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Summary
Historically, the treatment of patients with advanced and metastatic endometrial cancers included a limited number of systemic therapeutic options. The identification of four distinct molecular subgroups through the TCGA classification has significantly improved the understanding of this disease and enabled the development of new treatments. Around 25-30% of ECs are known to have a MSI-H/MMRd status and are characterised by high PD-L1 expression and strong CD8+ T cell infiltration, explaining their remarkable sensitivity to immune checkpoint inhibitors (ICIs). Indeed, these therapies have demonstrated  high response rates and significant survival benefits, redefining the standard of care in both first-line and recurrent settings. In contrast, 70-75% of ECs have a MMRp or non-MMRd status including a heterogeneous population and thus exhibiting more variable responses to ICIs. Furthermore, emerging approaches include the use of antibody-drug conjugates targeting proteins that are overexpressed in tumour cells and often linked to poor prognosis, such as Trop-2 and HER2. Selinexor, an exportin 1 (XPO1) inhibitor inducing nuclear accumulation of key proteins and leading to tumour cell death, is another innovative strategy.
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Introduction:

Endometrial cancer (EC) is the most prevalent gynaecological cancer in developed countries with 1,385 new cases reported in Belgium (2022). In localized disease, standard treatment is total hysterectomy (including lymph node staging) followed or not by an adjuvant therapy based on the clinicopathological and molecular characteristics and thus the risk of recurrence. The 5-year overall survival (OS) is around 80.9%. In contrast, patients with advanced or recurrent disease exhibit a lower 5y-OS (59.1% in FIGO stage III and 18.3% in stage IV), emphasizing  the current lack of effective treatments for these patients1,2.
The histological classification does not reflect the molecular heterogeneity of EC. A significant improvement in clinical practice has been the molecular classification proposed by The Cancer Genome Atlas (TCGA) project. This genomic characterisation has identified four distinct subgroups: POLE (7%), hyper-mutated due to MicroSatellite Instability MSI-H/MisMatch Repair Deficiency MMRd (28%), p53-mutated (26%), and tumours with low genomic copy numbers/Non Specific Molecular Profile NSMP (39%). This classification has both prognostic and predictive implications3 and has allowed the development of targeted therapeutic strategies4.
Second and later lines of therapy in advanced or recurrent/metastatic endometrial cancer (R/M EC) :
Until recently, carboplatin-paclitaxel (TC) has been the standard treatment for first-line advanced and R/M EC. Moreover, therapeutic options are very limited in second and later lines. Doxorubicin chemotherapy is an option but with limited efficacy ; while carboplatin-paclitaxel may be  used again  in case of a prolonged treatment-free interval. For most patients, alternative treatments are being explored in clinical trials.
Immunotherapy:
The TCGA classification revealed that around 30% of EC exhibit MSI that could be associated with "loss-of-function" damage to genes involved in the MMR DNA repair pathway. These tumours are characterised by significant immune cell infiltration and the production of several tumour neoantigens explaining the rationale to use immunotherapy as immune checkpoint inhibitors (ICIs) 5 
The phase II, open-label, multi-basket KEYNOTE-158 study evaluated the efficacy of pembrolizumab in 90 patients with MSI-H/MMRd EC. Of these patients, 96% had metastatic disease, 87% had undergone hysterectomy and 68% had received radiotherapy. The authors demonstrated an ORR of 48%, including 11 complete responses (CR) and 27 partial responses (PR). The median progression-free survival (mPFS) was 13.1 months, while the mOS was not reached. In terms of safety, 76% of patients experienced treatment-related adverse events (TRAEs), with 12% having grade≥3 AEs6.
The phase 1, single-center, open-label, non-randomized GARNET study evaluated the efficacy of dostarlimab as monotherapy in multiple tumor types. Patients with EC (cohort A) were divided into two main subgroups: cohort A1 (MMRd/MSI-H, n = 153) and cohort A2 (MMRp/MSS, n = 161). The treatment regimen consisted of a 500 mg infusion of dostarlimab every 3 weeks for 4 cycles, followed by 1000 mg every 6 weeks until disease progression or treatment discontinuation. The ORR was 45.5% (23 patients with CR and 42 with PR) in cohort MMRd/MSI-H, and 15.4% (4 patients with CR and 20 with PR) in cohort MMRp/MSS. A post-hoc analysis of available biomarkers was conducted to identify characteristics of patients most likely to respond. A high tumor mutational burden (TMB) was more frequently observed in the MMRd population (86.5%) compared to the MMRp population (7.2%). The combined positive score (CPS) ≥1 was relatively high in both cohorts A1 and A2 (71.9% and 47.7%, respectively). Interestingly, among patients with high TMB and CPS >1, the ORRs were similar, regardless of MMR status (60.4% in MMRd and 66.7% in MMRp). Patients with low TMB and CPS <1 exhibited lower ORRs to dostarlimab (20% in MMRd and 7.1% in MMRp). TRAEs were similar across both cohorts, with 52.4% of patients experiencing TRAEs of grade ≥3, and 5% of TRAEs leading to treatment discontinuation7. 
The phase I POD1UM-101 study was the first to assess the safety and clinical activity of retifanlimab monotherapy in various solid tumours. In the MSI-H/MMRd EC cohort, 76 patients who had received 1 to 5 prior treatments (all ICI-naïve) were treated with retifanlimab. The ORR was 51.3%, including 19 patients with CR and 20 with PR. The mOS was 12.2 months, and 76.9% of patients had a duration of response (DoR) of at least 12 months. Grade ≥3 TRAEs occurred in 50% of patients, including two deaths related to treatment8. 
The phase III randomised KEYNOTE-775/Study 309 trial, conducted in 827 patients, compared the combination of pembrolizumab and lenvatinib (tyrosine kinase inhibitor targeting VEGFR, FGFR, PDGFR-α, RET, and KIT) to chemotherapy after at least one prior platinum-based treatment failure. In the overall population, the combination significantly improved mPFS (7.2 vs. 3.8 months) [HR 0.56 ; 95% CI 0.47-0.66] and mOS (18.3 vs. 11.4 months) [HR 0.62 ; 95% CI 0.51-0.75]. Similar benefits were observed in the MMRp subgroup, with prolonged mPFS  [HR 0.6 ; 95% CI 0.5-0.72] and mOS [HR 0.68 ; 95% CI 0.56–0.84]9,10. Grade 3 or higher AEs occurred in 88.9% of the patients receiving pembrolizumab plus lenvatinib (hypertension) and in 72.7% of those receiving chemotherapy. Of note, AEs of any grade led to dose reduction of lenvatinib in 66.5% and to discontinuation in 33.0% (lenvatinib in 30.8%, of pembrolizumab in 18.7%, and of both in 14.0%).
New antibody-drug conjugates (ADCs) : 
EC is often characterised by a high TMB, resulting in altered protein expression profiles within tumour cells. These tumour-specific protein overexpressions present an opportunity for targeted therapeutic strategies, particularly the use of ADCs. These agents combine the specificity of monoclonal antibodies with potent cytotoxic drugs, enabling precise delivery of chemotherapy directly to cancer cells while minimising systemic toxicity. Several clinical studies have focused on identifying and targeting tumour-specific protein overexpression in EC :
Trastuzumab deruxtecan (T-DXd) is an ADC targeting HER2, comprising a humanised monoclonal antibody, a cleavable tetrapeptide-based linker, and a potent topoisomerase I inhibitor (payload). T-DXd induces cell death via topoisomerase I inhibition and has a bystander effect, inducing cytotoxicity on neighbouring cells regardless of HER2 expression, making it effective in tumours with heterogeneous HER2 levels. In endometrial serous carcinoma, HER2 overexpression ranges from 14% to 80%, with amplification reported between 21% and 47%12. In endometrioid histological subtype, overexpression and amplification are less frequent (1%–47% and 0%–38%, respectively). Of note, HER2 overexpression and amplification correlate with poor prognosis. The phase II DESTINY-PanTumor02 study, involving 40 EC patients, showed an ORR of 57.5%. In patients with high HER2 expression (IHC3+ and IHC2+), the ORR was 84.6% and 47.1%, respectively13.
Sacituzumab govitecan (SG) is an ADC targeting the TROP-2 protein, an epithelial antigen expressed in solid tumours, with SN-38 (govitecan) (topoisomerase I inhibitor) as payload. Trop-2 is a calcium signaling protein associated with tumour progression and poor prognosis, and is known to be overexpressed in EC (IHC 2+ and 3+ are observed in 45% and 27.5% of endometrioid tumors, respectively)14. The IMMU-132-01 study tested the efficacy of SG in various solid tumours including EC (n = 18). Among these 18 patients, four showed a PR with a mOS of 11.9 months15. The phase II TROPiCS-03 basket study evaluated the efficacy and safety of SG as monotherapy in 41 patients with metastatic EC. Of note, 85% had received previously both chemotherapy and ICI. The ORR was 22%, with 9 PR. Retrospective analysis of Trop-2 expression revealed no significant correlation with treatment efficacy, with mPFS of 4.2 months in the Trop-2 H-score ≥115 group and 5.0 months in the <115 group [HR 0.9 ; 95% CI 0.4-2.0]. Regarding safety, 80% of patients experienced grade ≥3 TRAEs, but the treatment discontinuation due to AEs was low (5%)16.
Specific inhibitors:
Selinexor, an oral inhibitor of exportin 1 (XPO1), enhances tumour suppressor protein activity (including p53) by keeping it in the nucleus17. ENGOT-EN5/GOG-3055/SIENDO is a phase III trial, evaluated selinexor at 80 mg once weekly versus placebo as maintenance therapy in 263 patients (113 with TP53 wild-type (wt)) with advanced or recurrent EC who achieved partial or complete remission after treatment with chemotherapy. Of these patients, 61.9% and 25.7% had a MMRp and MMRd status, respectively. At primary PFS analysis, the PFS observed in the intent-to-treat (ITT) population was not clinically significant; however, an
exploratory analysis of a prespecified subgroup of patients with TP53wt showed a promising benefit . After a follow-up of 36.8 months, the mPFS for patients with TP53wt EC was 28.4 in the selinexor arm vs. 5.2 months in the placebo arm [HR 0.44 ; 95% CI, 0.27-0.73]. TRAEs led to dose modifications in 59.1% of selinexor-treated patients (n=101) with 15.8% discontinuing treatment due to AEs. Notably, no TRAEs resulted in death18. 
These encouraging results lead to the phase III ENGOT-EN20/GOG-3083/xport-EC-042 ongoing study to evaluate the efficacy and safety of selinexor as maintenance treatment in 220 patients with TP53wt advanced/recurrent EC19.

First-line strategies in advanced or R/M EC :
In 2012, TC chemotherapy replaced the cisplatin, doxorubicin, and paclitaxel (TAP) regimen as first-line treatment for advanced or recurrent EC. Indeed, the GOG209 study showed that TC was non-inferior to TAP in terms of PFS (13 months for TAP versus 14 months for TC) and OS (37 months for TAP versus 41 months for TC), but with a better toxicity and tolerability profile 20. Since then, first-line treatment for metastatic EC has remained unchanged.
In 2023, five phase III studies investigated the efficacy of addition of immunotherapy with or without poly(ADP-ribose) polymerase inhibitor (PARPi) to TC chemotherapy in first-line advanced (FIGO stage III-IV) and recurrent/metastatic EC. Included patients had not received any systemic treatment except in the adjuvant setting (6 or 12 months before inclusion).
The RUBY PART 1 study evaluated the efficacy of adding dostarlimab (500 mg every 3 weeks) to TC followed by dostarlimab maintenance treatment (1000 mg every 6 weeks) for 3 years, in 494 patients. The primary endpoints are investigator-assessed PFS and OS; the median duration of follow-up is 37.2 months. Of note, clinical characteristics were well-balanced between the treatment groups. In the overall population, addition of dostarlimab to TC significantly reduced the risk of death by 31% compared to placebo [HR 0.69, 95% CI 0.54–0.89], with a mOS of 44.6 months in the dostarlimab group versus 28.2 months in the placebo group. PFS was also prolonged, with a median of 32.3 and 18.4  months in the dostarlimab and the placebo arms, respectively.
In the MMRd/MSI-H population (n = 118), dostarlimab reduced the risk of death by 68% [HR 0.32 ; 95% CI 0.17-0.63], with 24-month OS rates of 82.8% and 57% in the dostarlimab and placebo group, respectively. The mPFS was not reached in the dostarlimab group, while it was 21.6 months in the placebo group. Among MMRp/MSS patients (n = 376), a 21% reduction in the risk of death was observed [HR 0.79 ;  95% CI 0.60-1.04], with a mOS of 34.0 months in the dostarlimab group compared to 27.0 months in the placebo group and mPFS was also longer (24.6 months versus 15.9 months, respectively). No unexpected toxicities were identified, and the safety profile of dostarlimab was manageable21. Dostarlimab with TC chemotherapy received FDA and EMA approvals on 31/07/2023 and 13/10/2023, respectively as a first-line treatment for MMRd/MSI-H EC. In Belgium, dostarlimab is also now approved and reimbursed in this setting. Since 20th January 2025, the EMA has extended the approval of dostarlimab for all patients (whatever the MMR status) with advanced/recurrent EC. 
The phase III RUBY Part 2 study compared the efficacy and safety of the combination of dostarlimab and TC followed by dostarlimab and niraparib in maintenance versus TC alone with placebo. The results demonstrated that the experimental arm significantly reduced the risk of disease progression by 40% compared to the placebo arm [HR 0.60 ; 95% CI 0.43-0.82], with a clinically meaningful improvement in mPFS of 14.5 months versus 8.3 months in the control group. In the MMRp/MSS population, a 37% reduction in risk [HR 0.63 ; 95% CI 0.44-0.91] and a 6-month improvement in mPFS (14.3 months versus 8.3 months) were observed. However, OS data are not yet available. Regarding safety, the incidence of grade ≥3 TRAEs were higher in the treatment arm (70.5% vs 59.8%), with a higher rate of treatment discontinuation.
The NRG-GY018 trial investigated the efficacy of adding pembrolizumab to TC in 816 patients. The primary endpoints are PFS in the MMRp and MMRd populations, and the median duration of follow-up was 14.4 months in the MMRd and 10.0 months in the MMRp cohorts. Pembrolizumab is administered during chemotherapy and in maintenance. In the MMRp population, mPFS is 13.1 months in the pembrolizumab and 8.7 months in placebo arms [HR 0.54 ; 95% CI 0.41-0.71]. In the MMRd cohort, the 1y-PFS was 74% in the pembrolizumab compared to 38% in the placebo groups [HR 0.30 ; 95% CI 0.19-0.48]22. Moreover, OS data are immature, but pembrolizumab showed a favourable trend in both the MMRd [HR 0.55 ; 95% CI 0.25-1.19] and the MMRp groups [HR 0.79 ; 95% CI 0.53-1.17]23. Since its FDA approval on 17th June 2024 and EMA approval on 24th October 2024 as a first-line treatment in all patients (regardless MMR status), pembrolizumab has been reimbursed in Belgium. 
The AtTEND trial investigated the efficacy of atezolizumab combined with TC followed by maintenance until disease progression in 551 patients. The primary endpoints are PFS (in MMRd then all comers) and OS (all comers). The median duration of follow-up is 28.3 months. In the MMRd population, mPFS was not estimable in the atezolizumab arm compared to 6.9 months in the placebo arm [HR 0.36 ; 95% CI 0.23-0.57]. In the all-comer population, the mPFS was 10.1 months vs. 8.9 months for atezolizumab-treated patients and placebo, respectively [HR 0.74 ; 95% CI 0.61-0.9]. The mOS (not yet mature) was increased in the atezolizumab arm (38.7 months vs. 30.2 months) [HR 0.82 ; 95% CI 0.63-1.07]. Serious TRAEs occurred in 13% of patients in the atezolizumab  arm compared to 3% in the placebo arm24. There is currently no FDA, EMA or Belgian approvals for atezolizumab in the treatment of EC.
The phase III DUO-E trial evaluated the efficacy and safety of durvalumab in combination with TC in 718 patients. This study includes three arms: 
1) TC with placebo followed by placebo maintenance, 2) TC with durvalumab followed by durvalumab plus placebo maintenance, and 3) TC with durvalumab followed by durvalumab plus olaparib maintenance. 
In the ITT population, a statistically significant PFS benefit was observed in the durvalumab arm (10.2 months) [HR 0.71 ; 95% CI 0.57-0.89] and durvalumab/olaparib arm (15.1 months) [HR 0.55 ; 95% CI 0.43-0.69] versus control (9.6 months). Predefined exploratory  subgroup analyses have been conducted. In the MMRd population, adding durvalumab to TC reduced the risk of relapse by 58% [HR 0.42 ; 95% CI 0.22-0.80]. The addition of dostarlimab + olaparib provided a similar benefit, with a 59% risk reduction [HR 0.41 ; 95% CI 0.21-0.75]. In the MMRp population, addition of durvalumab reduced the risk of relapse by 23% [HR 0.77 ; 95% CI 0.60-0.97], with this effect further enhanced by the addition of olaparib, leading to a 43% reduction [HR 0.57 ; 95% CI 0.44-0.73]. Of note, as the study was designed to compare each experimental arm to the control, it was not powered to directly assess differences between the durvalumab and durvalumab + olaparib arms. Most AEs were low grade, with some cases of grade ≥3 anaemia (control: 14%; durvalumab: 16%; olaparib: 24%) and fatigue (2% in each arm) which led to treatment discontinuation or interruption. These safety findings are generally consistent with each individual drugs safety profile. Durvalumab combined with TC, followed by durvalumab alone, were approved by the EMA on 14/08/2024 for the treatment of patients with MMRd status. For MMRp patients, the combination of durvalumab with TC as first-line treatment, followed by olaparib and durvalumab, has also been approved. In Belgium, same reimburded criteria are applicated but olaparib is currently available only by compassionate use.

Subgroup analyses : 
The heterogeneity of the MMRp group, both in terms of biomarkers and histology, has led to significant variability in responses to immunotherapy. To identify which patients benefit most from treatment, several post-hoc exploratory subgroup analyses have been conducted across various studies.

In the DUO-E study, specific biomarkers were explored, revealing that 67% of patients were PD-L1 positive, 59% had TP53 mutations, 21% were homologous recombination deficient (HRD), and 8% carried BRCA mutations. Exploratory analyses suggest PFS benefit across several molecular/histological subgroups for TC plus durvalumab with or without olaparib. 
The combination of durvalumab and chemotherapy showed superior PFS in certain subgroups, such as PD-L1 positive patients [HR 0.71; 95% CI 0.53-0.95] and HRD patients [HR 0.45 ; 95% CI 0.23-0.87], in comparison to chemotherapy alone. In contrast, patients with TP53 mutations exhibited less pronounced benefits [H 0.8 ; 95% CI 0.57–1.11]. Addition of olaparib further enhanced this benefit in multiple subgroups including PD-L1 positive (HR 0.44), TP53m (HR 0.47) and serous histology (HR 0.46) (unpublished data, presented at the IGCS Congress 2024).
Similarly, the RUBY Part I trial demonstrated that dostarlimab combined with chemotherapy significantly improved both OS and PFS in patients with TP53 mutations, with a PFS rate of 32.4% in the dostarlimab arm versus 17.8% in the placebo arm [HR 0.55 ; 95% CI 0.30-0.99]. However, the treatment combination showed no significant advantage in POLE-mutated patients, and only modest benefits in the NSMP group (24-month PFS: 31% versus 20.1% [HR 0.77 ; 95% CI 0.55-1.07])26. Moreover, the RUBY part II trial showed that dostarlimab associated with TC and niraparib improved PFS in TP53 mutated and NSMP subroups. In contrast, the phase II randomized MITO-END3 study provided mixed results, showing poorer outcomes for patients with TP53 mutations treated with avelumab (p=0.003)27.

Adjuvant treatment for high-risk EC after surgery :
The phase III KEYNOTE-B21 study evaluated the role of adjuvant pembrolizumab combined with chemotherapy in patients with high-risk EC following curative surgery. A total of 1,095 patients with FIGO 2009 stage I-II tumours exhibiting high-risk features (myometrial invasion, non-endometrioid histology, or TP53 mutation/aberrant expression) or surgically managed stage III-IV disease were randomised 1:1 to receive either pembrolizumab plus chemotherapy (n=545) or placebo plus chemotherapy (n=550). Most patients had stage III/IV disease (66%), and 74% had pMMR tumours, ensuring well-balanced distribution between treatment arms. Adjuvant radiotherapy was administered in 67% of patients in both groups. In the ITT population, the addition of pembrolizumab did not improve disease-free survival (DFS) with similar event rates in both arms (22%). However, in the dMMR subgroup (n=281), pembrolizumab significantly reduced the risk of disease progression [HR 0.31 ; 95% CI 0.14-0.69], whereas no DFS benefit was observed in the pMMR subgroup (n=814) [HR 1.20 ; 95% CI 0.91-1.57]. Notably, all patients had no residual disease on imaging post-surgery, indicating only microscopic disease presence, which may impact the immunogenic response in the adjuvant setting. Higher tumour antigen levels may be required for pembrolizumab to enhance T-cell-mediated immunity in pMMR disease, but not in the more immunogenic dMMR tumours. 

Conclusion

[bookmark: _GoBack]Endometrial cancer has long been understudied, with limited systemic therapeutic options available. However, the introduction of the TCGA molecular classification marked a pivotal point by identifying distinct biological subgroups. Of note, MMRd/MSI-H tumours (around 30% of all EC) are characterised by high PD-L1 expression and significant infiltration of CD8+ T lymphocytes, making them particularly sensitive to ICIs treatment. In recurrent setting, ICIs monotherapy have demonstrated impressive ORRs ranging from 27% to 57%, compared to 10-15% with TC. These results support the use of ICIs as first-line treatment for advanced and/or metastatic tumours. 
Four PD-1/PD-L1 inhibitors (dostarlimab, pembrolizumab, atezolizumab, durvalumab) have shown promising results in clinical studies, with a reduction in the risk of progression ranging from 60% to 72% compared to placebo (HR 0.28 to 0.40). These benefits are observed regardless of MLH1 status, with MLH1 methylation found in approximately 70% of MMRd tumours. A meta-analysis of these studies revealed a significant PFS improvement in the global population (HR 0.70, 95% CI: 0.62–0.79), with an even greater benefit in the MMRd/MSI-H subgroup (HR 0.33, 95% CI: 0.23–0.43).
In the MMRp population, which accounts for 70-80% of advanced or recurrent ECs, results are more heterogeneous, with ICIs associated with an 8% to 46% reduction in the risk of progressioncompared to placebo (HR 0.74, 95% CI: 0.60–0.91). The DUO-E and RUBY Part II studies indicate that adding a PARPi to chemotherapy and immunotherapy improves PFS. However, the absence of a direct comparison with an immunotherapy-only arm limits the interpretation of the specific contribution of the PARPi. 
Immunotherapy has significantly improved the management of EC, but it has also raised new clinical questions. The benefit of immunotherapy is particularly evident in MMRd tumours, prompting consideration of whether chemotherapy should be added in combination with ICIs. The phase III DOMENICA and KEYNOTE-C93 ongoing trials, are investigating the use of dostarlimab and pembrolizumab as monotherapy in first-line treatment, aiming to de-escalate therapy. It is also crucial to better identify the 10% of patients who do not respond to ICIs, and determine the optimal duration of ICI treatment (plateau phase after 2 years)29,30. Moreover, the MMRp group is particularly heterogeneous, making the assessment of ICI efficacy more complex in this population. While the efficacy is lower in this group, it is essential to identify the subgroups of patients who benefit the most. The present and future challenge is to identify these “good and poor responders” within both the MMRd and MMRp groups, in order to develop novel biomarkers. The ESGO (European Society of Gynaecological Oncology)/ESTRO (European Society for Radiotherapy and Oncology)/ESP (European Society of Pathology) guidelines presented during the last ESGO congress (February 2025) divided the NSMP molecular group in 2 distinct entities. Indeed, in the NSMP subtype tumors with low-grade and estrogen (ER) and progesterone receptor-positive characteristics (better prognosis), hormonal therapy can be a therapeutic option in the metastatic setting. Monotherapy with progestins, tamoxifen, or aromatase inhibitors shows limited efficacy, with modest improvements in survival outcomes. However, when combined with mTOR or CDK4/6 inhibitors, promising results have been observed, demonstrating a significant improvement in PFS. These treatments must continue to be investigated to further optimize therapeutic strategies for patients. In contrast, the NSMP subtype with high-grade and negative ER, have a worse prognosis similar to p53 abnormal tumor.
The altered proteomic profile of EC cells presents an encouraging therapeutic strategy, particularly through the use of ADCs, which target proteins overexpressed in a tumour-specific environment. 
To conclude, current therapeutic decisions for the management of ECs are guided by the updated ESGO /ESTRO/ESP guidelines, which were presented at the ESGO Congress (Rome, 2025). These guidelines aim to refine therapeutic strategies and enhance the precision of treatment approaches, ensuring that patients receive the most effective and personalized care based on the latest advancements in clinical and molecular research. 
In Belgium, what are the standards of care in March 2025 (based on reimbursement criteria)? 
The treatment of advanced and R/M EC depends on MMR status. In the first-line, dMMR tumours are managed with standard TC chemotherapy, with the addition of dostarlimab, durvalumab or pembrolizumab. For MMRp tumours, the treatment consists of TC combined with either pembrolizumab or the durvalumab and olaparib regimen. In the second-line setting, options include pembrolizumab for dMMR patients who have not previously received immunotherapy (only available in case of prolongation of treatment starting before 1/12/2024), TC for those with a long treatment-free interval, or agents such as doxorubicin and weekly paclitaxel, alongside participation in clinical trials. Additionally, the pembrolizumab-lenvatinib combination is available regardless of MMR status (maximum 2 previous lines of platinum-based chemotherapy with one administrated in the adjuvant setting). 
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