and subgroup analyses by MMR or 

MSI status were protocol-specified analyses. 

• Study Design: both trials were phase III, randomized, double-blind, placebo-

controlled studies. 

 

These core similarities meant it was deemed acceptable to conduct indirect comparisons 

between the trials. However, despite these similarities, an assessment of potential 

treatment-effect modifiers and prognostic factors provided further aspects for 

consideration. 

As per the trial protocol for DUO-E, only MMR status was included as a stratification factor, 

and the European marketing authorization only includes patients with dMMR endometrial 

cancer. Conversely, either dMMR or MSI-H were included in stratification criteria for 

RUBY-1, based on local testing practices. A post-hoc analysis of DUO-E has shown that 

were the stratification to include both dMMR and MSI-H, then 12 pMMR patients would 

be included in the comparison of durvalumab + CP to placebo + CP, increasing the 

biomarker positive group by 12.6%. (51) 

The DUO-E study included multiple sites in Asia, whereas the RUBY study was conducted 

in Western Europe and North America. A stratification factor by geographic region was 

included in the DUO-E study due to an a priori belief that the different treatment 

paradigms regarding the use of surgery and/or radiation in the treatment of advanced 

endometrial cancer between some Asian countries and Western Europe and the United 

States had the potential to significantly impact both short-term and long-term outcomes. 

The published forest plots of subgroup analysis of PFS from the DUO-E trial show a 

somewhat attenuated treatment-effect in patients recruited in Asia, (8)and a similar 

attenuated effect in Asian patients was observed in the AtTEnd trial of atezolizumab + CP 

compared to placebo + CP in advanced/recurrent endometrial cancer patients. (54) 

Patients in DUO-E required at least 12 months since completion of (neo-)adjuvant systemic 

therapy for patients with recurrent disease, whilst patients in RUBY could be included from 
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Figure 7. Investigator-assessed PFS in patients with dMMR/MSI-H advanced or recurrent 

endometrial cancer from the RUBY trial (dostarlimab vs. placebo) 

 

Source: Mirza et al. 2023 (Figure 2A) 

6.2.4.2 Overall survival 

In the dMMR/MSI-H subgroup, 7 (13.2%) patients in the dostarlimab arm and 24 (36.9%) 

patients in the placebo arm had died. Overall survival at 24 months was 83.3% (95% CI; 

66.8 to 92.0) in the dostarlimab group and 58.7% (95% CI; 43.4 to 71.2) in the placebo 

group (Figure 8). The risk of death was 70% lower in dostarlimab treated patients (HR 0.30; 

95% CI, 0.13 to 0.70). 

Figure 8. OS in patients with dMMR/MSI-H advanced or recurrent endometrial cancer from the 

RUBY trial (dostarlimab vs. placebo) 

 

Source: Mirza et al. 2023 (Figure 3B) 
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7. Comparative analyses of 

efficacy  
The comparison between durvalumab plus carboplatin and paclitaxel vs. carboplatin and 

paclitaxel for primary advanced or recurrent dMMR endometrial cancer was covered by 

the head-to-head trial, DUO-E. Results of which are presented in section 6.1. Comparative 

efficacy outcomes are summarized in Table 22. 

The following sections will detail the comparative analysis between durvalumab plus 

carboplatin and paclitaxel vs. dostarlimab plus carboplatin and paclitaxel for primary 

advanced or recurrent dMMR endometrial cancer. An indirect treatment comparison was 

conducted to establish the relative efficacy between the two therapies based on the 

clinical trials, DUO-E and RUBY. An assessment of the comparability of the studies has been 

presented in section 6.2.2, and concluded that an indirect treatment comparison was 

feasible to conduct between the studies. 

7.1.1 Differences in definitions of outcomes between studies 

There are no identified discrepancies in the definition of investigator-assessed PFS or OS 

between the DUO-E and RUBY, where equivalent definitions of progression (RECIST v1.1), 

similar censoring rules, and largely comparable timing of assessments were used in both 

studies. 

7.1.2 Method of synthesis  

Given the differences in trial designs and patient populations outlined in section 6.2.2, 

methods for adjusting for the impact of effect modifiers were preferred. As noted in 

section 6.2.2, the parameters deemed relevant to adjust for are: MMR/MSI status 

(inclusion of MSI-H in RUBY), region (exclusion of patients from Asia in RUBY), and disease 

status (more stage III patients included in RUBY). However, due to the smaller sample sizes 

of the dMMR/MSI-H subgroups (118 patients in RUBY and 107 patients in DUO-E), 

consideration was given to the role adjustment and weighting would have on the effective 

sample size and the possibility for inferences. This is particularly relevant for overall 

survival where, given the considerable efficacy demonstrated by PD-(L)1 inhibitors in this 

setting, the event numbers are low (i.e., 7 deaths in dostarlimab treated patients and 8 

deaths in durvalumab treated patients) and could be impacted by weighting. For example, 

adjustment for Asian patients in DUO-E would reduce the sample size by nearly one-third. 

Therefore, an unadjusted analysis is presented. As discussed above, in order to mitigate 

potential bias due to the include of MSI-H patients in RUBY, data from the recently 

presented subgroup of dMMR/MSI-H patients from DUO-E is used in the comparative 

analysis,(51) as shown in section 6.2.3. This was deemed a relevant adjustment as MSI 

testing is in some cases conducted in Denmark and can be used to assess eligibility for PD-

(L)1 inhibitors in this setting. 

As both studies share a common comparator (placebo in combination with carboplatin 

and paclitaxel), an anchored indirect treatment comparison (ITC) was conducted. The 
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Odds ratios (OR) were calculated using the AE frequency data and the numbers of patients 

included in the safety analysis set. The comparison of OR were performed using the Bucher 

method on the log odds ratio of an event for durvalumab + CP vs. placebo + CP in the DUO-

E trial, and the log odds ratio of an event for dostarlimab + CP vs. placebo + CP in the RUBY 

trial. The 95% confidence interval for the log OR was estimated using the logarithm of the 

point estimate and standard error, under an assumed normal distribution on the log scale. 

The log standard error of the point estimate, used in the calculation of confidence 

intervals, was estimated as the square root of the summed variance of the log odds ratios 

from the two studies. 

The median duration of exposure to PD-(L)1 inhibitor/placebo was comparable between 

studies (DUO-E: durvalumab 43.0 weeks, placebo 39.2 weeks; RUBY: dostarlimab 43.0 

weeks, placebo 36.0 weeks) and the incidence of safety outcomes was similar between 

placebo arms of both studies (Table 34), supporting the validity of a comparison of safety 

outcomes between studies. The exception to this is treatment-related adverse events, 

which were higher in the placebo arm of RUBY (74.4%) than in the placebo arm of DUO-E 

(60.6%) 

Across the endpoints explored in the safety ITC, there was a trend for durvalumab to have 

a more favourable safety profile than dostarlimab. This is particularly evidence for serious 

adverse events (OR 0.63; 95% CI 0.37 to 1.09) and adverse events of grade 3 or higher (OR 

0.58; 95% CI 0.35 to 0.99). These results are clarified by the fact that the incidence of 

adverse events in DUO-E was not significantly different between the durvalumab + CP arm 

and the placebo + CP arm, but in RUBY there was a significantly higher incidence of serious 

and severe adverse events, adverse reactions, and discontinuations in the dostarlimab + 

CP arm compared to the placebo + CP arm. 
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9.2 Safety data from external literature applied in the health 

economic model 

NA 
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The protocol-specified timing of EQ-5D-5L collection coincides with protocol-specified 

days of treatment administration. During chemotherapy cycles, patients are typically 

burdened by symptoms of treatment toxicity in the days immediately following 

administration, followed by a period of relative quiescence. During the time patients are 

on randomized treatment, EQ-5D-5L measurements reflect the HRQoL around the time of 

treatment administration. Accordingly, the utilities measured may somewhat reflect the 

toxicity burden of treatments but may not determine if the within-cycle HRQoL is better 

when adding durvalumab if there is added efficacy. 

As HRQoL can change after the disease has progressed, it is relevant to consider the pre- 

and post-progression states (based on investigator-assessed PFS) when analyzing the 

utility estimates. As noted below, the EQ-5D-5L was planned to be collected up until PFS2, 

allowing analysis of a prolonged post-progression period. As introducing durvalumab into 

the first line setting also changes the treatment pathway, where some patients today 

receive immune checkpoint inhibitors after first line disease progression but would be 

unlikely to be retreated with a PD-(L)1 inhibitor in clinical practice, it is relevant to 

assessment whether the post-progression utility changes as different treatment options 

exist for patients at this time. 

As subgroup analyses on the EQ-5D-5L by MMR status were not protocol specific, they 

have not been conducted and results presented here are from the ITT population. Whilst 

MMR status has been identified as a potential treatment effect modifier for durvalumab, 

once accounting for other factors that may influence HRQoL (e.g., disease progression), it 

is assumed that MMR status would not have a meaningful impact on inferences on the 

change in HRQoL due to the addition of durvalumab to carboplatin + paclitaxel. 

10.1.2 Data collection 

HRQoL measures were collected at baseline (day 1 of cycle 1) and then every 3 weeks (± 3 

days) for the first 18 weeks and then every 4 weeks (± 3 days) until PFS2. The EQ-5D-5L 

and all other PROMs were self-administered and completed at home or at the study site 

if the assessment time point coincided with a scheduled site visit. 

Recorded values on the EQ-5D-5L were mapped to the Danish value set as preferred by 

DMC. (59) The statistical relationship between EQ-5D-5L health state utility and treatment, 

and health status was assessed using regression analysis. To account for the repeated 

measurements in the study, a mixed model for repeated measures (MMRM) method was 

used to model EQ-5D-5L health state utilities. The MMRM analysis was performed on a 

dataset excluding any observations recorded after the time of censoring for progression. 

Due to censoring, the EQ-5D-5L observations obtained during this period have an 

unknown/missing health status and therefore, must be omitted from the analysis. The 

MMRM analysis was performed using the restricted maximum likelihood method with 

randomized treatment and progression status as fixed effects in the model, either as 

individual terms, in combination, or with interaction terms. 

Compliance rates for the EQ-5D-5L questionnaire were high at baseline and similar 

between arms (78.7% for durvalumab + CP; 80.0% for placebo + CP) (
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C.2 Efficacy of durvalumab plus carboplatin and paclitaxel 
compared to dostarlimab plus carboplatin and paclitaxel for 
primary advanced or recurrent dMMR/MSI-H endometrial 
cancer 

The authorization for dostarlimab was based on the results of the RUBY study, which 

reported efficacy outcomes in the dMMR/MSI-H population, according to local testing for 

either MMR or MSI. The RUBY study main analysis relied on a population composed by 

patients who were either dMMR or MSI-H, which is not aligned with the main population 

from DUO-E, therefore precluding any comparison between durvalumab and dostarlimab 

in dMMR EC.  

For this reason, the ITC used data from a post-hoc subgroup of DUO-E with either a positive 

dMMR test result, or an MSI-H test result. These data were compared with the efficacy 

results of the dMMR/MSI-H subgroup of RUBY. This comparison was performed to ensure 

that the populations from both studies were aligned, and to reduce the risk of bias from 

potential imbalances in the distribution of effect modifiers across studies. 

Using RUBY and DUO-E trials, a connected network can be created using the placebo in 

combination with carboplatin and paclitaxel (CP) as an anchor (common comparator), 

allowing for anchored ITCs to be performed. 

The outcomes of interest for the ITC were: 

• Progression-free survival (PFS), defined as time to progression according to 

RECIST criteria (version 1.1) or death in the absence of progression.  

• Overall survival (OS), defined as time to death from any cause 

The anchored ITC was performed via a frequentist approach, using the Bucher 

methodology, due to the simplicity of the comparison being performed. This approach 

preserves randomization within trials, and yields reliable results subject to the transitivity 

assumption, which requires that the distribution of effect modifiers is balanced across 

trials.  

The ITC was performed using a fixed effects model as there was insufficient data (n=1 

study per comparison) to estimate the between-study heterogeneity of treatment effects 

in a random effects model. The variance for the indirect evidence was based on the sum 

of the variances for the direct head-to-head comparisons and therefore the ITC is 

fundamentally associated with greater uncertainty than a direct comparison. 

The treatment effects for PFS and OS were modelled as the log-hazard ratio and its 

standard error.  The log-hazard ratio for each study was calculated as the natural logarithm 

of the reported hazard ratio. The standard error was calculated as the difference between 

the logarithms of the upper and lower confidence intervals, divided by 2 times the 

percentile point corresponding to the alpha-level of the interval (e.g., 1.96 for 95% 

confidence intervals).  
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Appendix D. Extrapolation  

D.1 Extrapolation of [effect measure 1] 

NA 

D.1.1 Data input 

NA 

D.1.2 Model 

NA 

D.1.3 Proportional hazards 

NA 

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

NA 

D.1.5 Evaluation of visual fit  

NA 

D.1.6 Evaluation of hazard functions 

NA 

D.1.7 Validation and discussion of extrapolated curves 

NA 

D.1.8 Adjustment of background mortality 

NA 

D.1.9 Adjustment for treatment switching/cross-over 

NA 

D.1.10 Waning effect 

NA 

D.1.11 Cure-point 
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D.2 Extrapolation of [effect measure 2] 

NA 
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Appendix E. Serious adverse 

events 
Table 59 Most common SAEs by System Organ Class and Preferred Term (Frequency ≥ 1% patients 

in any treatment group in SoC, durvalumab + CP, and durvalumab + olaparib CP in DUO-E overall 

phase) Compared with the durvalumab and olaparib pools (Safety Analysis Set) 
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Appendix F. Health-related quality 

of life 

F.1 Statistical methods 

A descriptive summary of the EQ-5D health state utilities by arm and study visit, and by 

arm and progression status was generated, including estimates of mean, standard 

deviations, median, and interquartile range (IQR) of utility scores in the full analysis set of 

DUO-E, consisting of all completed EQ-5D-5L measures (excluding EQ-5D-5L with any 

missing domain responses). 

The statistical relationship between EQ-5D-5L health state utility and treatment, and 

health status was assessed using regression analysis. To account for the repeated 

measurements in the study, a mixed model for repeated measures (MMRM) method was 

used to model EQ-5D-5L health state utilities. The MMRM analysis was performed on a 

dataset excluding any observations recorded after the time of censoring for progression. 

Due to censoring, the EQ-5D-5L observations obtained during this period have an 

unknown/missing health status and therefore, must be omitted from the analysis. 

The MMRM analysis was performed using the restricted maximum likelihood method 

(REML) with the following covariates included as fixed effects: 

• (Randomized) treatment 

• Progression status (pre-progression, post-progression) 

• Treatment + progression status 

• Treatment + progression status + treatment * progression status (i.e., both terms 

and their interaction included) 

 

The correlation of repeated utility measurements within subjects over time was captured 

via the specification of covariance structures for the MMRM. A hierarchy of covariance 

structures were tested, in order of most to least flexible, with results from models using 

the first covariance structure in the sequence that successfully converged for all models 

presented. As the fit of the unstructured covariance structure, Toeplitz with 

heterogeneity, autoregressive with heterogeneity, and Toeplitz failed to converge, the 

autoregression covariance structures were used in order to reach convergence. 

For each model, parameter estimates, and marginal (‘least square’) means are presented 

including 95% confidence intervals. The marginal (‘least square’) mean provides a model-

based estimate of the mean utility score by status (treatment and/or progression status) 

that is averaged over observations and with adjustment for repeated measures. 

F.2 Missing data assessments 
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naïve to first-line systemic anti-

cancer treatment or (2) with 

one prior chemotherapy 

regimen 

endometrial cancer 

(stage I/II) 

Intervention Systemic anti-cancer treatment 

from the following classes: 

• Chemotherapy (e.g. platinum 

or taxane-based) 

• Anti-PD(L)-1 (e.g. 

pembrolizumab, dostarlimab, 

atezolizumab, avelumab, 

nivolumab or durvalumab) 

• PARP inhibitors (e.g. niraparib, 

rucaparib or olaparib) 

• Protein kinase inhibitors (e.g. 

lenvatinib) 

• Anti-HER2 (e.g. trastuzumab) 

• Anti-VEGF (e.g. bevacizumab)  

• Hormonal therapies 

(medroxyprogesterone, 

hydroxyprogesterone, 

tamoxifen, letrozole)a 

• mTOR inhibitors (temsirolimus, 

vistusertib, everolimus) 

• Selective Inhibitor of Nuclear 

Export (e.g., selinexor) 

Any other treatment 

class, such as surgery or 

radiotherapy 

Only durvalumab 

in combination 

with carboplatin 

and paclitaxel or 

dostarlimab in 

combination 

with carboplatin 

and paclitaxel 

were in focus 

Comparator Any or none N/A Treatments 

allowing a 

connected 

network of 

studies 

evaluating 

durvalumab or 

dostarlimab 

Outcomes Efficacy outcomes 

• Overall survival (OS) 

• Progression-free survival (PFS) 

• PFS2 

• Disease response, including 

objective response rate 

• Duration of response 

• Time to subsequent therapy 

• Any other outcome 

• Studies where 

outcomes are not 

reported separately 

for the population of 

interest 

OS and PFS are 

prioritized as key 

efficacy 

outcomes. 

HRQoL outcomes 

were not 

included as the 

EMA has 

concluded no 

difference in 

HRQoL between 
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Safety/tolerability outcomes 

• Adverse events (any grade or 

grade 3 and above) 

• Time to treatment 

discontinuation  

• Discontinuation or patient 

withdrawals due to adverse 

events 

• Mortality 

HRQoL outcomes, from generic or 

disease specific measures 

• Utility values (e.g. EQ-5D-5L, 

EQ-5D-3L, SF-6D) 

• Health-related quality of life 

values (EORTC QLQ-C30, EORTC 

QLQ-EN24/Endometrial, SF-36, 

FACT-G, EQ-5D VAS) 

both PD-(L)1 

inhibitors and 

chemotherapy in 

this setting. 

Study design • RCTs of any design (open 

label/double/single blind, 

parallel/cross-over) 

• Interventional, non-RCTs: 

• Non-randomised comparative 

studies 

• Single-arm trials 

• Other interventional, 

prospective studies 

Any other study design: 

• Observational studies 

(cross-sectional, 

retrospective, 

prospective cohort 

studies) 

• Registry/database 

studies 

• Case-control studies 

• Secondary research 

articles (narrative 

reviews, editorials, 

commentaries) 

N/A 

Language Articles with at least the abstract 

in the English language 

Articles without an 

abstract or full-text in 

the English language 

N/A 

Other • Studies in humans  

• Conference abstracts published 

in or after 2021 

• Animal/in vitro 

studies 

• Conference abstracts 

published before 

2021 

N/A 
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H.1.3 Excluded fulltext references 

NA. See section H.1.4 for literature identification.  

H.1.4 Literature identification 

The PRISMA diagram for the global SLR is show in Figure 18. An updated PRISMA, including 

how studies were filtered from the global SLR plus those identified from updated searches 

in shown in Figure 19. The most common reason for exclusion of studies was that they did 

not assess durvalumab in combination with carboplatin and paclitaxel or dostarlimab in 

combination with carboplatin and paclitaxel. As the only studies evaluating these regimens 

shared a common comparator (placebo + CP), there was no need to include further studies 

to create a closed network of evidence. Additional reasons for exclusion of records were 

due to only health-related quality of life or patient-reported outcomes data being 

included, and therefore no considered necessary for the application. Available data on 

these outcomes were only from the DUO-E or RUBY studies. 

Figure 18. PRISMA flow diagram of studies included in the global SLR 
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1. Regulatory information on the medicine 

Overview of the medicine 

Proprietary name Jemperli 

Generic name Dostarlimab 

Therapeutic indication as 

defined by EMA 

JEMPERLI is indicated in combination with carboplatin and 

paclitaxel for the first-line treatment of adult patients with 

primary advanced or recurrent endometrial cancer (EC) and who 

are candidates for systemic therapy. 

Marketing authorization 

holder in Denmark 

GSK Denmark 

Delta Park 37, 2665 Vallensbæk Strand, Denmark 

ATC code L01XC40 

Combination therapy 

and/or co-medication 

Carboplatin area under the concentration–time curve, 5 mg per 

millilitre per minute (AUC 5) and paclitaxel 175 mg per square 

meter of body-surface area 

(Expected) Date of EC 

approval 

15th January 2025 

Has the medicine received 

a conditional marketing 

authorization?  

No 

Accelerated assessment in 

the European Medicines 

Agency (EMA) 

No 

Orphan drug designation 

(include date) 

No 

Other therapeutic 

indications approved by 

EMA 

• Dostarlimab is indicated in combination with 
carboplatin and paclitaxel for the treatment of adult 
patients with mismatch repair deficient (dMMR)/ 
microsatellite instability-high (MSI-H) primary advanced 
or recurrent endometrial cancer (EC) and who are 
candidates for systemic therapy. 

• Dostarlimab is indicated as monotherapy for the 

treatment of adult patients with dMMR/MSI-H 

recurrent or advanced EC that has progressed on or 

following prior treatment with a platinum-containing 

regimen. 

Other indications that have 

been evaluated by the 

DMC (yes/no) 

• Dostarlimab is indicated in combination with 
carboplatin and paclitaxel for the treatment of adult 
patients with mismatch repair deficient (dMMR)/ 
microsatellite instability-high (MSI-H) primary advanced 
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2. Summary table 

Overview of the medicine 

or recurrent endometrial cancer (EC) and who are 
candidates for systemic therapy. 

• Dostarlimab is indicated as monotherapy for the 

treatment of adult patients with dMMR/MSI-H 

recurrent or advanced EC that has progressed on or 

following prior treatment with a platinum-containing 

regimen. 

Joint Nordic assessment 

(JNHB)  

Are the current treatment practices similar across the Nordic 

countries (DK, FI, IS, NO, SE)? No 

Is the product suitable for a joint Nordic assessment? No 

If no, why not? Dostarlimab is a candidate for the 14-weeks fast-

track process and therefore not suitable. 

Dispensing group BEGR 

Packaging – types, 

sizes/number of units and 

concentrations 

1 -piece vial concentrate for solution for infusion. One vial of 10 

mL concentrate for solution for infusion contains 500 mg of 

dostarlimab. 

Each mL of concentrate for solution for infusion contains 50 mg of 

dostarlimab 

Summary 

Indication relevant for the 

assessment 

Dostarlimab is indicated in combination with carboplatin and 

paclitaxel for the treatment of adult patients with primary 

advanced or recurrent endometrial cancer (EC) and who are 

candidates for systemic therapy. 

Dostarlimab has already been assessed and recommended for 

the dMMR EC population in first line. The indication is being 

extended to include all primary advanced or recurrent EC 

patients in the first line setting. 

Dosage regiment and 

administration 

One vial of 10 mL solution for infusion contains 500 mg of 

dostarlimab. Each mL of solution for infusion contains 50 mg of 

dostarlimab. 500 mg (1 vial) Q3W for 6 cycles, then 1000mg (2 

vials) Q6W until disease progression or up to 3 years treatment 

duration. 

Choice of comparator Carboplatin area under the concentration–time curve, 5 mg per 

millilitre per minute (AUC 5) and paclitaxel 175 mg per square 

meter of body-surface area 
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Summary 

Prognosis with current 

treatment (comparator) 

If endometrial cancer is detected at an early stage, it is 

considered surgically curable with a 5-year survival rate of 

around 80-85%. Local advanced or metastatic endometrial 

cancer (collectively referred to as advanced endometrial 

cancer) has a poorer prognosis, with 5-year survival rates of 

49% and 28%, respectively, for stages III and IV. Histology and 

molecular classification are used as prognostic factors. For 

example, MMRp/MSS tumours have a higher proportion of 

aggressive histologies (e.g. non-endometrioid tumours such as 

serous carcinoma) relative to dMMR/MSI-H tumours 

Type of evidence for the 

clinical evaluation 

Head-to-head study: A phase 3, global, double-blind, 

randomized, placebo-controlled trial. 

 

Most important efficacy 

endpoints (Difference/gain 

compared to comparator) 

Overall population  

OS for the ITT population is a dual primary endpoint in the 

study. 

Patients in the dostarlimab plus CP group had a statistically 

significant 36% reduction in risk of progression or death 

compared with the placebo plus CP group (HR: 0.64; 95% CI: 

0.51, 0.8; p<0.001]. 

Patients in the dostarlimab plus CP group had a 31% reduction 

in risk of death compared with the placebo plus CP group (HR: 

0.69; 95% CI: 0.54, 0.89; p=0.002]. 

MMRp/MSS population 

Patients in the dostarlimab plus CP group had a statistically 

significant 21% reduction in risk of progression or death 

compared with the placebo plus CP group (HR: 0.76; 95% CI: 

0.59, 0.98; p<0.001). 

Patients in the dostarlimab plus CP group had a 31% reduction 

in risk of death compared with the placebo plus CP group (HR: 

0.79; 95% CI: 0.60, 1.04; p=0.049] 

Most important serious 

adverse events for the 

intervention and comparator  

The incidence of grade 3 or higher adverse events and serious 

adverse events that occurred or worsened during treatment 

were approximately 10 percentage points higher in the 

dostarlimab group than in the placebo group (adverse events, 

70.5% vs. 59.8%; serious adverse events, 37.8% vs. 27.6%) 

Impact on health-related 

quality of life 

Clinical documentation: EQ-5D-5L 

Type of economic analysis 

that is submitted  

Not applicable due to 14-weeks process. 
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3. The patient population, intervention, choice 

of comparator(s) and relevant outcomes 

3.1 The medical condition  

3.1.1 Endometrial cancer 

Uterine cancer is the 5th most common cancer among women in Denmark, and the most 

frequent form of gynaecological cancer. The most common form of uterine cancer is 

cancer of the lining of the uterus (endometrial cancer) (1). Endometrial cancer develops 

when genomic alterations occur in cells, causing errors in cell proliferation and apoptosis 

that lead to excessive tissue growth and tumour formation (2). 

Summary 

Data sources used to model 

the clinical effects  

Not applicable due to 14-weeks process. 

Data sources used to model 

the health-related quality of 

life 

Not applicable due to 14-weeks process. 

Life years gained Not applicable due to 14-weeks process. 

QALYs gained  Not applicable due to 14-weeks process. 

Incremental costs Not applicable due to 14-weeks process. 

ICER (DKK/QALY) Not applicable due to 14-weeks process. 

Uncertainty associated with 

the ICER estimate 

Not applicable due to 14-weeks process. 

Number of eligible patients in 

Denmark 

Incidence: 130 patients with advanced or recurrent 

endometrial cancer, approx. 80 % of these are MMRp/MSS.  

All patients (dMMR/MSI-H and pMMR/MSS) who are eligible 

for chemotherapy will be eligible for dostarlimab. Of the 130 

new patients each year 80-85% will be eligible for treatment 

according to clinical expert. 

Budget impact (in year 5) Not applicable due to 14-weeks process. 
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At a cellular level, endometrial cancer typically progresses as a result of reduced tumour 

immunosurveillance. Some endometrial cancer cells overexpress programmed death 

ligand-1 (PD-L1) and programmed death ligand-2 (PD-L2), which activates programmed 

cell death protein-1 (PD-1), an immune checkpoint molecule. PD-L1 and PD-L2 bind PD-1 

receptors expressed on T-cells, effectively suppressing the T-cell response and creating a 

microenvironment that is favourable to tumour survival (3). Due to this, the PD-1 

pathway has become a key target for emerging cancer immunotherapies.  

The most common symptom associated with endometrial cancer is abnormal vaginal 

bleeding, which is present in approximately 70% to 90% of patients (4) (5). This includes 

a change in menstrual cycles, bleeding between menstrual cycles, or bleeding after 

menopause. Non-bloody abnormal vaginal discharge may also occur (4) (6). In advanced 

stages of endometrial cancer, other symptoms may be present, including pelvic pain, 

often during urination or intercourse, back pain, the presence of a mass, or unintentional 

weight loss (1) (5) (6).  

Because most endometrial cancers are symptomatic, the majority are diagnosed early 

(~80% at stage I), when the cancer is still confined to the uterus (7). Some patients will 

experience relapse of the disease within a few years of completing primary treatment. 

This is commonly characterized as incurable endometrial cancer with a median survival 

of about 12 months (8). 

3.1.2 Histology and molecular classification 

Molecular classification provides meaningful information that can be utilised in addition 

to histology and grade, and there is a growing body of evidence to support that these 

classifications inform a patient’s risk and prognosis (7). For example, tumors with p53 

abnormal group (p53abn) have a comparatively poor prognosis compared with POLEmut 

tumors, while tumors that are dMMR or no specific molecular profile (NSMP) have an 

intermediate prognosis compared with other groups (7). Molecular classification is 

standard of care in Denmark and is used as a prognostic tool, however it cannot be used 

as a predictive tool for treatment efficiency (except for dMMR) (9).   

3.1.3 Impact in patient health-related quality of life 

Primary advanced or recurrent endometrial cancer is associated with a range of 

debilitating symptoms, resulting in deteriorations in physical functioning and health-

related quality of life (HRQoL). Women with endometrial cancer identify pain, fatigue, 

emotional functioning, and social functioning as key areas to be monitored following 
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diagnosis (13). Maintaining and improving QoL are important considerations for 

endometrial cancer and require consideration of potential longer-term impacts of the 

disease such as pain and social and sexual functioning (13). 

Fear of cancer recurrence (FCR) is also a widely reported issue that carries significant 

burden and affects the QoL of patients (14). Recurrence has a detrimental impact on QoL 

in patients with endometrial cancer, leading to more anxiety and depression, lower 

satisfaction with the care received after diagnosis of recurrence, and perceptions of a 

more threatening illness (15). This highlights the importance of effective treatment that 

reduce the symptom burden and risk of recurrence of endometrial cancer (14). 

3.2 Patient population 

3.2.1 Epidemiology of endometrial cancer in DK and patient population relevant for 

this application 

Around 800 women in Denmark are diagnosed with uterine cancer every year, with more 

than 90% being cancer of the lining of the uterus (endometrial cancer) (16) (17). The 

disease typically affects older women (median age 63 years) (7), and almost 11,000 

patients in Denmark are alive after being diagnosed (17). 

Endometrial cancer is diagnosed early in approximately 80% of cases due to obvious 

symptoms (18). If the disease is detected at an early stage, it is considered surgically 

curable with a 5-year survival rate of around 80-85%. Locally advanced or metastatic 

endometrial cancer has a poorer prognosis, with 5-year survival rates of 49% and 28% 

respectively for stage II and IV (18).  

Some patients will experience relapse of the disease within a few years after completing 

primary treatment. This is characterized as incurable endometrial cancer. In Denmark 

the incidence of patients with newly diagnosed advanced endometrial cancer is 100 

patients per year (16) and furthermore 30 patients with relapsing endometrial cancer 

(16). Of these 130 patients approximately 80% will be MMRp/MSS. The remaining 20% of 

the newly diagnosed patients are dMMR/MSI-H, and for this group dostarlimab has 

already been recommended in 1. Line. In Table 1 the overall incidence and prevalence of 

endometrial cancer is presented.  
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Table 1: Incidence and prevalence in the past 5 years 

a Source: Adapted from Association of Nordic Cancer Registries (NORDCAN data 2023) (17) 
b Source: Adapted from Global Cancer Observatory (GLOBOCAN data 2020) (19) 
c Global estimates were based on 185 countries across the world. 
 

There is no official data on the incidence and prevalence of the MMRp/MSS populations, 

however the estimated numbers in Table 2 are confirmed by a clinical expert: of the 130 

patients in total, 80% will be MMRp/MSS. 80-85% of these patients will be eligible for 

systemic treatment. We are presenting only these numbers, since the dMMR/MSI-H part 

of the population already receive treatment with dostarlimab. 

Table 2: Estimated number of patients eligible for treatment (MMRp/MSS population) 

Year  Year 1 Year 2 Year 3 Year 4 Year 5 

Number of patients 

in Denmark who are 

eligible for 

treatment in the 

coming years 

84 84 84 84 84 

3.3 Current treatment options 

The treatment of endometrial cancer is described in clinical guidelines from the Danish 

Gynaecological Cancer Group (DGCG) (1). Most patients with early-stage endometrial 

cancer are treated with curative surgery (16) (13). The treatment algorithm hereafter for 

primary advanced or recurrent endometrial cancer is illustrated in Figure 1 (12). 

According to the guideline from DGCG, advanced and recurrent endometrial cancer can 

be treated with surgery and/or radiotherapy, supplemented with carboplatin and 

paclitaxel for up to 6 cycles or Dostarlimab plus CP (1). The aim of the treatment is to 

prolong survival by limiting further disease progression. 

Year  2017 2018 2019 2020 2021 

Incidence in 

Denmark 
805 795 834 819 830 

Prevalence in 

Denmark 
10 954 11 080 11 240 11 365 11 481 
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Figure 1: Current treatment guideline primary advanced or recurrent endometrial cancer 

 

Source: Created by GSK based on DMC recommendation of dostarlimab 2L (12) and DMC recommendation of 

dostarlimab 1L dMMR (18) and DGCG updated guidelines (1) 

3.4 The intervention 

Dostarlimab is a monoclonal antibody that binds to the receptor, programmed cell 

death-1 (PD-1), thereby inhibiting its binding to the ligands programmed cell death-

ligand-1 and -2 (PD-L1 and -2). The PD-1 receptor is present on the surface of immune 

cells, and when the receptor is activated via PD-L1 binding it causes a negative feedback 

response that inhibits T cell-mediated cell death (20). PD-L1 is overexpressed on many 

tumour cells, which protects the tumour cells from the immune system response. By 

breaking the PD-L1/PD-1 interaction in tumour cells, dostarlimab may counteract this 

protection, increasing T cell-mediated cell death in tumours with many mutation-

associated neoantigens (21). 

Overview of intervention  

Indication relevant for the 

assessment 

Treatment of adult patients with advanced or recurrent 

endometrial cancer in combination with paclitaxel and 

carboplatin 

ATMP N/A 

Method of administration IV infusion over 30 minutes 

Dosing 500 mg (1 vial) Q3W for 6 cycles, then 1000mg (2 vials) Q6W   
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3.4.1 Description of ATMP  

N/A 

3.4.2  The intervention in relation to Danish clinical practice 

As investigated in the RUBY trial, dostarlimab is an add on to existing standard treatment 

(carboplatin and paclitaxel for 6 cycles) for patients with endometrial cancer in the 1st 

line setting. Dostarlimab plus CP has already been recommended in first line patients 

with dMMR/MSI-H EC.  

3.5 Choice of comparator(s)  

The Danish standard treatment option for patients with primary advanced or first 

recurrent disease who have low potential for cure by surgery alone was, until recently, 

platinum-containing combination chemotherapy (1). Prior combinations evaluated in the 

advanced/recurrent endometrial cancer population include docetaxel + carboplatin, 

doxorubicin + cisplatin, and doxorubicin + cisplatin + paclitaxel (8) (10) (11) (22). For the 

dMMR/MSI-H population both the DGCG clinical guidelines and the Medicines Council 

Overview of intervention  

Dosing in the health economic 

model (including relative dose 

intensity) 

N/A 

Should the medicine be 

administered with other 

medicines? 

No 

Treatment duration / criteria 

for end of treatment 

Up to 3 years or until disease progression 

Necessary monitoring, both 

during administration and 

during the treatment period 

No 

Need for diagnostics or other 

tests (e.g. companion 

diagnostics). How are these 

included in the model? 

No 

Package size(s) 1-piece concentrated liquid solution for infusion. One vial of 

10 mL solution for infusion contains 500 mg of dostarlimab. 

Each mL of solution for infusion contains 50 mg of 

dostarlimab. 
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has adopted dostarlimab plus carboplatin + paclitaxel as standard of care in recent years 

(1) (23).     

A landmark phase 3 open-label trial published results in 2012 (with an updated 

publication in 2020) showing that the carboplatin + paclitaxel regimen was associated 

with an ORR of ~50 % among patients with primary advanced/first recurrent endometrial 

cancer (24) (25). This trial also reported that carboplatin + paclitaxel demonstrated 

comparable efficacy to the triplet paclitaxel + doxorubicin + cisplatin regimen based on 

OS and progression-free survival (PFS) outcomes and was associated with a more 

favourable toxicity profile (24). Response rates to carboplatin + paclitaxel range from 

50% to 60% in clinical studies of patients with primary advanced/first recurrent 

endometrial cancer (24) (25) (26).  

As carboplatin + paclitaxel is also a common adjuvant therapy for newly diagnosed, high-

risk patients, the concept of re-treatment with the same combination in recurrent 

disease has been explored, albeit minimally. While those who are considered platinum-

resistant (disease recurs ≤6 months from the last platinum-containing chemotherapy) 

may not benefit from re-treatment, data have indicated that those who are platinum-

sensitive (disease recurs >6 months from the last platinum containing chemotherapy) 

demonstrate favourable response rates (50%) to the platinum containing regimen after 

recurrence (27).   

The RUBY trial compares dostarlimab plus CP with placebo plus CP, as CP has been 

considered SOC for many years in the treatment of EC patients (28). 

Overview of comparator  

Generic name Carboplatin 

ATC code L01XA02 

Mechanism of action After intracellular activation, the molecule acquires alkylating 

properties, causing linkage to, and possibly cross-linking of 

the guanine bases in the DNA double strand, inhibiting cell 

division. 

Method of administration Solution for IV infusion. 

Dosing 5 mg per millilitre per minute (AUC 5). 
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Overview of comparator  

Dosing in the health economic 

model (including relative dose 

intensity) 

N/A 

Should the medicine be 

administered with other 

medicines? 

The product must be diluted prior to infusion with a dextrose 

solution or a sodium chloride solution to concentrations as 

low as 0.5 mg/ml. 

Treatment duration/ criteria 

for end of treatment 

Carboplatin was administered in the first 6 cycles of study 

treatment in RUBY. 

Need for diagnostics or other 

tests (i.e. companion 

diagnostics) 

No 

Package size(s) Available as vials of 15 ml or 45 ml concentrate for solution, 

10 mg/ml. 

 

Overview of comparator  

Generic name Paclitaxel 

ATC code L01CD01 

Mechanism of action Antimitotic, which affects the functioning of microtubules, 

which is essential for the cell's necessary functions in 

interphase and mitosis. 

Method of administration Available as sterile powder or solution for IV infusion 

Dosing 175 mg per square meter of body-surface area 

Dosing in the health economic 

model (including relative dose 

intensity) 

N/A 

Should the pharmaceutical be 

administered with other 

medicines? 

Paclitaxel as sterile powder must be reconstituted using a 

sodium chloride solution, a lactated Ringer’s solution, or an 

acetated Ringer’s solution suitable for infusion. 

Paclitaxel as a solution for IV infusion must be diluted prior to 

infusion with a dextrose solution or a sodium chloride 

solution, or a mix of the two, to a concentration of 0.3-1.2 

mg/ml. 

Treatment duration/ criteria 

for end of treatment 

Paclitaxel was administered in the first 6 cycles of study 

treatment in RUBY. 
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Overview of comparator  

Need for diagnostics or other 

tests (i.e. companion 

diagnostics) 

No 

Package size(s) Available as vials of 16.7 ml, 25 ml, 50 ml concentrate for 

solution, 6 mg/ml. Also available as 20 ml or 100 mg sterile 

powder, 5 mg/ml. 

3.6 Cost-effectiveness of the comparator(s) 

The comparator (CP) consists of two well-known generic compounds. They have been 

used to treat endometrial and ovarian cancer for the past 20+ years. CP has therefore 

not been evaluated by the DMC. However, CP has been used as a comparator in the 

assessment of dostarlimab in second line and first line dMMR/MSI-H assessment and is 

also the current standard of care in 1st line endometrial cancer in the MMRp/MSS part of 

the population (17) (18). 

3.7 Relevant efficacy outcomes 

3.7.1 Definition of efficacy outcomes included in the application 

Table 3 presents the outcome measures included in the present application and the 

definitions and method of measurement for each outcome. The rationale for including 

each outcome and the validity of the outcomes is presented later in this section. 

Table 3: Efficacy outcome measures relevant for the application  

Outcome measure Time 

point*  

Definition How was the measure 

investigated/method of data 

collection 

Progression-free 

survival (PFS) 

(28) 

Median 

duration 

of follow-

up: 25.4 

months 

The time from the date of 

randomization to the 

earliest date of radiographic 

assessment of PD or death 

by any cause in the absence 

of PD, whichever occurred 

first per RECIST v.1.1 

Initial tumour imaging at 

screening was performed 

within 28 days of the first 

dose of study intervention. 

Radiographic evaluations to 

assess the extent of disease 

was conducted Q6W (±7 days) 

until Week 25, followed by 

Q9W (±7 days) until Week 52. 

Subsequent tumour imaging 

was performed every 12 

weeks (±7 days) until 

radiographic PD is 
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* Time point for data collection used in analysis (follow up time for time-to-event measures) 

3.7.2 Validity of outcomes 

PFS and OS are generally considered the gold standard measures of efficacy in oncology 

clinical trials and are required by regulatory authorities for the approval of new cancer 

treatments. PFS and OS as endpoints in trials are easily and precisely measured and 

based on objective and quantitative assessment. Thus, we included them as efficacy 

outcomes in the present application. 

The primary evaluation of PFS, as determined by the Investigator, was performed per 

RECIST v.1.1, which represents standardized World Health Organization response 

criteria, and are well-established criteria for patients with solid tumours (29). 

In the DMC assessment of dostarlimab in both the 2nd line treatment of endometrial 

cancer and 1st line dMMR/MSI-H endometrial cancer, OS and PFS were used as efficacy 

endpoints. It is described in the protocol, that the overall survival and progression-free 

disease measures are critical for assessing the value of the medicine to patients, because 

improved OS with the least toxicity is the optimal measure for cancer treatment and PFS 

reflects the burden and duration of the disease (12) (23). 

In Section 6, PFS and OS will be presented for both the ITT population and the MMRp 

population. For safety, only data for the ITT will be presented due to a larger sample size 

in Section 9. 

Outcome measure Time 

point*  

Definition How was the measure 

investigated/method of data 

collection 

documented by Investigator 

assessment per RECIST v1.1 

followed by one additional 

imaging assessment 4-6 

weeks later, or subsequent 

anticancer therapy was 

started, whichever occurs 

first. Thereafter, scans may be 

performed per standard of 

care.  

Overall survival 

(OS) 

(29) 

 

Median 

duration 

of follow-

up: 37.2 

months 

OS is defined as the time 

from randomization to 

death from any cause. 

Time measured from 

randomization until death 

from any cause. 
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4. Health economic analysis 

Not applicable.  

4.1 Model structure 

N/A 

4.2 Model features 

N/A 

Table 4  Features of the economic model 

  

Model features Description Justification 

Patient population N/A  

Perspective N/A  

Time horizon N/A  

Cycle length N/A  

Half-cycle correction N/A  

Discount rate N/A  

Intervention N/A  

Comparator(s) N/A  

Outcomes N/A  
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5. Overview of literature 
In this section, the literature used in the application is presented. Since the RUBY trial is a 

head-to-head study comparing dostarlimab plus CP with placebo plus CP both in terms of 

efficacy, safety and health-related quality of life, no systematic literature search was 

needed. The RUBY trial is described in more details in Appendix A. 

5.1 Literature used for the clinical assessment 

The application is based on a head-to-head study (RUBY) with a comparator relevant to 

Danish clinical practice.
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Table 5 Relevant literature included in the assessment of efficacy and safety 

 

Reference 

(Full citation incl. reference 

number)* 

Trial name* 

 

NCT identifier Dates of study 

(Start and expected 

completion date, data cut-off 

and expected data cut-offs) 

Used in comparison of 

Full paper 

Powell MA, Bjørge L, Willmott 

L, et al. Overall survival in 

patients with endometrial 

cancer treated with 

dostarlimab plus carboplatin–

paclitaxel in the randomized 

ENGOT-EN6/GOG-3031/RUBY 

trial. Ann Oncol. 2024 Aug; 35 

(8): 728-738. 

(30) 

RUBY NCT03981796 Start: 18/07/19 

Estimated Completion: 

26/11/26 

Data cut-off: 22/09/23 

 

Dostarlimab plus CP vs. 

placebo plus CP  

For ITT and MMRp/MSS 

population 

Full paper 

Mirza MR, Chase DM, 

Slomovitz BMet al. 

Dostarlimab for Primary 

Advanced or Recurrent 

Endometrial Cancer. N Engl J 

Med. Mar 2023; 388:2145-

2158 

(28) 

RUBY NCT03981796 Start: 18/07/19 

Estimated Completion: 

26/11/26 

Data cut-off: 28/09/22 

 

Dostarlimab plus CP vs. 

placebo plus CP  

For ITT and MMRp/MSS 

population 
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5.2 Literature used for the assessment of health-related quality of life 

The health-related quality of life data included in the application is based on a head-to-head study (RUBY) with a comparator relevant to Danish 

clinical practice. 

Table 6 Relevant literature included for (documentation of) health-related quality of life (See section 10) 

5.3 Literature used for inputs for the health economic model 

Not applicable. 

Reference 

(Full citation incl. reference number) 

Health state/Disutility Reference to where in the application the data is 

described/applied 

Powell MA, Bjørge L, Willmott L, et al. Overall 

survival in patients with endometrial cancer treated 

with dostarlimab plus carboplatin–paclitaxel in the 

randomized ENGOT-EN6/GOG-3031/RUBY trial. Ann 

Oncol. 2024 Aug; 35 (8): 728-738. 

(30) 

Health state/Advanced or Recurrent endometrial 

cancer 

Section 10.1 

Mirza MR, Chase DM, Slomovitz BMet al. 

Dostarlimab for Primary Advanced or Recurrent 

Endometrial Cancer. N Engl J Med. Mar 2023; 

388:2145-2158 

(28) 

Health state/Advanced or Recurrent endometrial 

cancer 

Section 10.1 
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Table 7 Relevant literature used for input to the health economic model 

Reference 

(Full citation incl. reference number) 

Input/estimate Method of identification Reference to where in the application 

the data is described/applied 

N/A 

 

N/A  N/A 

 

N/A 
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6. Efficacy  

6.1 Efficacy of dostarlimab plus carboplatin-paclitaxel 

compared to placebo plus carboplatin-paclitaxel for the 

treatment of adult patients with advanced or recurrent 

endometrial cancer 

6.1.1 Relevant studies 

In adult patients with recurrent or advanced endometrial cancer, the efficacy of 

dostarlimab has been assessed in the RUBY-1 trial where dostarlimab plus CP was 

compared head-to-head with placebo plus CP. As the study is a head-to-head study, no 

additional studies were used in the comparison of dostarlimab and CP. Table 8 presents 

an overview of RUBY-1, and additional information can be found in Appendix A. 

The RUBY trial is a phase 3, randomized, double-blinded, multicenter trial conducted in 2 

parts. RUBY-1 evaluates dostarlimab plus CP for 6 cycles followed by dostarlimab for up 

to 3 years; RUBY-2 evaluates dostarlimab plus CP for 6 cycles followed by dostarlimab 

plus niraparib for up to 3 years. RUBY-2 opened for enrolment when enrolment for 

RUBY-1 was complete; patients included in RUBY-1 were not eligible to take part in 

RUBY-2. RUBY-2 is ongoing since April 2023 and will not be presented in this application. 

Thus, this application is based solely on ITT and MMRp/MSS results from RUBY-1. 

Efficacy results in the following are presented for the ITT population that included all 494 

randomized subjects: 245 subjects in the dostarlimab plus CP group and 249 subjects in 

the placebo plus CP group. Patient demographics and baseline disease characteristics 

were reported at the IA1 data cut (28 September 2022); baseline characteristics 

remained unchanged due to no new enrolments and thus were not updated for the IA2 

data cut (22 September 2023). XXXX XXXX XXXXXXX XXXXXXX XXXXXXXXX XXXXXX XX 

XXXX XXX XXXXXXX XXX XXXXXXXX XXXXXXXXXXX (Table 9) and were generally 

representative of patients with primary advanced/recurrent endometrial cancer in 

Denmark. 
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Table 8: Overview of study design for studies included in the comparison 

Trial name, 

NCT-number 

(reference) 

Study design Study 

duration 

Patient 

population  

Intervention Comparator Outcomes and follow-up time  

RUBY 

(NCT03981796) 

(30) (28) 

Randomized, 

double 

blinded, 

placebo 

controlled, 

phase III trial 

of dostarlimab 

plus CP versus 

placebo plus 

CP. 

The study is 

ongoing with a 

median 

follow-up of 

25.4 months 

in the first 

data-cut and 

37.2 months 

in the second 

data-cut.  

The primary 

completion is 

expected by 

November 

2026 

Adults with 

primary 

advanced 

(stage III or IV) 

or first 

recurrent 

endometrial 

cancer. 

Stratification 

factors used in 

RUBY-1 were 

MMR/MSI 

status, prior 

external pelvic 

radiotherapy, 

and disease 

status (i.e. 

primary stage 

III, primary 

stage IV or 

recurrent) 

RUBY part 1: 

n=494 

A total of 245 

subjects were 

randomly 

assigned to 

dostarlimab 

500 mg IV + 

carboplatin 

AUC 5 IV + 

paclitaxel 175 

mg/m2 IV 

Q3W for 

cycles 1–6 

followed by 

dostarlimab 

1,000 mg IV 

Q6W up to 3 

years 

A total of 249 

subjects were 

randomly 

assigned to 

placebo + 

carboplatin 

AUC 5 IV + 

paclitaxel 175 

mg/m2 IV 

Q3W for 

cycles 1–6 

followed by 

placebo Q6W 

up to 3 years 

Primary endpoints 

• Investigator-assessed PFS according to RECIST v1.1 
criteria in patients with dMMR/MSI-H tumours and in 
the overall trial population. 

• OS in the overall population 
 
Secondary endpoints 

• PFS by BICR 

• ORR based on BICR and investigator assessment 

• Duration of response based on BICR and investigator 
assessment 

• Disease control rate based on BICR and investigator 
assessment 

• PFS2 

• PROs (EORTC-QLQ-C30; EORTC-QLQ-EN24; EQ-5D-5L) 

• PK and immunogenicity analyses 
 
Exploratory endpoints 

• Genetic research 

• Biomarkers in tumour tissue and/or blood 
 
Safety endpoints 

• TEAEs 

• Clinical laboratory values 

• Vital signs 

• Physical examination 

• ECOG PS 

• ECG parameters 
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Trial name, 

NCT-number 

(reference) 

Study design Study 

duration 

Patient 

population  

Intervention Comparator Outcomes and follow-up time  

Concomitant medication 



 

 

32 
 

6.1.2 Comparability of studies  

Not applicable due to head-to-head study. 

6.1.2.1 Comparability of patients across studies 

As the comparison of dostarlimab plus CP vs placebo plus CP was based on a direct 

comparative analysis with data from the head-to-head study RUBY, only baseline 

characteristics from the RUBY trial are presented in Table 9. According to clinical expert 

the population in the RUBY trial is comparable to the Danish patient population. 

In the RUBY trial patients with carcinosarcomas were included even though they are 

known to have a poorer prognosis than other patients with advanced EC. This was done 

to secure a wide representation of the different histologic types and separates the RUBY 

trial from other trials conducted at the moment. 

Table 9: Baseline characteristics of patients in studies included for the comparative analysis of 

efficacy and safety 

 RUBY 

 MMRp/MSS population Overall population (ITT) 

 Dostarlimab 

(N=192) 

Placebo 

(N=184) 

Dostarlimab 

(N=245) 

Placebo 

(N=249) 

Age, years 

Median (range) XXXX XXXX 64 (41–81) 65 (28–85) 

≥65, n (%) XXXX XXXX 118 (48.2) 135 (54.2) 

Race or ethnic group, n (%)  

White XXXX XXXX 189 (77.1) 191 (76.7) 

Black XXXX XXXX 28 (11.4) 31 (12.4) 

Others XXXX XXXX 9 (3.7) 9 (3.6) 

Unknown or not reported XXXX XXXX 19 (7.8) 18 (7.2) 

ECOG performance category, n/total, n (%) 

0 XXXX XXXX 
145/241 

(60.2) 

159/246 

(64.6) 
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 RUBY 

 MMRp/MSS population Overall population (ITT) 

 Dostarlimab 

(N=192) 

Placebo 

(N=184) 

Dostarlimab 

(N=245) 

Placebo 

(N=249) 

1 XXXX XXXX 
96/241 

(39.8) 

86/246 

(35.0) 

2 XXXX XXXX 0 
1/246     

(0.4) 

FIGO stage at diagnosis, n (%) 

I XXXX XXXX 64 (26.1) 71 (28.5) 

II XXXX XXXX 13 (5.3) 13 (5.2) 

III XXXX XXXX 74 (30.2) 64 (25.7) 

IV XXXX XXXX 74 (30.2) 86 (34.5) 

Unknown XXXX XXXX 20 (8.2) 15 (6.0) 

Disease status, n (%) 

Primary stage III XXXX XXXX 44 (18.0)  47 (18.9) 

Primary stage IV XXXX XXXX  84 (34.3) 83 (33.3) 

Recurrent XXXX XXXX 117 (47.8) 119 (47.8) 

BMI 

Median (range) XXXX XXXX 
30.8 
(17.6–60.6) 

32.8 
(17.7–68.0) 

Histologic type, n (%) 

Carcinosarcoma XXXX XXXX 25 (10.2) 19 (7.6) 

Endometrioid XXXX XXXX 134 (54.7) 136 (54.6) 

Mixed carcinoma ≥10% of 

carcinosarcoma, clear-cell, 

or serous histologic type 

XXXX XXXX 10 (4.1) 9 (3.6) 

Serous adenocarcinoma XXXX XXXX 50 (20.4) 52 (20.9) 

Clear-cell adenocarcinoma XXXX XXXX 8 (3.3) 9 (3.6) 
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 RUBY 

 MMRp/MSS population Overall population (ITT) 

 Dostarlimab 

(N=192) 

Placebo 

(N=184) 

Dostarlimab 

(N=245) 

Placebo 

(N=249) 

Mucinous adenocarcinoma XXXX XXXX 0 1 (0.4) 

Undifferentiated carcinoma XXXX XXXX 1 (0.4) 2 (0.8) 

Other XXXX XXXX 17 (6.9) 21 (8.4) 

MMR-MSI status, n (%) 

dMMR/MSI-H XXXX XXXX 53 (21.6) 65 (26.1) 

pMMR/MSS XXXX XXXX 192 (78.4) 184 (73.9) 

Previous external pelvic radiotherapy, n (%) 

Yes  XXXX XXXX 41 (16.7) 45 (18.1) 

No XXXX XXXX 204 (83.3) 204 (81.9)  

6.1.3 Comparability of the study population(s) with Danish patients eligible for 

treatment 

GSK has consulted a clinical expert, who confirms that the study population is fully 

comparable to the Danish patient population eligible for treatment. However, since the 

application is following a 14-week process a health economic model and analysis have 

not been made. Table 10 is therefore not relevant. 

Table 10: Characteristics in the relevant Danish population and in the health economic model 

 Value in Danish population 

(reference) 

Value used in health economic 

model (reference if relevant) 

N/A N/A N/A 

6.1.4 Efficacy – results per RUBY 

In the following, efficacy data on PFS and OS for the ITT population and the MMRp/MSS 

population are presented.  

Efficacy endpoints in this section are presented in order of the statistical analyses:  
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• PFS [investigator-assessed; IA1]: 

o Overall population  

o Prespecified exploratory analyses in the source-verified MMRp/MSS 

population 

• OS [IA2]:  

o Overall population 

o Prespecified exploratory analyses in the source-verified MMRp/MSS 

population 

6.1.4.1 Statistical analysis 

The graphical method was used for multiplicity control of multiple hypotheses of primary 

end points and family-wise one-sided type I error (alpha) was controlled at 0.025 (see 

Figure 2). On the basis of the graphical method, an alpha level of 0.02 was initially 

allocated to hypotheses regarding progression-free survival by investigator assessment 

and an alpha level of 0.005 was initially allocated to hypotheses regarding overall 

survival. For progression-free survival, hypotheses were hierarchically tested in the 

dMMR/MSI-H population and then in the overall population; overall survival was tested 

in the overall population. If the null hypotheses for progression-free survival were all 

rejected, the 0.02 alpha level would be recycled to the hypothesis of overall survival, 

which would be tested at a one-sided alpha level of 0.025; otherwise, overall survival 

would be tested only at the initially allocated one-sided alpha level of 0.005. 

Figure 2: RUBY-1 statistical testing and multiplicity control strategy 

a Hypothesis for PFS dMMR/MSI (H1) was tested at IA1 with 0.63% alpha spent from the overall alpha level 
(2.0%) initially allocated. 
b Since null hypothesis (H01) for H1 was rejected at IA1, the 2.0% alpha for (H1) was recycled  to hypothesis 
testing of PFS ITT (H2). H2 was tested at alpha level (2.0%)= 2.0% recycled + 0% initially allocated. 
c Since both null hypotheses (H01 and H02) were rejected, 2.0% alpha for the family of hypothesis testing of PFS 
was recycled to testing of OS (H3). H3 was tested at alpha level (2.5%)= 2.0% recycled + 0.5% initially allocated. 
d Stopping boundaries and alpha spent at each IA were adjusted based on the actual number of 
events/information fraction observed based on the prespecified alpha spending function at the time of 
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analysis; P-value stopping boundary (IA1)= 0.0063 for PFS dMMR/MSI-H; P-value stopping boundary 
(IA1)=0.00177 for OS ITT; P-value stopping boundary (IA2)=0.01101 for OS ITT. 
e Not formally tested. 

6.1.4.2 Primary endpoint: Progression-free survival (investigator-assessed) 

6.1.4.2.1 PFS in the overall population 

Patients in the dostarlimab plus CP group had a statistically significant 36% reduction in 

risk of progression or death compared with the placebo plus CP group (HR: 0.64; 95% CI: 

0.51, 0.80; p<0.001) (Figure 3) (28). The estimated probability of PFS at 12 months was 

48.2% (95% CI: 41.3, 54.8) with dostarlimab plus CP and 29.0% (95% CI: 23.0, 35.2) with 

placebo plus CP (31). At 24 months, the estimated probability of PFS was twice as high in 

the dostarlimab plus CP group compared with the placebo plus CP group (36.1% [95% CI: 

29.3, 42.9] and 18.1% [95% CI: 13.0, 23.9], respectively) (28). 

Figure 3: Kaplan-Meier estimates of PFS in the overall population (investigator-assessed; IA1) 

Source: Mirza et al. 2023 

6.1.4.2.2 PFS in the MMRp/MSS population 

Patients in the dostarlimab plus CP group had a 24% reduction in risk of progression or 

death (HR: 0.76; 95% CI: 0.59, 0.98) compared with the placebo plus CP group (Figure 4) 

(28). The median duration of follow-up for the PFS analysis was 25.7 months (range: 

19.4, 37.8) in the MMRp/MSS population. There was sustained separation of the KM 

curves from approximately 8 months; the estimated probability of PFS at 12 and 24 

months was 43.5% (95% CI: 35.7, 51.0) and 28.4% (95% CI: 21.2, 36.0) in the dostarlimab 

plus CP group and 30.6% (95% CI: 23.6, 37.8) and 18.8% (95% CI: 12.8, 25.7), 

respectively, in the placebo plus CP group (28) (31). 
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Figure 4: Kaplan-Meier estimates of PFS in the MMRp/MSS population (investigator-assessed; 

IA1) 

Source: Mirza et al. 2023 

6.1.4.2.3 Diagnostic tests for PFS in the MMRp/MSS population 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Figure 5: PFS INV cumulative log-log plot for the MMRp/MSS data set – IA1 data cut 

Source: GSK data on file 2024 
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Figure 6: PFS INV Schoenfeld residuals plot for the MMRp/MSS data set – IA1 data cut 

Source: GSK data on file 2024. 

Figure 7: PFS INV quantile-quantile plot for the MMRp/MSS data set – IA1 data cut 

Source: GSK data on file 2024. 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 
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Figure 8: PFS INV hazard rate plots for the MMRp/MSS data set – IA1 data cut 

Source: GSK data on file 2024. 

6.1.4.3 Primary endpoint: Overall survival 

6.1.4.3.1 OS in the overall population 

At 51.2% OS maturity, patients in the dostarlimab plus CP group had a statistically 

significant 31% reduction in risk of death compared with the placebo plus CP group (HR: 

0.69; 95% CI: 0.54, 0.89; p=0.002) (Figure 9). The median duration of follow-up for OS 

analysis was 37.2 months (range: 31.0, 49.5) in the overall population. A clinically 

meaningful 16.4-month improvement in OS was achieved for patients in the dostarlimab 

plus CP group compared with the placebo plus CP group (median OS of 44.6 months vs 

28.2 months, respectively). The Kaplan-Meier curves diverged from around the 10- to 12-

month mark and continued with a clear and sustained separation over the time 

analyzed. At 24 months, the estimated probability of OS was 70.1% for the dostarlimab 

plus CP group and 54.3% for the placebo plus CP group (30). At 36 months, the estimated 

probability of OS was 54.9% for the dostarlimab plus CP group and 42.9% for the placebo 

plus CP group. Approximately 17.1% of all patients in the dostarlimab plus CP group and 

38.2% of all patients in the placebo plus CP group received subsequent immunotherapy 

(30). OS data at IA2 were consistent with OS data observed at IA1 (30). 
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Figure 9: Kaplan-Meier estimates of OS in the overall population (IA2) 

Source: Powell et al. 2024 

6.1.4.3.2 OS in the MMRp/MSS population 

At 54.8% OS maturity, MMRp/MSS patients in the dostarlimab plus CP group had a 21% 

reduction in risk of death compared with the placebo plus CP group (HR: 0.79; 95% CI: 

0.60, 1.04; nominal p=0.0493). A clinically meaningful improvement of 7 months in OS 

was observed for patients in the dostarlimab plus CP group vs the placebo plus group 

(median OS 34.0 months vs 27.0 months, respectively) (Figure 10). The median duration 

of follow-up for the OS analysis was 37.5 months (range: 31.2, 49.5) in the MMRp/MSS 

population. After 12 months, there was a clear and sustained separation in the Kaplan-

Meier curves. At 24 months, the estimated probability was 66.5% for the dostarlimab 

plus CP group and 53.2% for the placebo plus CP group. At 36 months, the estimated 

probability was 48.6% for the dostarlimab plus CP group and 41.9% for the placebo plus 

CP group (30). Approximately 17.7% of all patients in the dostarlimab plus CP group and 

37.0% of all patients in the placebo plus CP group received subsequent immunotherapy 

(30). 
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Figure 10: Kaplan-Meier estimates of OS in the MMRp/MSS population (IA2) 

Source: Powell et al. 2024 

6.1.4.3.3 Diagnostic tests for OS in the MMRp/MSS population 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 



 

 

42 
 

Figure 11: OS cumulative log-log plot for the MMRp/MSS data set – IA2 data cut 

Source: GSK data on file 2024 

Figure 12: OS Schoenfeld residuals plot for the MMRp/MSS data set – IA2 data cut 

Source: GSK data on file 2024 
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Figure 13: OS quantile-quantile plot for the MMRp/MSS data set – IA2 data cut 

Source: GSK data on file 2024 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Figure 14: OS hazard rate plots for the MMRp/MSS data set – IA2 data cut 

Source: GSK data on file 2024 

6.1.5 Discontinuations 

The median treatment duration in the ITT and MMRp/MSS population is 43 weeks 

(range: 3.0 to 192.6 weeks) and 39 weeks (range: 3.0 to 190.7 weeks) in the dostarlimab 
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plus CP arm. The median treatment duration in the ITT and MMRp/MSS population is 36 

weeks (range: 2.1 to 193.1 weeks) and 36 weeks (range: 2.1 to 187.0 weeks) in the 

placebo plus CP arm (31). 

At the IA2 data cut (22 September 2023), 46.9% of patients in the dostarlimab plus CP 

group remained in the study (11.0% still on study treatment; 35.9% in follow-up), along 

with 35.7% of the placebo plus CP group (8.8% still on study treatment; 26.9% in follow-

up). In the overall population, 61.2% of patients had 3 years of expected follow-up 

(defined as the time from randomization to the date of the data-cut) in the dostarlimab 

plus CP group, while 59.0% of patients had 3 years of expected follow-up in the placebo 

plus CP group (31) (30). 

In both arms, the most common reason for dostarlimab or placebo discontinuation was 

PD according to RECIST v.1.1 criteria per investigator assessment (46.1% dostarlimab plus 

CP, 67.1% placebo plus CP). The most common reason for discontinuation for carboplatin 

or paclitaxel was AE (31). 

Discontinuation of dostarlimab or placebo because of adverse events occurred in 19.1% 

of patients in the dostarlimab group and in 8.1% of patients in the placebo group. The 

most common adverse events leading to discontinuation of dostarlimab or placebo were 

maculopapular rash and infusion-related reaction (1.2% each) in the dostarlimab group 

and thrombocytopenia (1.2%) in the placebo group (28) (30) (31). 

Table -  I: Summary of reasons for discontinuation of study treatment (dostarlimab or 

placebo) in the overall population 

Reasons for discontinuation 

of treatment n (%) 

Dostarlimab plus CP 

n=241 
Placebo plus CP  

n=246 

Total 

n=487 

AE 53 (22.0) 25 (10.2) 78 (16.0) 

Clinical Progression 7 (2.9) 8 (3.3) 15 (3.1) 

PD according to RECIST V1.1 

CRITERIA per investigator 

assessment  

111 (46.1) 165 (67.1) 276 (56.7) 

Risk to subject, as judged by 

the investigator, sponsor, or 

both  

3 (1.2) 2 (0.8) 5 (1.0) 

Severe non-compliance with 

the protocol, as judged by 

1 (0.4) 1 (0.4) 2 (0.4) 
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the investigator, sponsor, or 

both 

Subject becomes pregnant  0 0 0 

Withdrawal by subject 21 (8.7) 8 (3.3) 29 (6.0) 

Lost to follow-up  1 (0.4) 1 (0.4) 2 (0.4) 

Death from any cause  0 (0) 1 (0.4) 1 (0.2) 

Sponsor decision to 

terminate study  
0 0 0 

Confirmed complete 

response, treated for at least 

3 years with study treatment  

7 (2.9) 3 (1.2) 10 (2.1) 

Other 10 (4.1) 10 (4.1) 20 (4.1) 

Source: supplement to Powell et al. 2024 

6.1.6 Subsequent treatments 

In the overall population, a higher proportion of patients (173/249 patients, 69.5%) in 

the placebo arm received subsequent anticancer therapy than patients in the 

dostarlimab arm (120/245 patients, 49.0%). Of the 173 patients in the placebo arm and 

120 patients in the dostarlimab arm who received subsequent anticancer therapy, 54.9% 

of patients (95/173) in the placebo arm received subsequent immunotherapy compared 

to 35.0% of patients (42/120) in the dostarlimab arm (29). The most common 

subsequent immunotherapy in both arms was the combination of pembrolizumab plus 

levantinib that was received in 10.2% of patients in the dostarlimab arm. 

In the MMRp/MSS population, 72.8% of patients (134/184) in the placebo arm and 

54.7% of patients (105/192) in the dostarlimab arm received follow-up anticancer 

therapy. Of the 134 patients in the placebo arm who received follow up anticancer 

therapy, 50.7% (68/134) received subsequent immunotherapy; of the 105 patients in the 

dostarlimab arm who received follow-up anticancer therapy, 32.4% (34/105) received 

subsequent immunotherapy. Of the 68 patients in the placebo arm who received 

subsequent immunotherapy in the MMRp/MSS population, 20 (29.4%) received 

pembrolizumab and 43 (63.2%) received pembrolizumab plus lenvatinib. 

Table -  II describes the distribution of subsequent therapies. These numbers have been 

confirmed to reflect Danish clinical practice by a Danish expert, except for the 
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MMRp/MSI-H group where no patients in DK (outside clinical studies) have been treated 

with immunotherapy due to missing reimbursement.
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Table -  II: Subsequent immunotherapy use 

 ITT population MMRp/MSS 

 Dostarlimab plus CP 

(n=192) 

Placebo plus CP 

(n=184) 

Dostarlimab plus CP 

(n=245) 

Placebo plus CP 

(n=249) 

Any follow-up anticancer therapy, n (%) 120 (49.0) 173 (69.5) 105 (54.7) 134 (72.8) 

Immunotherapy 42 (17.1) 95 (38.2) 34 (17.7) 68 (37.0) 

Pembrolizumab 13 (5.3) 41 (16.5) 9 (4.7) 20 (10.9) 

Pembrolizumab - Lenvatinib 25 (10.2) 45 (18.1) 22 (11.5) 43 (23.4) 

Dostarlimab 0 3 (1.2) 0 0 

MK7694A 0 1 (0.4) 0 0 

Pembrolizumab – tamoxifen 1 (0.4) 0 0 0 

Retifanlimab – epacadostat 1 (0.4) 2 (0.8) 0 2 (1.1) 

Investigational product 1 (0.4) 1 (0.4) 1 (0.5) 1 (0.5) 

Atezolizumab – ipatasertib 1 (0.4) 1 (0.4) 0 1 (0.5) 

Avelumab – axitinib 0 1 (0.4) 0 1 (0.5) 
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Bevacizumab – atezolizumab 0 1 (0.4) 0 1 (0.5) 

Durvalumab - cediranib 0 2 (0.8) 0 2 (1.1) 

Durvalumab – Olaparib 2 (0.8) 0 2 (1.0) 0 

Nivolumab - BMS986207 – COM701 0 1 (0.4) 0 1 (0.5) 

Nivolumab – lucitanib 0 1 (0.4) 0 1 (0.5) 

SGN-ALPV 0 1 (0.4) 0 1 (0.5) 

Source: Powell et al. 2024 
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7. Comparative analyses of efficacy  

7.1 Differences in definitions of outcomes between studies 

Not applicable due to head-to-head study. 

7.2 Method of synthesis  

Not applicable due to head-to-head study.
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7.3 Results from the comparative analysis 

Please see Table 11 below.  

Table 11: Results from the comparative analysis of dostarlimab plus carboplatin-paclitaxel vs. placebo plus carboplatin-paclitaxel for the ITT-population and the 

MMRp/MSS population 

 
Overall population 

MMRp/MSS 

poulation 
  

Outcome measure  Dostarlimab plus 

CP (N=) 

Placebo plus CP 

(N=x) 
Result 

Dostarlimab plus CP 

(N=x) 

Placebo plus CP 

(N=x) 
Result 

Probability of 

progression-free 

survival at 24 months 

36.1% 

[95% CI: 29.3, 42.9] 

 18.1% 

[95% CI: 13.0, 23.9] 

36% 

[HR: 0.64 

95% CI: 0.51, 0.80 

p<0.001] 

28.4% 

[95% CI: 21.2, 36.0] 

 18.8% 

[95% CI: 12.8, 25.7] 

24% 

[HR: 0.76 

95% CI: 0.59, 0.98 

p<0.001] 

Probability of survival 

at 36 months 

54.9% 

[95% CI: 48.2, 61.2] 

42.9% 

[95% CI: 36.3, 49.3] 

31% 

[HR: 0.69 

95% CI: 0.54, 0.89 

P=0.002] 

48.6% 

[95% CI: 41.0, 55.7] 

41.9% 

[95% CI: 34.3, 49.4] 

21% 

[HR: 0.79 

95% CI: 0.60, 1.04 

Nominal p=0.049] 
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7.4 Efficacy – results per [outcome measure] 

Not applicable due to head-to-head study; see section 6. 

8. Modelling of efficacy in the health economic 

analysis 

Not applicable. 

8.1 Presentation of efficacy data from the clinical 

documentation used in the model 

Not applicable. 

8.1.1 Extrapolation of efficacy data 

Not applicable. 

8.1.1.1 Extrapolation of [effect measure 1] 

Not applicable. 

Table 12: Summary of assumptions associated with extrapolation of [effect measure]  

Method/approach Description/assumption 

Data input N/A 

Model  N/A 

Assumption of proportional 

hazards between intervention and 

comparator 

N/A 

Function with best AIC fit N/A 

Function with best BIC fit N/A 

Function with best visual fit N/A 

Function with best fit according to 

evaluation of smoothed hazard 

assumptions  

N/A 

Validation of selected extrapolated 

curves (external evidence) 

N/A 

Function with the best fit according 

to external evidence 

N/A 
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8.1.1.2 Extrapolation of [effect measure 2] 

Not applicable. 

8.1.2 Calculation of transition probabilities 

Not applicable. 

Table 13: Transitions in the health economic model 

8.2 Presentation of efficacy data from [additional 

documentation] 

Not applicable. 

8.3 Modelling effects of subsequent treatments 

Not applicable. 

8.4 Other assumptions regarding efficacy in the model 

Not applicable. 

Method/approach Description/assumption 

Selected parametric function in 

base case analysis 

N/A 

Adjustment of background 

mortality with data from Statistics 

Denmark  

N/A 

Adjustment for treatment 

switching/cross-over 

N/A 

Assumptions of waning effect N/A 

Assumptions of cure point N/A 

Health state (from) Health state (to) Description of 

method 

Reference 

N/A N/A N/A N/A 
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8.5 Overview of modelled average treatment length and time 

in model health state 

Not applicable. 

Table 14: Estimates in the model 

 Modelled average 

[effect measure] 

(reference in Excel) 

Modelled median 

[effect measure] 

(reference in Excel) 

Observed median 

from relevant study 

N/A N/A N/A N/A 

 

Table 15: Overview of modelled average treatment length and time in model health state, 

undiscounted and not adjusted for half cycle correction (adjust the table according to the model) 

 

9. Safety 
In this section we present safety data from the RUBY trial on patients treated with 

dostarlimab plus CP and placebo plus CP for the ITT population. 

9.1 Safety data from the clinical documentation 

The safety analysis set for the double-blind phase of the RUBY trial consisted of all 

randomized subjects in the ITT analysis set, who received at least one or more cycle of 

treatment. For a summary of the safety data specific for the MMRp/MSS population go 

to Appendix E. 

Safety in the RUBY trial was assessed through monitoring of treatment-emergent 

adverse events (TEAEs), clinical laboratory parameters, vital signs, and physical 

examination. All AEs were assessed by the investigator for intensity according to 

Common Terminology Criteria for Adverse Events version 4.03 (CTCAE v4.03) (28).  

The most common adverse events that occurred or worsened during treatment were 

nausea (54.4% of patients in the dostarlimab group and 46.3% of patients in the placebo 

group), alopecia (53.9% and 50.0%), fatigue (52.3% and 54.9%), peripheral neuropathy 

(44.0% and 41.9%) and anaemia (37.8% and 42.7%). Maculo-papular rash were the 

Treatment  Treatment length 

[months] 

Health state 1 

[months] 

Health state 2 

[months] 

N/A N/A N/A N/A 
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adverse event with the largest differences between the treatment groups and were 

reported more frequently in the dostarlimab group than in the placebo group (14.1% vs. 

3.7%) (28). 

The safety profile for dostarlimab plus CP was consistent with that seen in the first 

interim analysis. The most frequently reported treatment-emergent adverse events 

(TEAEs; 40%) in both treatment arms were primarily related to chemotherapy. Anemia 

was also seen at 40% in the placebo plus CP arm. These common TEAEs were grade 1 or 

2 in most patients except for anemia, which was grade 2 or 3 in most patients. Serious 

treatment-related AEs were experienced by 19.5% of patients in the dostarlimab arm 

and 12.2% of patients in the placebo arm (30) (31). 

The most common immune-related adverse events were hypothyroidism (12.0% in the 

dostarlimab group and 2.8% of those in the placebo group), rash (7.1% and 2.0%), 

arthralgia (6.6% and 6.5%), and an increase in alanine aminotransferase levels (6.2% and 

1.2%) (28) (31).  

An overview of the safety events in the treatment phase is presented in Table 16. A 

summary of timing of the TEAEs in more than 20% of patients in both arms can be found 

in Appendix E.   

Table 16: Overview of safety events. Adverse events that occurred or worsened during 

treatment in the ITT population. The median duration of follow-up was 37.2 months (range 31.0 

to 49.5) 

 Dostarlimab plus CP 

(N=241) 

Placebo plus CP 

(N=246) 

Difference, % (95 % 

CI) 

Number of adverse 

events, n 

XXXX XXXX XXXX 

Number and 

proportion of 

patients with ≥1 

adverse events, n (%) 

XXXX XXXX XXXX 

Number of serious 

adverse events, n 

XXXX XXXX XXXX 

Number and 

proportion of 

patients with ≥ 1 

serious adverse 

events, n (%) 

XXXX XXXX XXXX 
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Source: GSK RUBY-1 CSR 

The incidences of grade 3 or higher adverse events and serious adverse events that 

occurred or worsened during treatment were each approximately 10 percentage points 

higher in the dostarlimab group than in the placebo group (adverse events, 72.2% vs. 

60.2%; serious adverse events, 39.8% vs. 28.0%) (28).  

 Dostarlimab plus CP 

(N=241) 

Placebo plus CP 

(N=246) 

Difference, % (95 % 

CI) 

Number of CTCAE 

grade ≥ 3 events, n  

XXXX XXXX XXXX 

Number and 

proportion of 

patients with ≥ 1 

CTCAE grade ≥ 3 

events, n (%) 

XXXX XXXX XXXX 

Number of adverse 

reactions, n 

XXXX XXXX XXXX 

Number and 

proportion of 

patients with ≥ 1 

adverse reactions, n 

(%) 

XXXX XXXX XXXX 

Number and 

proportion of 

patients who had a 

dose reduction, n (%) 

XXXX XXXX XXXX 

Number and 

proportion of 

patients who 

discontinue 

treatment regardless 

of reason, n (%) 

XXXX XXXX XXXX 

Number and 

proportion of 

patients who 

discontinue 

treatment due to 

adverse events, n (%) 

XXXX XXXX XXXX 

Any treatment-

related irAE 

XXXX XXXX XXXX 
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Discontinuation of dostarlimab or placebo in the ITT population due to adverse events 

occurred in 24.9% in the dostarlimab group and in 16.3% in the placebo group. The most 

common adverse events leading to discontinuation were maculopapular rash and 

infusion-related reaction (1.2% each) in the dostarlimab group and thrombocytopenia 

(1.2%) in the placebo group (28). Discontinuation of dostarlimab or placebo due to AEs 

occurred in 19.1% of patients in the dostarlimab arm and 8.1% of patients in the placebo 

arm. The most common AEs leading to discontinuation of dostarlimab or placebo were 

infusion-related reaction (1.2%) and maculopapular rash (1.2%) in patients in the 

dostarlimab group and thrombocytopenia (1.2%) and rash (0.8%) in patients in the 

placebo group (30). 

Five deaths due to adverse events occurred in the dostarlimab group, none in the 

placebo group. One death that was reported by the investigator as related to the 

dostarlimab regimen occurred during the first six cycles (myelosuppression), one death 

was related to dostarlimab and occurred during the 90-day safety follow-up 

(hypovolemic shock), and three were judged not to be related to the dostarlimab 

regimen (28).Table 17 shows serious events occurring in >2 % in each group due to the 

limited frequency of serious adverse events. According to the DMC application template, 

a list of all SAEs with frequency of ≥5% recorded in the study should be presented. 

However, no SAEs had a frequency of ≥5%; thus, this list could not be provided. A full list 

of SAEs reported in the study is presented in Appendix E. 

Table 17: Serious adverse events occurring in >2% of patients in either group. The median 

duration of follow-up was 37.2 months (range 31.0 to 49.5) in the ITT population 

Adverse events Dostarlimab plus CP 

(N= 241) 

Placebo plus CP 

(N= 246) 

 Number of 

patients 

with adverse 

events 

Number of 

adverse events 

Number of 

patients with 

adverse events 

Number of 

adverse events 

Adverse event, n (%)     

Sepsis 8 (3.3) N/A 1 (0.4) N/A 

Pulmonary embolism 8 (3.3) N/A 5 (2.0) N/A 

Pyrexia 7 (2.9) N/A 2 (0.8) N/A 
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Source: Powell et al. 2024 

Since the application is following a 14-week process a health economic model and 

analysis have not been made. 

Table 18: Adverse events used in the health economic model  

9.2 Safety data from external literature applied in the health 

economic model 

Not applicable. 

Adverse events Dostarlimab plus CP 

(N= 241) 

Placebo plus CP 

(N= 246) 

Dyspnoea 5 (2.1) N/A 1 (0.4) N/A 

Muscular weakness 5 (2.1) N/A 1 (0.4) N/A 

Vomiting 5 (2.1) N/A 3 (1.2) N/A 

Anaemia 3 (1.2) N/A 6 (2.4) N/A 

Asthenia 2 (0.8) N/A 6 (2.4) N/A 

Urinary tract infection 3 (1.2) N/A 5 (2.0) N/A 

Adverse events Intervention Comparator  

 Frequency 

used in 

economic 

model for 

intervention 

Frequency 

used in 

economic 

model for 

comparator 

Source Justification 

N/A     



 

 

58 
 

Table 19: Adverse events that appear in more than X % of patients  

 
 

 

 

 

 

 

 

 

 

 

 

 

 

 

 

Adverse events Intervention (N=x) Comparator (N=x) Difference, % (95 % CI) 

 Number of 

patients with 

adverse events 

Number of 

adverse events 

Frequency used 

in economic 

model for 

intervention 

Number of 

patients with 

adverse events 

Number of 

adverse events 

Frequency used 

in economic 

model for 

comparator 

Number of 

patients with 

adverse events 

Number of 

adverse events 

N/A          
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10. Documentation of health-related quality of 

life (HRQoL) 
 

In this section, the HRQoL data relevant for the assessment of dostarlimab plus CP versus 

placebo plus CP is described. Health related quality of life data was collected in the RUBY 

trial—including EQ-5D-5L, EORTC QLQ-C30 and EORTC QLQ-EN24. To support this 

submission, we are going to present the EQ-5D-5L data because they are preferred by 

the Medicines Council (32). 

Table 20: Overview of included HRQoL instruments  

10.1 Presentation of the health-related quality of life 

10.1.1 Study design and measuring instruments 

In the RUBY trial HRQoL data was collected using EQ-5D-5L. The instrument was used at 

baseline and at check-ups in the manner it is validated for (31). The data collection of EQ-

5D-5L is described in the section below. EQ-5D was designed to evaluate the generic 

quality of life of individual patients. The descriptive system is a preference based HRQoL 

measurement with one question for each of the 5 dimensions that include mobility, self-

care, usual activities, pain/discomfort, and anxiety/depression. The instrument is 

validated and used across countries and patient population (32). 

One important aspect of HRQoL, particular in cancer trials, is that the HRQoL can change 

rapidly after the disease has progressed. Therefore, it is essential to consider the pre- 

and post-progression states when analysing the utility estimates. To determine whether 

patients in the study were in a pre- or post-progression health state, PFS was used. 

Progression was defined as the time from the date of randomization to the earliest date 

of radiographic assessment of PD or death by any cause in the absence of PD, whichever 

occurred first. Tumour response was evaluated using RECIST v.1.1. If at a patient’s 

tumour assessment visit, confirmed progression had not been established, then the 

Measuring instrument Source Utilization 

EQ-5D-5L Data is obtained through the 

RUBY trial 

Describe purpose of HRQoL 

instrument (clinical 

effectiveness, utilities, 

disutilities etc.) 
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patient was in a pre-progression state for that visit. At the next scheduled visit if the 

patient had a confirmed progression, the health state of the patient was updated to 

post-progression for that visit and subsequent visits.  

Overall, the demographics in RUBY are well-balanced between treatment arms and the 

population is representative of the expected population of Danish patients with primary 

advanced or recurrent EC, as presented in Table 9 and Table 10. 

10.1.2 Data collection 

QoL measurements in RUBY were collected at baseline (Cycle 1 Day 1), on day 1 of each 

treatment cycle, at the end of the treatment cycle, and at safety and survival follow-up 

visits. The primary endpoint in RUBY was met at the first data-cut (IA1), therefore no 

updates to the PFS and thereby utilities by progression were made at second data-cut 

(IA2). A summary of completion and missing data points is presented in Table 21. 
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Table 21: Pattern of missing data and completion ITT population 

Time point 

Dostarlimab plus CP CP 

HRQoL  

population  

N 

Missing  

N (%) 

Expected to  

complete 

N 

Completion 

N (%) 

HRQoL 

Population 

N 

Missing 

N (%) 

Expected to 

complete 

N 

Completion 

N (%) 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 
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Time point 

Dostarlimab plus CP CP 

HRQoL  

population  

N 

Missing  

N (%) 

Expected to  

complete 

N 

Completion 

N (%) 

HRQoL 

Population 

N 

Missing 

N (%) 

Expected to 

complete 

N 

Completion 

N (%) 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 
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Time point 

Dostarlimab plus CP CP 

HRQoL  

population  

N 

Missing  

N (%) 

Expected to  

complete 

N 

Completion 

N (%) 

HRQoL 

Population 

N 

Missing 

N (%) 

Expected to 

complete 

N 

Completion 

N (%) 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 
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Time point 

Dostarlimab plus CP CP 

HRQoL  

population  

N 

Missing  

N (%) 

Expected to  

complete 

N 

Completion 

N (%) 

HRQoL 

Population 

N 

Missing 

N (%) 

Expected to 

complete 

N 

Completion 

N (%) 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX XXXX 



 

 

65 
 

The completion rate was high (95%-100%) over treatment visits (i.e., through cycle 35) in 

both arms, and remained strong and durable (close to 80% - 100%) at ‘end of treatment’ 

and after. Most visits had a total number of patients (two arm combined) with 

missingness ≤ 10 at a visit, which was too small to compare characteristics of patients 

with vs. without missing EQ-5D to draw any meaningful conclusion. 

 

A mixed-effects model for repeated measures (MMRM) was performed to compare 

between-treatment differences adjusting for correlations across multiple time points 

within a patient and controlling for the baseline value. Adjusted mean difference and 

95% confidence intervals (CIs) are presented to illustrate the effect of treatment. 

Adjusted means and standard error bars were plotted over time. The MMRM model 

includes patient, treatment, analysis visit, and treatment-by-visit interaction as 

explanatory variables and the baseline value as a covariate together with the baseline-

by-visit interaction. Treatment, visit, and treatment-by-visit interactions were fixed 

effects in the model; patient was treated as a random effect. An unstructured covariance 

matrix was used to model the subject variance, and the Kenward-Roger approximation 

was used to estimate the degrees of freedom. Restricted maximum likelihood estimation 

was used. Overall adjusted mean estimates and estimates of the treatment difference 

were derived, representing the average treatment effect over visits giving each visit 

equal weight. As the fit of the unstructured covariance structure failed to converge, the 

covariance structures Toeplitz with heterogeneity and autoregressive with heterogeneity 

were used to reach convergence. 

10.1.3 HRQoL results 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 
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Figure 15: Change from Baseline and Confidence Interval in EQ-5D-5L utility score (ITT 

population) 

Abbreviations: Cx=cycle, EOT=End of treatment, SFU=Safety follow-up visit, SVFU= Survival follow-up visit 

Source: GSK RUBY-1 CSR 

Figure 16: Change from Baseline and Confidence Interval in EQ-5D-5L Visual Analogue Scores (ITT 

population) 

Abbreviations: BSLN=Baseline, Cx=cycle, EOT=End of treatment, SFU=Safety follow-up visit, SVFU= Survival 

follow-up visit, WPB=Worst post baseline 

Source: GSK RUBY-1 CSR 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
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XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX 

Table 22: Analysis of Change from Baseline in EQ-5D-5L Utility Score, Mixed Effects Model for 

Repeated Measures, ITT population, Danish population weights 

 Dostarlimab plus CP CP Dostarlimab plus CP vs. 

CP 

 N Mean (SE) N Mean (SE) Difference (95% CI) p-

value 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 



 

 

68 
 

10.2 Health state utility values (HSUVs) used in the health 

economic model 

Not applicable. 

10.2.1 HSUV calculation 

Not applicable. 

10.2.1.1 Mapping 

Not applicable. 

10.2.2 Disutility calculation 

Not applicable. 

 Dostarlimab plus CP CP Dostarlimab plus CP vs. 

CP 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX XXXX XXXX 
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10.2.3 HSUV results 

Not applicable. 

Table 23 Overview of health state utility values [and disutilities] 

10.3 Health state utility values measured in other trials than the 

clinical trials forming the basis for relative efficacy  

Not applicable. 

10.3.1 Study design 

Not applicable. 

10.3.2 Data collection 

Not applicable. 

10.3.3 HRQoL Results 

Not applicable. 

10.3.4 HSUV and disutility results  

Not applicable. 

Table 24: Overview of health state utility values [and disutilities] 

Table 25: Overview of literature-based health state utility values 

 

 Results 

[95% CI] 

Instrument Tariff 

(value set) 

used 

Comments 

N/A 

 Results 

[95% CI] 

Instrument Tariff 

(value set) 

used 

Comments 

N/A 

 Results 

[95% CI] 

Instrument Tariff 

(value set) 

used 

Comments 

N/A 
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11. Resource use and associated costs 

Not applicable. 

11.1 Medicines - intervention and comparator 

Not applicable. 

Table 26: Medicines used in the model 

11.2 Medicines– co-administration 

Not applicable. 

11.3 Administration costs 

Not applicable. 

Table 27: Administration costs used in the model 

11.4 Disease management costs 

Not applicable. 

Table 28: Disease management costs used in the model 

11.5 Costs associated with management of adverse events 

Not applicable. 

Medicine Dose Relative dose 

intensity 

Frequency  Vial sharing 

N/A     

Administration 

type 

Frequency Unit cost [DKK] DRG code Reference 

N/A     

Activity Frequency Unit cost [DKK] DRG code Reference 

N/A     
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Table 29: Cost associated with management of adverse events 

11.6 Subsequent treatment costs 

Not applicable. 

Table 30: Medicines of subsequent treatments 

11.7 Patient costs 

Not applicable. 

Table 31: Patient costs used in the model 

11.8 Other costs (e.g. costs for home care nurses, out-patient 

rehabilitation and palliative care cost) 

Not applicable. 

 

12. Results 

Not applicable. 

12.1 Base case overview 

Not applicable. 

Table 32: Base case overview 

 DRG code Unit cost/DRG tariff 

N/A   

Medicine Dose Relative dose 

intensity 

Frequency  Vial sharing 

N/A     

Activity Time spent [minutes, hours, days] 

N/A  

Feature Description 

N/A  
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12.1.1 Base case results 

Not applicable. 

Table 33: Base case results, discounted estimates 

12.2 Sensitivity analyses 

Not applicable. 

12.2.1 Deterministic sensitivity analyses 

Not applicable. 

Table 34: One-way sensitivity analyses results 

 

12.2.2 Probabilistic sensitivity analyses 

Not applicable. 

 

13. Budget impact analysis 

Not applicable. 

Table 35: Expected budget impact of recommending the medicine for the indication 

 

  

  [Intervention] [Comparator] Difference 

N/A    

 Change Reason / 

Rational / 

Source 

Incremental 

cost (DKK) 

Incremental 

benefit 

(QALYs) 

ICER 

(DKK/QALY) 

N/A      

 Year 1 Year 2 Year 3 Year 4 Year 5 

N/A      
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14. List of experts 

GSK has received input for this application from a Danish clinical expert within 

endometrial cancer: 

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX

XXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXXX
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Appendix A. Main characteristics of studies included 

Table 36: Main characteristics of studies included 

Trial name: RUBY NCT number: 03981796 

Objective The primary objectives of Part 1 of the RUBY study were to compare the progression-free survival (PFS) of participants 

treated with dostarlimab plus CP followed by dostarlimab to participants administered placebo plus CP followed by 

placebo, as assessed by the Investigator per Response Evaluation Criteria in Solid Tumours version 1.1. in patients with 

primary advanced or recurrent endometrial cancer. 

Publications – title, author, journal, 

year 

Dostarlimab for Primary Advanced or Recurrent Endometrial Cancer, M.R. Mirza et al. The new England Journal of 

Medicine, published March 27, 2023. (28) 

Overall survival in patients with endometrial cancer treated with dostarlimab plus carboplatin–paclitaxel in the 

randomized ENGOT-EN6/GOG-3031/RUBY trial. Powell MA, Bjørge L, Willmott L, et al. Ann Oncol. 2024 Aug; 35 (8): 728-

738. (30) 

Study type and design RUBY is a Phase 3, randomized, double-blind, multicenter study in two parts. Part 1 of the study is to evaluate the efficacy 

and safety of treatment with dostarlimab plus CP followed by dostarlimab versus treatment with placebo plus CP followed 

by placebo in participants with primary advanced (Stage III or IV) or recurrent EC.  Part 2 is to evaluate the efficacy and 

safety of dostarlimab plus CP followed by dostarlimab plus niraparib versus placebo plus CP followed by placebo in 

participants with recurrent or primary advanced (Stage III or IV) endometrial cancer. An overview of the treatment design 

for part 1 is presented below. 
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Trial name: RUBY NCT number: 03981796 

 
The RUBY study consists of a Screening Period (Day -28 to Day -1), a Treatment Period, an End of Treatment Visit, a Safety 

Follow-up Visit, and a Survival Assessment Period. Following informed consent, participants who met the eligibility criteria 

for Part 1 were randomized 1:1 to the following study arms:  

• Arm 1: Participants received dostarlimab IV plus CP followed by dostarlimab IV.  

• Arm 2: Participants received placebo IV plus CP followed by placebo IV.  

Randomization was stratified by 3 stratification factors: 

• MMR/MSI status: Determined by local IHC, PCR, or next-generation sequencing test, or by central IHC testing 

when local testing was not available. The MMR/MSI status for randomization was derived from the data entered 

at the time of randomization. 
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Trial name: RUBY NCT number: 03981796 

• Prior external pelvic radiotherapy (yes or no): Determined from radiation therapy history provided by 

investigators at the time of randomization. 

• Disease status (recurrent, primary Stage III, or primary Stage IV): Derived from the cancer history and disease 

stage provided by investigators at the time of randomization. Data provided for the most recent FIGO stage and 

recurrence status were used to assign the participant to the appropriate stratum. If recurrence was selected, 

participants were assigned to recurrent strata. If no recurrence was selected, then participants were assigned to 

primary Stage III or primary Stage IV based on most recent FIGO stage.  

Approximately 470 participants were planned for enrolment in Part 1. 

The participant, Investigator, study staff, the sponsor study team, and its representatives were blinded to the assigned 

treatment from the time of randomization until database lock as described in the protocol. Treatment assignment could 

be unblinded by the Investigator for urgent or non-urgent clinical reasons. Study intervention assignment was available to 

the Investigator upon request for poststudy intervention planning.  

Sample size (n) From July 18, 2019, through February 23, 2021, a total of 607 patients from 113 sites in 19 countries were screened and 

494 underwent randomization; 245 were assigned to receive dostarlimab plus CP (dostarlimab group) and 249 were 

assigned to receive placebo plus CP (placebo group). Seven patients (4 in dostarlimab group and 3 in the placebo group) 

did not receive treatment and were excluded from the safety analysis. Of the 494 patients who underwent randomization, 

118 had dMMR–MSI-H tumours confirmed by source-verified classification (53 in the dostarlimab group and 65 in the 
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Trial name: RUBY NCT number: 03981796 

placebo group). As of the data-cutoff date of September 28, 2022, a total of 88 patients in the overall population were 

receiving treatment in one of the two groups The disposition of patients is presented below: 
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Trial name: RUBY NCT number: 03981796 

Main inclusion criteria 

RUBY part 1 

• Female participant is at least 18 years of age. 

• Participant has histologically or cytologically proven endometrial cancer with recurrent or advanced disease. 

• Participant must have primary Stage III or Stage IV disease or first recurrent endometrial cancer with a low 
potential for cure by radiation therapy or surgery alone or in combination and meet at least one of the following 
criteria; 

1. Participant has primary Stage IIIA to IIIC1 disease with presence of evaluable or measurable disease per 
Response Evaluation Criteria in Solid Tumours (RECIST) version (v).1.1 based on Investigator's 
assessment. Lesions that are equivocal or can be representative of post-operative change should be 
biopsied and confirmed for the presence of tumour. 

2. Participant has primary Stage IIIC1 disease with carcinosarcoma, clear cell, serous, or mixed histology 
(containing greater than or equal to [>=] 10 percent carcinosarcoma, clear cell, or serous histology) 
regardless of presence of evaluable or measurable disease on imaging; 

3. Participant has primary Stage IIIC2 or Stage IV disease regardless of the presence of evaluable or 
measurable disease; 

4. Participant has first recurrent disease and is naïve to systemic anticancer therapy; 
5. Participant has received prior neo-adjuvant/adjuvant systemic anticancer therapy and had a recurrence 

or progression of disease (PD) >=6 months after completing treatment (first recurrence only). 

• Participant has an ECOG performance status of 0 or 1. 

Participant has adequate organ function. 

Main exclusion criteria 

RUBY part 1 

• Participant has received neo-adjuvant/adjuvant systemic anticancer therapy for primary Stage III or IV disease 
and: 

1. has not had a recurrence or PD prior to first dose on the study OR 
2. has had a recurrence or PD within 6 months of completing systemic anticancer therapy treatment prior 

to first dose on the study. 

• Participant has had >1 recurrence of endometrial cancer. 

• Participant has received prior therapy with an anti-programmed cell death protein 1 (anti-PD-1), anti-PD-ligand 1 
(anti-PD-L1), or anti-PD-ligand 2 (anti-PD-L2) agent. 

• Participant has received prior anticancer therapy (chemotherapy, targeted therapies, hormonal therapy, 
radiotherapy, or immunotherapy) within 21 days or <5 times the half-life of the most recent therapy prior to 
Study Day 1, whichever is shorter. 
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Trial name: RUBY NCT number: 03981796 

• Participant has a concomitant malignancy, or participant has a prior non-endometrial invasive malignancy who 
has been disease-free for <3 years or who received any active treatment in the last 3 years for that malignancy. 
Non-melanoma skin cancer is allowed. 

• Participant has known uncontrolled central nervous system metastases, carcinomatosis meningitis, or both. 

• Participant has not recovered (that is [i.e.], to Grade <=1 or to Baseline) from cytotoxic therapy induced AEs or 
has received transfusion of blood products (including platelets or red blood cells) or administration of colony-
stimulating factors (including granulocyte colony-stimulating factor [G-CSF], granulocyte macrophage colony-
stimulating factor [GM-CSF], or recombinant erythropoietin) within 21 days prior to the first dose of study drug. 

• Participant has not recovered adequately from AEs or complications from any major surgery prior to starting 
therapy. 

• Participant is currently participating and receiving study treatment or has participated in a study of an 
investigational agent and received study treatment or used an investigational device within 4 weeks of the first 
dose of treatment. 

• Participant is considered a poor medical risk due to a serious, uncontrolled medical disorder, non-malignant 
systemic disease, or active infection requiring systemic therapy. 

Participant has received, or is scheduled to receive, a live vaccine within 30 days before first dose of study treatment, 

during study treatment, and for up to 180 days after receiving the last dose of study treatment. 

Intervention Dostarlimab 500 mg IV + carboplatin AUC 5 IV + paclitaxel 175 mg/m2 IV Q3W for cycles 1–6 followed by dostarlimab 

1,000 mg IV Q6W up to 3 years.  

N= 245 

Comparator(s) Placebo + carboplatin AUC 5 IV + paclitaxel 175 mg/m2 IV Q3W for cycles 1–6 followed by placebo Q6W up to 3 years.  

N= 249 

Follow-up time  Median follow-up of 25.4 months (range 19.2 to 37.8) in the overall population 

Median follow-up of XX months (range XX to XX) in the MMRp/MSS population 
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Trial name: RUBY NCT number: 03981796 

Is the study used in the health 

economic model? 

Not applicable. 

Primary, secondary and exploratory 

endpoints 

RUBY-1 evaluated dual primary endpoints: 

• Investigator-assessed PFS according to RECIST v1.1 criteria in patients with dMMR/MSI-H tumours and in the 

overall trial population. PFS for the pMMR/MSS was a prespecified subgroup analysis. 

• OS: Analysis of OS in the dMMR/MSI-H and MMRp/ MSS subsets of the ITT analysis set was also pre-specified 

and evaluated at IA2. The OS analyses for dMMR/MSI-H and MMRp/MSS populations were performed on 

MMR/MSI status based on source verified data. 

 

Secondary endpoints: 

• PFS by BICR 

• ORR based on BICR and investigator assessment 

• Duration of response based on BICR and investigator assessment 

• Disease control rate based on BICR and investigator assessment 

• PFS2 (prespecified in the dMMR/MSI-H and MMRp/MSS populations) 

• PROs (EORTC-QLQ-C30; EORTC-QLQ-EN24; EQ-5D-5L) 

• PK and immunogenicity analyses 

 

Exploratory endpoints: 

• Genetic research 

• Biomarkers in tumour tissue and/or blood 

 

Safety endpoints: 

• TEAEs 

• Clinical laboratory values 

• Vital signs 

• Physical examination 

• ECOG PS 

• ECG parameters 

• Concomitant medication 
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Trial name: RUBY NCT number: 03981796 

Method of analysis All efficacy analyses were intention-to-treat analyses. The Kaplan–Meier method was used to estimate rates of 

progression-free survival and overall survival, and a stratified log-rank test for treatment comparisons. 

Subgroup analyses 
Pre-specified exploratory subgroup analyses of PFS per investigator assessment and OS were performed based on the ITT 

analysis set and dMMR/MSI-H subset for the ITT analysis set to explore homogeneity of the treatment effect across the 

following subgroups: 

• Age (<65 years or ≥65 years) 

• Race (White or other) 

• Region (North American, Europe, Western Europe, or Eastern Europe) 

• Histology (endometrioid carcinoma or other) 

• Disease status at baseline (recurrent, primary stage III, or primary stage IV) 

• MMR/MSI status at baseline (dMMR/MSI-H or MMRp/MMS) 

• Prior external pelvic radiotherapy (yes or no) 

• Subjects with “no disease” at baseline 

Other relevant information  
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Appendix B. Efficacy results per study 

Table 37: Results per RUBY 

Results of RUBY-1 (NCT03981796) 

    Estimated absolute difference 

in effect 

Estimated relative difference in 

effect 

Description of methods 

used for estimation 

References 

Outcome Study 

arm 

N Result (Cl) Difference 95% CI P value Difference 95% CI P value   

PFS, 

investigato

r assessed 

(probabilit

y at 24 

months) 

Dostarli

mab 

245 36.1% (29.3-42.9) n/a n/a n/a 36% 0.51-0.80 <0.001 PFS is based on the 

Kaplan-Meier estimator. 

The 95% confidence 

intervals of the hazard 

ratios reported were 

based on the Cox 

regression model and 

were not used for 

hypothesis testing. All P 

values reported were 

based on the stratified 

log-rank test. 

Dostarlima

b for 

Primary 

Advanced 

or 

Recurrent 

Endometri

al Cancer. 

Mirza, MR, 

et al. 23, 

2023, M 

England J 

Med, Vol. 

388, pp. 

2145-2158. 

Carbopl

atin 

plus 

paclitax

el 

249 18.1% (13.0-23.9) 

OS Dostarli

mab 

245 44.6 months (32.6-

NE) 

16.4 

months 

n/a n/a 31% 0.54-0.89 0.0020 The survival rates are 

based on the Kaplan–

Overall 

survival in 



 

 

87 
 

Results of RUBY-1 (NCT03981796) 

    Estimated absolute difference 

in effect 

Estimated relative difference in 

effect 

Description of methods 

used for estimation 

References 

Outcome Study 

arm 

N Result (Cl) Difference 95% CI P value Difference 95% CI P value   

Carbopl

atin 

plus 

paclitax

el 

249 28.2 months (22.1-

25.6) 

Meier estimator. The 

95% confidence intervals 

of the hazard ratios 

reported were based on 

the Cox regression model 

and were not used for 

hypothesis testing. All P 

values reported were 

based on the stratified 

log-rank test. 

patients 

with 

endometri

al cancer 

treated 

with 

dostarlima

b plus 

carboplatin

-paclitaxel 

in the 

randomize

d ENGOT-

EN6/GOG-

3031/RUBY 

trial. 

Powell, 

MA, Bjørge 

, L and 

Willmott, L. 

8, s.l. : Ann 

Oncol, Aug 

2024, Vol. 

35, pp. 

728-738. 
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Results of RUBY-1 (NCT03981796) 

    Estimated absolute difference 

in effect 

Estimated relative difference in 

effect 

Description of methods 

used for estimation 

References 

Outcome Study 

arm 

N Result (Cl) Difference 95% CI P value Difference 95% CI P value   

PFS BICR 

(probabilit

y at 24 

months) 

Dostarli

mab 

245 XXXX XXXX XXXX XXXX XXXX XXXX XXXX PFS is based on the 

Kaplan-Meier estimator. 

The 95% confidence 

intervals of the hazard 

ratios reported were 

based on the Cox 

regression model and 

were not used for 

hypothesis testing. All P 

values reported were 

based on the stratified 

log-rank test. 

GSK RUBY-

1 CSR 

Carbopl

atin 

plus 

paclitax

el 

249 XXXX  

Objective 

response 

rate 

(Denomina

tor is the 

number of 

participant

s with 

target or 

non-target 

Dostarli

mab 

212 XXXX XXXX XXXX XXXX XXXX XXXX XXXX  GSK RUBY-

1 CSR 

Carbopl

atin 

plus 

paclitax

el 

219 XXXX  
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Results of RUBY-1 (NCT03981796) 

    Estimated absolute difference 

in effect 

Estimated relative difference in 

effect 

Description of methods 

used for estimation 

References 

Outcome Study 

arm 

N Result (Cl) Difference 95% CI P value Difference 95% CI P value   

lesions at 

baseline) 
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Appendix C. Comparative analysis of efficacy  

Not Applicable. 

Table 38: Comparative analysis of studies comparing [intervention] to [comparator] for patients with [indication] 

 

 

 

Outcome  Absolute difference in effect Relative difference in effect Method used for 

quantitative synthesis 

Result 

used in 

the 

health 

economi

c 

analysis? 

Studies included in 

the analysis 

Differen

ce 

CI P value Differen

ce 

CI P value 

N/A          
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Appendix D. Extrapolation  

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] 
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Appendix E. Serious adverse events 

Table -  III: Overview of safety events. Adverse events that occurred or worsened 

during treatment in the MMRp/MSS population. The median duration of follow-up was 

37.2 months (range 31.0 to 49.5) 

Source: GSK RUBY-1 CSR

 Dostarlimab plus CP 

(N=189) 

Placebo plus CP 

 (N=181) 

Difference, %  

(95 % CI) 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 

XXXX XXXX XXXX XXXX 
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Table -  IV: Summary of Timing of TEAEs in More Than 20% of Patients in Either Arm 

 Dostarlimab plus CP 

(n=241) 

Placebo plus CP 

(n=246) 

 Overall <cycle 7 ≥cycle 7 Overall <cycle 7 ≥cycle 7 

Number of patients eligible for TEAE evaluation  
241 241 185 246 246 184 

Any grade TEAEs in more than 20% of patients in 

either arm, no. (%)       

Fatigue 125 (51.9) 116 (48.1) 34 (18.4) 134 (54.5) 124 (50.4) 34 (18.5) 

Alopecia 129 (53.5) 129 (53.5) 11 (5.9) 123 (50.0) 122 (49.6) 10 (5.4) 

Nausea 130 (53.9) 116 (48.1) 34 (18.4) 113 (45.9) 105 (42.7) 19 (10.3) 

Neuropathy peripheral 106 (44.0) 101 (41.9) 15 (8.1) 101 (41.1) 99 (40.2) 8 (4.3) 

Anemia 91 (37.8) 85 (35.3) 30 (16.2) 104 (42.3) 98 (39.8) 23 (12.5) 

Arthralgia 86 (35.7) 64 (26.6) 39 (21.1) 86 (35.0) 69 (28.0) 26 (14.1) 

Constipation 83 (34.4) 77 (32.0) 19 (10.3) 88 (35.8) 76 (30.9) 17 (9.2) 

Diarrhea 75 (31.1) 64 (26.6) 27 (14.6) 71 (28.9) 60 (24.4) 18 (9.8) 

Myalgia 63 (26.1) 58 (24.1) 11 (5.9) 68 (27.6) 65 (26.4) 11 (6.0) 

Hypomagnesemia 52 (21.6) 46 (19.1) 13 (7.0) 70 (28.5) 67 (27.2) 12 (6.5) 

Peripheral sensory neuropathy 51 (21.2) 45 (18.7) 17 (9.2) 47 (19.1) 46 (18.7) 5 (2.7) 

Decreased appetite 52 (21.6) 43 (17.8) 11 (5.9) 43 (17.5) 41 (16.7) 4 (2.2) 

Dyspnea 44 (18.3) 39 (16.2) 15 (8.1) 50 (20.3) 43 (17.5) 12 (6.5) 
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Rash 55 (22.8) 46 (19.1) 15 (8.1) 34 (13.8) 31 (12.6) 5 (2.7) 

Source: Supplement to Mirza et al. 2023 
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Appendix F. Health-related quality of life 
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Source: GSK RUBY-1 CSR 

Figure 17: Change from Baseline and Confidence Interval in the EQ-5D-5L utility score 

(MMRp/MSS population) 

 
Abbreviations: Cx=cycle, EOT=End of treatment, SFU=Safety follow-up visit, SVFU= Survival follow-up visit 
Source: GSK RUBY-1 CSR 
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Figure 18: Change in Baseline and Confidence Interval in EQ-5D-5L Visual Analogue 

Score (MMRp/MSS population) 

Abbreviations: BSLN=Baseline, Cx=cycle, EOT=End of treatment, SFU=Safety follow-up visit, SVFU= Survival 
follow-up visit, WPB=Worst post baseline 
Source: GSK RUBY-1 CSR 
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Source: GSK RUBY-1 CSR 
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Table -  VII: Summary of Analysis of EQ-5D-5L Visual Analogue Scores Change from 

Baseline over Time, ITT population 
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Source: GSK RUBY-1 CSR 
 
 

Table -  VIII: Summary of Analysis of EQ-5D-5L Visual Analogue Scores Change from 

Baseline over Time, MMRp/MSS population 
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Source: GSK RUBY-1 CSR
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Appendix G. Probabilistic sensitivity analyses 

Not applicable. 

Table 39: Overview of parameters in the PSA 

Input parameter Point estimate Lower bound Upper bound Probability 

distribution 

N/A 
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Appendix H. Literature searches for the clinical 

assessment 

Not applicable. 

H.1 Efficacy and safety of the intervention and comparator(s) 

Table 40: Bibliographic databases included in the literature search 

Table 41: Other sources included in the literature search 

Table 42: Conference material included in the literature search 

H.1.1 Search strategies 

Table 43: of search strategy table for [name of database] 

H.1.2 Systematic selection of studies  

Table 44: Inclusion and exclusion criteria used for assessment of studies 

Database Platform/source Relevant period for the 

search  

Date of search 

completion 

N/A    

Source name Location/source Search strategy  Date of search  

N/A    

Conference Source of 

abstracts 

Search strategy Words/terms 

searched 

Date of search  

N/A     

No. Query Results 

N/A 

  

Clinical 

effectiveness 

Inclusion criteria Exclusion criteria Changes, local 

adaption 

N/A    
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Table 45: Overview of study design for studies included in the analyses 

H.1.3 Excluded fulltext references 

H.1.4 Quality assessment 

H.1.5 Unpublished data  

  

Study/ID Aim Study 

design 

Patient 

population 

Interven-

tion and 

compara- 

tor 

(sample 

size (n)) 

Primary 

outcome 

and follow-

up period  

Secondary 

outcome 

and follow-

up period 

N/A       
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Appendix I. Literature searches for health-

related quality of life 

Not applicable. 

I.1 Health-related quality-of-life search 

Table 46: Bibliographic databases included in the literature search 

Table 47: Other sources included in the literature search 

Table 48: Conference material included in the literature search 

I.1.1 Search strategies 

Table 49: Search strategy for [name of database] 

No. Query Results 

N/A   

I.1.2 Quality assessment and generalizability of estimates 

I.1.3 Unpublished data  

Database Platform Relevant period for the search  Date of search 

completion 

N/A    

Source name Location/source Search strategy  Date of search  

N/A    

Conference Source of 

abstracts 

Search strategy Words/terms 

searched 

Date of search  

N/A     
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Appendix J. Literature searches for input to the 

health economic model 

Not applicable. 

J.1 External literature for input to the health economic model 

J.1.1 Example: Systematic search for […] 

Table 51: Sources included in the search 

Database Platform/source Relevant period for the 

search  

Date of search 

completion 

N/A    

J.1.2 Example: Targeted literature search for [estimates] 

Table 52: Sources included in the targeted literature search 

Source name/ 

database 

Location/source Search strategy  Date of search  

N/A    
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Forkortelser 
 

AE    Adverse Event 
AEOSI   Adverse  Event of Special Interest 
ApaT    All Participants as Treated  
BICR    Blinded Independent Central Review  
CHMP    Committee for Medicinal Products for Human Use  
CI    Confidence Interval  
CT    Computer tomografi  
dMMR   Mismatch Repair Deficient 
ECOG    Eastern Cooperative Oncology Group  
EMA    European Medicines Agency (Det Europæiske Lægemiddelagentur)  
EORTC QLQ-C30  European Organisation for Research and Treatment of Cancer Quality of Life 

Questionnaire-C30  
EQ-5D    EuroQoL-5 Dimension Questionnaire  
ESMO    European Society for Medical Oncology  
FA    Final analysis  
FAS    Full analysis set  
FACT-G   Functional Assessment of Cancer Therapy – General 
FACT-En TOI  Functional Assessment of Cancer Therapy-Endometrial Trial Outcome Index  
HR    Hazard Ratio  
HRQoL    Health-Related Quality of Life  
IA    Interimanalyse  
IA1    Interimanalyse 1  
ICH   International Council for Harmonisation of Technical Requirements for 

Pharmaceuticals for Human Use 
IHC  Immunhistokemi 
ITT    Intention-to-treat  
iTEAE   Immune mediated Treatment Emergent Adverse Events 
IPCW    Inverse Probability of Censoring Weights 
IQR    Inter Quartile Range  
IV    Intravenøs  
KM    Kaplan-Meier  
LS    Least Squares  
LVSI   Lymphovascular space invasion 
MedDRA   Medical Dictionary for Regulatory Activities  
MR    Magnetisk resonans  
MDT    Multi Disciplinære Teams  
MMR   Mismatch Repair 
MSD    Merck Sharp & Dohme 
MSI   Mikrosatelit instabilitet  
NA    Not Applicable  
OS    Overall Survival  
PFS    Progression-free Survival  
pMMR   Mismatch Repair Proficient 
POLE   Polymerase epsilon 
PRO    Patient Reported Outcome  
PS    Performance status  
Q1W    Hver uge  
Q3W    Hver 3. uge  
Q4W    Hver 4. uge  
Q6W    Hver 6. uge  
QOL   Quality of Life  
RECIST1.1   Response Evaluation Criteria in Solid Tumors version 1.1  
SAE    Serious Adverse Event  
SE    Standard Error  
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SOC    Standard of Care  
 
Læsevejledning  
Medicinrådets ansøgningsskema version 1.4 er anvendt. For at følge de prædefinerede 
tabeller og deres nummerering, har vi nummereret ekstra tabeller med romertal, fx tabel 
XI. Ansøgningen er skrevet på dansk. Nogle begreber er bibeholdt på engelsk; disse er 
angivet med kursiv. Fortrolige oplysninger er markeret med gult.   
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5. Oversigt over litteratur 

5.1 Litteratur anvendt til den kliniske vurdering 
Den kliniske vurdering af interventionen baserer sig på NRG-GY018, og Medicinrådets 
anbefaling af komparator i dMMR-populationen baserer sig på RUBY-1. Vi har ikke 
foretaget søgninger for at identificere yderligere evidens til sammenligningen.
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6. Effekt 

6.1 Effekt af pembrolizumab i kombination med kemoterapi 
til førstelinjebehandling af avanceret eller 
tilbagevendende dMMR eller pMMR kræft i livmoderen  
 

6.1.1 Relevante studier 

NRG-GY018 er et internationalt, multicenter, randomiseret, dobbeltblindet, placebo-
kontrolleret, fase 3-studie af pembrolizumab i kombination med kemoterapi 
sammenlignet med kemoterapi alene til 1. linjebehandling af avanceret eller 
tilbagevendende kræft i livmoderen. Se Figur I  for en oversigt over studiedesignet. 
Forsøget blev finansieret af National Cancer Institute (NCI), som leverede pembrolizumab 
og placebo uden beregning. Der blev ydet finansiering fra MSD gennem et 
forskningssamarbejde og en udviklingsaftale med NCI. Studiet er også benævnt KEYNOTE-
868. 

 

Figur I Studiedesign NRG-GY018 

Deltagerne var kvinder ≥ 18 år med bekræftet avanceret, metastatisk (FIGO 2009 stadie 
III/IVA/IVB) eller recidiverende livmoderkræft, uanset histologisk subtype (bortset fra 
carcinosarcom). Deltagerne var i en Eastern Cooperative Oncology Group Performance 
Status (ECOG PS) score på 0-2. Tidligere kemoterapi var ikke tilladt, undtagen adjuverende 
behandling, hvis afsluttet min. 12 måneder før inklusion i studiet. 

Deltagerne blev randomiseret 1:1 til at modtage pembrolizumab + carboplatin + paclitaxel 
efterfulgt af pembrolizumab alene, eller placebo + carboplatin + paclitaxel efterfulgt af 
placebo alene. Randomisering skete centralt ved brug af et interaktivt voice/web response 
system. Tildeling af henholdsvis pembrolizumab eller placebo skete dobbelt-maskeret. 
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Tabel III Efterfølgende behandling i NRG-GY018 ved IA (pMMR) 

 

 

I dMMR-populationen var de tilsvarende tal for efterfølgende immunonkologisk 
behandling 19,1% i pembro+SOC-gruppen og 54,5% i placebo+SOC-gruppen, og for 
lenvatinib 6,4% og 7,8 % (21). Se Tabel IV herunder. 

Tabel IV Efterfølgende behandling i NRG-GY018 ved IA (dMMR) 
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Ved interimanalysen resulterede behandling med pembrolizumab+SOC i en statistisk 
signifikant og klinisk relevant forbedring af PFS per RECIST1.1 vurderet ved investigator 
sammenlignet med SOC med en HR på 0,57 (95% CI: 0,44; 0,74), p<0,0001. Dette betyder 
en 43% reduktion i risikoen for sygdomsprogression eller død ved at tillægge 
pembrolizumab til nuværende standardbehandling. Ved den supplerende analyse var HR 
0,74 (95%CI: 0,60; 0,91), p=0,0022. Ved interimanalysen var medianen for PFS større i 
pembrolizumab+SOC-gruppen vs. placebo+SOC-gruppen (13,1 vs. 8,7 mdr.). På Kaplan-
Meier kurven for PFS med data cut-off 6. december 2022 (Figur III) ses, at efter ca. 5 
måneder adskilles kurverne med færre hændelser i pembrolizumab+SOC-gruppen end i 
SOC-gruppen. Ved 12 måneder var de estimerede PFS-rater fra KM-kurven henholdsvis 
52,0% i pembrolizumab+SOC-gruppen og 29,5% i SOC-gruppen, og ved 24 måneder var de 
38,3% i pembrolizumab+SOC-gruppen og 13,5% i SOC-gruppen, resulterende i forskel på 
henholdsvis 22,5%-point ved 12 måneder og 24,8%-point ved 24 måneder (20, 21). 
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Ved interimanalysen ses en Hazard Ratio (HR) på 0,79 (95% CI: 0,53; 1,17), p=0,1157 og 
ved den supplerende analyse var HR 0,80 (95% CI: 0,59; 1,08); p=0,0683. Den KM-
estimerede OS-rate ved 24 måneder var i pembrolizumab+SOC-gruppen 60,7% (95% CI: 
47,52; 71,46) og i placebo+SOC-gruppen:  52,0% (95% CI: 38,42; 63,97). Se Tabel X og Figur 
V (21). Om end analyserne alene er deskriptive, peger de dog i retning af en potentiel 
overlevelsesgevinst ved tillæg af pembrolizumab til nuværende standardbehandling. 
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HR for OS (95% CI) & p-værdi  
Interimanalyse 
Supplerende analyse 
Følsomhedsanalyse (IPCW) 
Følsomhedsanalyse (2-stage) 

 
0,79 (95% CI: 0,53; 1,17); p=0,1157 
0,80 (95% CI: 0,59; 1,08); p=0,0683 
0,68 (95% CI: 0,39; 1,26); p=0,1231 

0,70 (95% CI: 0,50; 0,98); p= NA 

 

Proportional hazards  

Antagelsen om proportional hazards vedr. OS er testet ved brug af Schoenfelds residual 
test. Se Figur VI herunder. Plottet afviger ikke signifikant fra 0, idet p-værdien er  og 
antagelsen om proportional hazards kan på den baggrund ikke afvises (20).  

Figur VI Proportional Hazard Testing (pMMR OS) 

 

6.1.5 Effekt – resultater i dMMR-populationen i NRG-GY018 

En gennemgang af årsagerne til ikke-færdiggjort behandling og de væsentligste 
effektresultater for dMMR ITT-populationen kan findes herunder. Se Appendix B for flere 
resultater. 

Årsager til ikke-færdiggjort behandling 

Der var 3 patienter i pembrolizumab+SOC-gruppe og 7 patienter i placebo+SOC-gruppen 
som ikke startede behandling efter randomisering. Der var henholdsvis 52,3% af 
patienterne i pembrolizumab+SOC-gruppen og 99,0% i placebo+SOC-gruppen, der 
stoppede behandlingen før tid. I begge grupper var den hyppigste årsag 
sygdomsprogression, og det ses samtidig, at det var en hyppigere årsag i placebo+SOC-
gruppen end i pembrolizumab+SOC-gruppen (50,5% vs. 21,5%) (20, 21). Ved data cut-off 
for den supplerende analyse var 28,0% af patienter fortsat i behandling i 
pembrolizumab+SOC-gruppen og 0,0% i placebo+SOC-gruppen (21). Se Tabel XI. 
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Ved interimanalysen var der forekommet 18% (27 ud af 150) af hændelser (21). OS data 
vurderes derfor som umodent og beskrivelsen af resultater er deskriptiv. P-værdier er 
nominale. 

Ved interimanalysen ses en Hazard Ratio (HR) på 0,55 (95% CI: 0,25; 1,19), p=0,0617 og 
ved den supplerende analyse var HR 0,57 (95% CI: 0,31; 1,04); p=0,0323. De KM-
estimerede OS-rater ved 24 måneder var 85,1% (95% CI: 73,22; 92,03) hhv. 73,0% (95% CI: 
56,44; 84,12). Se Tabel XIII (21). Om end analyserne alene er deskriptive, peger de dog i 
retning af en klinisk relevant overlevelsesgevinst ved tillæg af pembrolizumab til 
nuværende standardbehandling. 

 

 

 

 







 
 

60 
 

 

Progressionsfri overlevelse (PFS)  

I dMMR-gruppen af patienter ses ved interimanalysen en HR på 0,28 (95% CI: 0,132; 
0,495), p<0,0001. Ved 24 måneder var de estimerede PFS-rater fra KM-kurven henholdsvis 
61,4% i dostarlimab+SOC-gruppen og 15,7% i SOC-gruppen (12). 

 

Figur XI Progressionsfri overlevelse for dMMR-patienter i RUBY-1  

Ved interimanalysen var der i dostarlimab+SOC-gruppen forekommet 19 hændelser 
(35,8% af patienterne), hvoraf 3 var dødsfald og 16 var progression. For placebo+SOC-

Status for studiemedicin  

I fortsat behandling 23 (44,3) 8 (12,3) 

Ophørt behandling med mindst én komponent 

Dostarlimab/placebo 

Paclitaxel 

Carboplatin 

Ophørt med alle komponenter 

52 (100,0) 

29 (55,8) 

52 (100,0) 

52 (100,0) 

59 (55,8) 

65 (100,0) 

57 (87,7) 

64 (98,5) 

65 (100,0) 

56 (86,2) 

Hyppigste årsager til behandlingsophør 

Uønskede hændelser 

Dostarlimab/placebo 

Paclitaxel 

Carboplatin 

 

Sygdomsprogression per RECIST1.1 

Dostarlimab/placebo 

Paclitaxel 

Carboplatin 

 

18 (34,6) 

9 (17,3) 

4 (7,7) 

5 (9,6) 

 

15 (28,8) 

13 (25,0) 

1 (1,9) 

1 (1,9) 

 

22 (33,9) 

7 (10,8) 

10 (15,4) 

5 (7,7) 

 

44 (67,7) 

40 (61,5) 

2 (3,1) 

2 (3,1) 
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gruppen var antallet af hændelser 47 (72,3% af patienterne) fordelt på 3 dødsfald og 44 
tilfælde af sygdomsprogression (12). 

Tabel XV Progressionsfri overlevelse for dMMR-patienter i RUBY-1  

 Dostarlimab + SoC 

N (%) 

Placebo + SoC 

N (%) 

 N = 53 N = 65 

Antal hændelser (%) 

Død 

Sygdomsprogression 

19 (35,8) 

3 (5,7) 

16 (30,2) 

47 (72,3) 

3 (4,6) 

44 (67,7) 

PFS kvartiler (måneder) (95% CI) 
25% 
50% 
75% 

 
6,7 (4,1; 12,2) 
NR (11,8; NR) 
NR (NR; NR) 

 
5,6 (4,1; 5,6) 
7,7 (5,6; 9,7) 
11,8 (9,7; NR) 
 

HR for PFS (95% CI), p-værdi  0,28 (95% CI: 0,162; 0,495); <0,0001 

 

Proportional hazards  

Antagelsen om proportional hazards vedr. PFS vurderet af investigator er testet ved brug 
af Schoenfelds residual test. Se Figur XII herunder. Plottet her afviger signifikant fra 0, idet 
p-værdien er  og antagelsen om proportional hazards må på den baggrund afvises 
(25).  

Figur XII Proportional Hazard Testing (dMMR PFS) 



 
 

62 
 

 

 

 

Samlet overlevelse (OS) 

Ved interimanalysen ses en Hazard Ratio (HR) på 0,30 (95% CI: 0,127; 0,699), p=0,0016. De 
KM-estimerede OS-rater ved 24 måneder var hhv. 83,3% (95% CI: 66,8; 92,8) og 58,7% 
(95% CI: 43,4; 71,2). Se Tabel XVI (12). 

 

Figur XIII Samlet overlevelse for dMMR-patienter i RUBY-1 

 

Tabel XVI Samlet overlevelse for dMMR-patienter i RUBY-1 

 Dostarlimab + SoC 

N (%) 

Placebo + SoC 

N (%) 

 N = 53 N = 65 

Antal hændelser (%) 7 (13,2) 24 (36,9) 

OS kvartiler (måneder) (95% CI) 
25% 
50% 
75% 

 
NR (21,0; NR) 
NR (NR; NR) 
NR (NR; NR) 

 
14,9 (7,8; 23,2) 
NR (23,2; NR) 
NR (NR; NR) 
 

HR for OS (95% CI) & p-værdi  
 

0,30 (0,127; 0,699) p= 0,0016 
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7. Komparative analyser af effekt 
I afsnittet her beskriver vi den indirekte sammenligning af pembrolizumab + kemoterapi 
vs. dostarlimab + kemoterapi fsva. dMMR-patienterne. Tabel 11 er dog også udfyldt for 
den direkte sammenligning af pembrolizumab + kemoterapi vs. kemoterapi fsva. pMMR-
populationen.  

7.1.1 Forskelle i definitioner af effektmål mellem studierne 

Som beskrevet i afsnit 3.7 indgår effektmålene OS og PFS i den komparative analyse. I både 
NRG-GY018 og RUBY-1 er OS defineret som tiden fra randomisering til død uanset årsag, 
mens PFS er defineret som tiden fra randomisering til dokumenteret progression eller død 
uanset årsag. Der er således overensstemmelse mellem definitionerne på tværs af 
studierne.  

7.1.2 Syntesemetode  

Som beskrevet i afsnit 5 er de to studiers respektive designs og PICO’er samt 
baselinekarakteristika for de inkluderede patienter tilpas ens til, at det giver mening at 
foretage en netværksmetaanalyse af resultaterne for dMMR-subpopulationerne. 
Egnethedsvurderingen er foretaget med udgangspunkt i guidelines fra hhv. International 
Society for Pharmacoeconomics and Outcomes Research (ISPOR), National Institute for 
Health and Clinical Excellence (NICE) og Preferred Reporting System for Systematic Reviews 
and Meta-Analyses (PRISMA).  

De to studier er kombineret i dette netværk 

 

Figur XV Netværk 

 
NRG-GY018 sammenligner pembrolizumab + carboplatin/paclitaxel med 
carboplatin/paclitaxel. RUBY-1 sammenligner dostarlimab + carboplatin/paclitazel med 
carboplatin/paclitaxel. Carboplatin/paclitaxel er således den fælles komparator, der 
knytter netværket sammen.  
 
Formålet med netværksmetaanalyserne er at frembringe effektestimater på effektmålene 
OS og PFS for pembrolizumab + kemoterapi vs dostarlimab + kemoterapi til 
førstelinjebehandling af primær avanceret eller recidiverende kræft i livmoderen hos 
dMMR-populationen af voksne, som er egnet til systemisk behandling. 
 







 
 

67 
 

*baseret på model extrapolationer. Modellen er en fixed effects fractional polynomial model (P1=1, P2=-1; 
scale and 2nd shape-Gompertz) 

 

 

7.1.4 Effekt – resultater fra den indirekte sammenligning vedr. samlet overlevelse 

(OS) 

De indirekte sammenligninger af pembrolizumab + kemoterapi vs. dostarlimab + 
kemoterapi fra netværksmetaanalysen peger ikke i retning af betydende forskelle i samlet 
overlevelse mellem de to kombinationsbehandlinger for så vidt angår dMMR-
subpopulationen.  

7.1.5 Effekt – resultater fra den indirekte sammenligning vedr. progressionsfri 

overlevelse (PFS) 

De indirekte sammenligninger af pembrolizumab + kemoterapi vs. dostarlimab + 
kemoterapi fra netværksmetaanalysen peger ikke i retning af betydende forskelle i 
progressionsfri overlevelse mellem de to kombinationsbehandlinger for så vidt angår 
dMMR-subpopulationen.  
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9. Sikkerhed 

9.1 Sikkerhedsdata fra den kliniske dokumentation 
NRG-GY018 

Sikkerhedsdata i afsnittet her er baseret på All-Participants-as-Treated (APaT) 
populationen. APaT populationen består af alle randomiserede patienter, som modtog 
mindst 1 dosis studiemedicin. Patienterne indgår i den gruppe, der svarer til den 
studiemedicin, de faktisk modtog. 

Data er fra interimanalysen (IA) efter en median opfølgningstid på henholdsvis 8,7 mnd 
(0,1; 37,2) i pMMR population og 13,6 mnd (0,6; 39,4) i dMMR population (20). Den 
mediane behandlingsvarighed (estimated Time-on-Treatment) i pMMR population ved IA 
var længere i pembrolizumab+SOC-gruppen sammenlignet med placebo+SOC-gruppen 

. I dMMR-populationen var den mediane behandlingsvarighed ved IA 
også længere i pembrolizumab+SOC gruppen sammenlignet med placebo+SOC gruppen 

 (20). Den mediane behandlingsvarighed med paclitaxel/docetaxel og 
carboplatin var mellem 106-108 i begge arme i både dMMR- og pMMR-populationen, 
hvilket svarer til de protokol-specificerede 6 serier kemoterapi Q3W (20). 

Uønskede hændelser (adverse events) er i studieprotokollen defineret som ’any untoward 
medical occurrence in a clinical study participant, temporally associated with the use of 
study intervention, whether or not considered related to the study intervention´ (19). 
Progression af sygdommen er ikke en uønsket hændelse. Bivirkninger (drug-related 
adverse events) er uønskede hændelser, som blev vurderet at være relateret til 
studiebehandlingen.   

Der blev monitoreret for uønskede hændelser gennem hele studiet og i 30 dage efter endt 
behandling, og 90 dage for alvorlige uønskede hændelser og uønskede hændelser af særlig 
interesse. Analysen inkluderede frekvens, årsag og udfald af den uønskede hændelse samt 
ændringer i vitalparametre og laboratorieværdier. 

I Appendix E listes alle alvorlige uønskede hændelser registreret i APaT populationen i 
NRG-GY018 samt antal patienter med ≥1 af disse (21). Desuden findes en liste over 
immunmedierede uønskede hændelser samt infusionsrelaterede reaktioner, som kaldes 
’adverse events of special interest’ (AEOSI) i APaT population for dMMR og pMMR 
patienter. Det er prædefineret i studieprotokollen, hvilke immunmedierede uønskede 
hændelser samt infusionsrelaterede reaktioner, der indgår under AEOSI definitionen. 
Listen over AEOSI observeret mindst én gang i studiet findes også i Appendix E. Listen over 
AEOSI er konsistent med den kendte risiko i forbindelse med behandling med 
pembrolizumab. Det blev ikke identificeret nye indikationsspecifikke AEOSI i forbindelse 
med kombinationsbehandling.  Som forventet er der generelt en højere incidens af AEOSI 
i pembrolizumab+SOC-gruppen sammenlignet med placebo+SOC-gruppen, men generelt 
er incidensen sammenlignelig med den kendte bivirkningsprofil for pembrolizumab i 
kombination med kemoterapi. Der var  af pMMR-patienterne i 
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I dMMR population var der 17,3% af patienterne i dostarlimab+SOC-gruppen, der ophørte 
dostarlimab på grund af en uønsket hændelse. Der var 10,8% som ophørte behandling 
med placebo pga. AEs i placebo+SOC-gruppen (12).  

Deskriptiv sammenligning af sikkerhed 

Overordnet er sikkerhedsprofilen for pembrolizumab+SOC sammenlignelig med 
sikkerhedsprofilen på dostarlimab+SOC. Andelen af patienter med ≥ 1 uønskede 
hændelser (pembrolizumab+SOC: 98,4% vs. dostarlimab+SOC: 100%) samt andelen af 
patienter med ≥ 1 bivirkninger (pembrolizumab+SOC: 95,5% vs. dostarlimab+SOC: 97,9%) 
var næsten identisk i de to grupper. Dette var også tilfældet for andelen af patienter med 
≥ 1 alvorlige uønskede hændelser (pembrolizumab+SOC: 34,6% vs. dostarlimab+SOC: 
37,8%). I begge studier ses der en større andel af alvorlige og ≥ grad 3 uønskede hændelser 
i interventionsarmene sammenlignet med komparatorarmene med absolutte forskelle på 
hhv.  og  i NRG-GY018, og 10,2%-point og 10,7 %-point i RUBY-1. 
Som forventet ses der flere immunrelaterede uønskede hændelse (AEOSI i NRG-GY018, 
iTEAEs i RUBY) i interventionsarmene. Andelen af patienter der pga. uønskede hændelser 
ophører pembrolizumab i NRG-GY018 er sammenlignelig med andelen af patienter, der 
ophører dostarlimab i RUBY-1 ( % vs. 17,4%) (12, 20). Sammenholdt er der således ikke 
noget der taler for, at der er forskel på sikkerhedsprofilen af de to 
kombinationsbehandlinger. 

9.2 Sikkerhedsdata fra ekstern litteratur anvendt i den 
sundhedsøkonomiske model 

Idet ansøgningen vurderes i Medicinrådets 14-ugers proces, er afsnittet ikke udfyldt. 
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10.1.5 Dataindsamling - RUBY-1 

Data blev indsamlet ved baseline, ved dag 1 i hver cyklus, ved endt behandling og derefter 
ved hver overlevelsesopfølgning (22). 

Der er endnu ikke publiceret detaljerede PRO-data fra RUBY-1, hvorfor vi ikke kan 
redegøre for antal patienter, for hvem der mangler data fordi de er udgået af studiet 
(’missing by design’) eller af andre årsager (’non-completers’).  

10.1.6 Resultater for helbredsrelateret livskvalitet - RUBY-1 

Resultaterne i Figur XVI herunder er baseret på data cut-off 28. september 2022 (22). 

 

Figur XVII Gennemsnitlige ændringer i EORTC-QLQ-C30 i RUBY-1 

Baseret på Figur XVI er der ikke noget der tyder på, at tillæg af dostarlimab påvirker den 
patientoplevede livskvalitet.  

 

10.2 Nytteværdier anvendt i den sundhedsøkonomiske model 
NA 











 
 

86 
 

14. Liste over eksperter 
NA  
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Appendix C. Komparativ analyse af effekt  
For den komparative analyse af pembrolizumab + SoC vs SoC i pMMR-populationen henviser vi til 6.1.4, til Appendix B og til Tabel 11. 

Herunder følger en nærmere beskrivelse af netværksmetaanalysen og i Tabel 40 er resultaterne præsenteret. Som beskrevet i Afsnit 7 er 
netværksmetaanalysen foretaget ud fra følgende netværk, med carboplatin/paclitaxel som fælles komparator.   
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Appendix D. Ekstrapolering  
NA 

D.1  Ekstrapolering af [effektmål 1] 

D.1.1 Datainput 

D.1.2 Model 

D.1.3 Proportionale hazarder 

D.1.4 Vurdering af statistisk fit (AIC og BIC) 

D.1.5 Vurdering af visuel fit  

D.1.6 Vurdering af hazard-funktioner 

D.1.7 Validering og diskussion af ekstrapolerede kurver 

D.1.8 Justering af baggrundsdødelighed 

D.1.9 Justering for behandlingsskift/overkrydsning 

D.1.10 Aftagende effekt 

D.1.11 Kureringspunkt  

D.2 Ekstrapolering af [effektmål 2] 
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Appendix E. Alvorlige uønskede 
hændelser 
Tabel A Participants With Serious Adverse Events Up to 90 Days After Last Dose by 
Decreasing Frequency of Preferred Term (Incidence ≥1% in One or More Treatment 
Groups) (APaT Population) (21) 
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Tabel B  
  

Tabel C  
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Table D Definition of AEOSI (19) 
 

AEOSI Preferred Terms 
Adrenal Insufficiency  Addison´s disease 

Adrenal insufficiency 
Adrenocortical insufficiency acute 
Secondary adrenocortical insufficiency 

Arthritis Autoimmune arthritis 
Immune-mediated arthritis 

Cholangitis Sclerosing Cholangitis sclerosing 
Immune-mediated cholangitis 

Colitis Autoimmune colitis 
Colitis 
Colitis microscopic 
Enterocolitis 
Immune-mediated enterocolitis 

Encephalitis Encephalitis 
Encephalitis autoimmune 

Gastritis Gastritis 
Gastritis erosive 
Immune-mediated gastritis 

Guillai-Barre Syndrome Exonal neuropathy 
Demyelinating polyneuropathy 
Guillai-Barre Syndrome 

Haemolytic Anaemia Haemolytic Anaemia 

Hepatitis Autoimmune hepatitis 
Drug-induced liver injury 
Hepatitis 
Hepatitis acute 
Immune-mediated hepatitis 

Hyperthyroidism Hyperthyroidism 
Grave´s disease 

Hypoparathyroidism Hypoparathyroidism 

Hypophysitis Hypophysitis 
Hypopituitarism 
Lymphocytic hypophysitis 

Hypothyroidism Autoimmune hypothyroidism 
Hypothyroidism 
Immune-mediated hypothyroidism 
Myxoedema 
Primary hypothyroidism 

Infusion Reactions Anaphylactic reaction 
Anaphylactoid reaction 
Cytokine release syndrome 
Drug hypersensitivity 
Hypersensitivity 
Infusion related reaction 
Serum sickness 

Myastenic Syndrome Myasthenia gravis 
Myasthenic syndrome 

Myelitis Myelitis 
Myelitis transverse 

Myocarditis Autoimmune myocarditis 
Myocarditis 

Myositis Autoimmune myositis 
Dermatomyositis 
Myopathy 
Myositis 
Necrosis myositis 
Rhabdomyolysis 
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Nephritis Acute kidney injury 
Autoimmune nephritis 
Glomerulonephritis 
Glomerulonephritis acute 
Glomerulonephritis membranous 
Nephritis 
Nephrotic syndrome 
Renal failure 
Tubulointerstitial nephritis 

Optic neuritis Optic neuritis 

Pancreatitis Autoimmune pancreatitis 
Pancreatitis 
Pancreatitis acute 

Pneumonitis Autoimmune lung disease 
Immune-mediated lung disease 
Interstitial lung disease 
Organising pneumonia 
Pneumonitis 

Sarcoidosis Cutaneous sarcoidosis 
Pulmonary sarcoidosis 
Sarcoidosis 

Severe Skin Reactions  
 

Dermatitis bullous 
Dermatitis exfoliative 
Dermatitis exfoliative generalised 
Erythema multiforme 
Exfoliative rash 
Lichen planus 
Oral lichen planus 
Pemphigoid 
Pemphigus 
Pruritus 
Pruritus genital 
Rash 
Rash erythematous 
Rash maculo-papular 
Rash pruritic 
Ras pustular 
Skin necrosis 
Stevens-Johnson syndrome 
Toxic skin eruption 

Thyroiditis Autoimmune thyroiditis 
Immune-mediated thyroiditis 
Silent thyroiditis 
Thyroid disorder 
Thyroiditis 
Thyroiditis acute 

Type 1 Diabetes Mellitus Diabetic ketoacidosis 
Type 1 diabetes mellitus 

Uveitis Chorioretinitis 
Iridocyclitis 
Iritis 
Uveitis 

Vasculitis Central nervous system vasculitis 
Giant cell arteritis 
Vasculitis 
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Appendix F. Helbredsrelateret 
livskvalitet 
NA 
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Appendix K. Øvrige indikationer 
godkendt af EMA og vurderet af 
Medicinrådet 
Melanom  
KEYTRUDA som monoterapi er indiceret til behandling af voksne og unge i alderen 12 år 
og derover med avanceret (ikke-resektabelt eller metastatisk) melanom.  
 
KEYTRUDA som monoterapi er indiceret til adjuverende behandling af voksne og unge i 
alderen 12 år og derover med stadie IIB-, IIC- eller III-melanom, som har fået foretaget 
komplet resektion. Vurderet af MR 
 
Ikke-småcellet lungecancer (NSCLC)  
KEYTRUDA, i kombination med platinbaseret kemoterapi som neoadjuverende 
behandling, og efterfulgt af monoterapi som adjuverende behandling, er indiceret til 
behandling af voksne med resektabel ikke-småcellet lungecancer med høj risiko for 
recidiv. Vurderet af MR 
 
KEYTRUDA som monoterapi er indiceret til adjuverende behandling af voksne med ikke-
småcellet lungecancer med høj risiko for recidiv efter komplet resektion og platinbaseret 
kemoterapi.  
 
KEYTRUDA som monoterapi er indiceret til førstelinjebehandling af metastatisk ikke-
småcellet lungecancer hos voksne, hvis tumorer udtrykker PD-L1 med tumour proportion 
score (TPS) ≥ 50% uden EGFR- eller ALK-positive mutationer i tumor. Vurderet af MR 
 
KEYTRUDA, i kombination med pemetrexed og platinbaseret kemoterapi, er indiceret til 
førstelinjebehandling af metastatisk ikke-planocellulær ikke-småcellet lungecancer hos 
voksne uden EGFR- eller ALK-positive mutationer i tumorer. Vurderet af MR 
 
KEYTRUDA, i kombination med carboplatin og enten paclitaxel eller nab-paclitaxel, er 
indiceret til førstelinjebehandling af metastatisk planocellulær ikke-småcellet lungecancer 
hos voksne. Vurderet af MR 
 
KEYTRUDA som monoterapi er indiceret til behandling af lokalt avanceret eller metastatisk 
ikke-småcellet lungecancer hos voksne efter tidligere behandling med minimum én 
kemoterapi, og hvis tumorer udtrykker PD-L1 med TPS ≥ 1%. Patienter med EGFR- eller 
ALK-positive mutationer i tumor bør også have været i targeteret behandling inden 
behandling med KEYTRUDA. 
 
Klassisk Hodgkins lymfom (cHL)  
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KEYTRUDA som monoterapi er indiceret til behandling af recidiverende eller refraktært 
klassisk Hodgkins lymfom hos voksne og pædiatriske patienter i alderen 3 år og derover, 
som har oplevet svigt af autolog stamcelletransplantation (ASCT), eller har oplevet svigt 
efter at have fået mindst 2 forudgående behandlinger, når ASCT ikke er en 
behandlingsmulighed. 
 
Urotelialt karcinom  
KEYTRUDA, i kombination med enfortumab vedotin, er indiceret til førstelinjebehandling 
af ikke-resektabelt eller metastatisk urotelialt karcinom hos voksne. Vurderet af MR 
 
KEYTRUDA som monoterapi er indiceret til behandling af lokalt avanceret eller metastatisk 
urotelialt karcinom hos voksne, som tidligere har fået platinbaseret kemoterapi. Vurderet 
af MR 
 
KEYTRUDA som monoterapi er indiceret til behandling af lokalt avanceret eller metastatisk 
urotelialt karcinom hos voksne, som er uegnede til cisplatinbaseret kemoterapi, og hvis 
tumorer udtrykker PD-L1 med en kombineret positiv score (CPS) ≥ 10. Vurderet af MR 
 
Planocellulært hoved-hals karcinom (HNSCC)  
KEYTRUDA som monoterapi eller i kombination med platinbaseret kemoterapi og 5-
fluorouracil (5-FU) er indiceret til førstelinjebehandling af metastatisk eller ikke-
resektabelt recidiverende planocellulært hoved-hals karcinom hos voksne, hvis tumorer 
udtrykker PD-L1 med CPS ≥ 1. Vurderet af MR 
 
KEYTRUDA som monoterapi er indiceret til behandling af recidiverende eller metastatisk 
planocellulært hoved-hals karcinom hos voksne, hvis tumorer udtrykker PD-L1 med TPS ≥ 
50% og med sygdomsprogression under eller efter platinbaseret kemoterapi. Vurderet af 
MR 
 
Renalcellekarcinom (RCC)  
KEYTRUDA, i kombination med axitinib, er indiceret til førstelinjebehandling af avanceret 
renalcellekarcinom hos voksne. Vurderet af MR 
 
KEYTRUDA, i kombination med lenvatinib, er indiceret til førstelinjebehandling af 
avanceret renalcellekarcinom hos voksne. Vurderet af MR 
 
KEYTRUDA som monoterapi er indiceret til adjuverende behandling af voksne med 
renalcellekarcinom med øget risiko for recidiv efter nefrektomi, eller efter nefrektomi og 
resektion af metastatiske læsioner. Vurderet af MR 
 
Cancertyper med høj mikrosatellitinstabilitet (MSI-H) eller mismatch repair-defekt 
(dMMR)  
Kolorektal cancer (CRC)  
KEYTRUDA som monoterapi er indiceret til voksne med kolorektal cancer med MSI-H eller 
dMMR i følgende settings: 
-   førstelinjebehandling af metastatisk kolorektal cancer Vurderet af MR 
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- behandling af ikke-resektabel eller metastatisk kolorektal cancer efter tidligere 
fluoropyrimidinbaseret kombinationsbehandling.  
 
Ikke-kolorektal cancer  
KEYTRUDA som monoterapi er indiceret til behandling af følgende tumorer med MSI-H 
eller dMMR hos voksne med: 
- avanceret eller recidiverende endometriecancer med sygdomsprogression under eller 
efter tidligere behandling med platinbaseret terapi i enhver setting, og som ikke er egnet 
til kurativ operation eller strålebehandling 
- ikke-resektabel eller metastatisk ventrikelkræft, tyndtarmskræft eller galdevejskræft 
med sygdomsprogression under eller efter mindst en forudgående behandling.  
 
Esophagus karcinom  
KEYTRUDA, i kombination med platin- og fluoropyrimidinbaseret kemoterapi, er indiceret 
til førstelinjebehandling af lokalt avanceret ikke-resektabelt eller metastatisk karcinom i 
esophagus eller HER-2 negativ adenokarcinom i den gastroesophageale overgang, hos 
voksne, hvis tumorer udtrykker PD-L1 med CPS ≥ 10. Vurderet af MR 
 
Triple-negativ brystkræft (TNBC)  
KEYTRUDA, i kombination med kemoterapi som neoadjuverende behandling, og efterfulgt 
af monoterapi som post-operativ adjuverende behandling, er indiceret til behandling af 
voksne med lokalt avanceret eller tidlig triple-negativ brystkræft med høj risiko for recidiv. 
Vurderet af MR 
 
KEYTRUDA, i kombination med kemoterapi, er indiceret til behandling af lokalt 
recidiverende ikkeresektabel eller metastatisk triple-negativ brystkræft hos voksne, hvis 
tumorer udtrykker PD-L1 med CPS ≥ 10 og som ikke har fået forudgående kemoterapi for 
metastatisk sygdom. Vurderet af MR 
 
Endometriecancer (EC)  
KEYTRUDA, i kombination med lenvatinib, er indiceret til behandling af avanceret eller 
recidiverende endometriecancer hos voksne med sygdomsprogression under eller efter 
tidligere behandling med platinbaseret terapi i enhver setting, og som ikke er egnet til 
kurativ operation eller strålebehandling. Vurderet af MR 
 
Cervixcancer  
KEYTRUDA, i kombination med kemostrålebehandling (udvendig strålebehandling 
efterfulgt af brachyterapi), er indiceret til behandling af FIGO 2014 stadie III - IVA lokal 
avanceret cervixcancer hos voksne, som ikke har modtaget forudgående definitiv 
behandling. Vurderet af MR 
 
KEYTRUDA, i kombination med kemoterapi med eller uden bevacizumab, er indiceret til 
behandling af persisterende, recidiverende eller metastatisk cervixcancer hos voksne, hvis 
tumorer udtrykker PD-L1 med CPS ≥ 1. Vurderet af MR 
 
Adenokarcinom i ventrikel eller den gastroesophageale overgang (GEJ)  
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KEYTRUDA, i kombination med trastuzumab, fluoropyrimidin- og platinbaseret 
kemoterapi, er indiceret til førstelinjebehandling af lokalt avanceret ikke-resektabelt eller 
metastatisk HER2-positiv adenokarcinom i ventrikel eller den gastroesophageale overgang 
hos voksne, hvis tumorer udtrykker PD-L1 med CPS ≥ 1. Vurderet af MR  
 
KEYTRUDA, i kombination med fluoropyrimidin- og platinbaseret kemoterapi, er indiceret 
til førstelinjebehandling af lokalt avanceret ikke-resektabelt eller metastatisk HER2-
negativ adenokarcinom i ventrikel eller den gastroesophageale overgang hos voksne, hvis 
tumorer udtrykker PD-L1 med CPS ≥ 1. Vurderet af MR 
 
Galdevejskræft (Biliary Tract Carcinoma (BTC)) 
KEYTRUDA, i kombination med gemcitabin og cisplatin, er indiceret til førstelinje-
behandling af lokalt avanceret ikke-resektabel eller metastatisk galdevejskræft hos 
voksne. Under vurdering af MR   
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Appendix L. Uønskede hændelser 
hos patienter behandlet med 
pembrolizumab + kemoterapi på 
tværs af studier 
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