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The Scottish Medicines Consortium (SMC) has completed its assessment of the above product and 
advises NHS Boards and Area Drug and Therapeutic Committees (ADTCs) on its use in NHSScotland. 
The advice is summarised as follows: 
 

ADVICE: following a full submission  

dostarlimab (Jemperli®) is accepted for use within NHSScotland on an interim basis subject 

to ongoing evaluation and future reassessment. 

Indication under review: as monotherapy for the treatment of adult patients with mismatch 

repair deficient (dMMR)/microsatellite instability-high (MSI-H) recurrent or advanced 

endometrial cancer (EC) that has progressed on or following prior treatment with a 

platinum-containing regimen. 

In a single-arm cohort of a phase I study in patients with dMMR/MSI-H recurrent or 

advanced endometrial cancer who had progressed following treatment with platinum 

doublet chemotherapy, dostarlimab was associated with an objective response rate (ORR) of 

44%, median duration of response has not been reached.  

This advice applies only in the context of an approved NHSScotland Patient Access Scheme 

(PAS) arrangement delivering the cost-effectiveness results upon which the decision was 

based, or a PAS/ list price that is equivalent or lower.  

 

 

Chairman  
Scottish Medicines Consortium 
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Indication 
As monotherapy for the treatment of adult patients with mismatch repair deficient 

(dMMR)/microsatellite instability-high (MSI-H) recurrent or advanced endometrial cancer (EC) 

that has progressed on or following prior treatment with a platinum-containing regimen.1 

Dosing Information 
The recommended dose as monotherapy is 500mg every 3 weeks for four cycles followed by 

1,000mg every 6 weeks for all cycles thereafter. Dostarlimab should be administered by 

intravenous (IV) infusion using an intravenous infusion pump over 30 minutes. Administration 

of dostarlimab should continue according to the recommended schedule until disease 

progression or unacceptable toxicity.  

 

The identification of dMMR/MSI-H tumour status should be determined using a validated 

testing method.  

 

Therapy must be initiated and supervised by specialist physicians experienced in the 

treatment of cancer. 

 

Please see Summary of product characteristics (SPC) for further information.1 

Product availability date 
02 February 2022 

Dostarlimab meets SMC end of life and orphan equivalent criteria for this indication.  

 

Dostarlimab has conditional marketing authorisation from the Medicines and Healthcare 

Products Regulatory Agency (MHRA).  

 

Summary of evidence on comparative efficacy 

 

Dostarlimab is a humanised monoclonal antibody that binds to programmed cell death protein 

(PD)-1 receptors causing inhibition of PD-1 pathway-mediated immune responses that results in 

inhibition of T-cell function such as proliferation, cytokine production, and cytotoxic activity. 

Dostarlimab also potentiates T-cell responses, including anti-tumour immuno-responses through 

blockade of PD-1 binding to PD-ligand(L)1 and PD-L2.1 

 

Evidence to support the efficacy and safety of dostarlimab comes from a cohort (cohort A1) of an 

ongoing multicentre, open-label, single-group, phase I study, GARNET, which includes adult 

patients with dMMR/MSI-H recurrent or advanced endometrial cancer with measurable lesions 

per Response Evaluation Criteria in Solid Tumours version 1.1 (RECIST v1.1) and an Eastern 

Cooperative Oncology Group (ECOG) performance status of 0 or 1. Eligible patients had 

demonstrated disease progression while undergoing or after platinum-based doublet 
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chemotherapy and should have received no more than two lines of therapy for advanced or 

recurrent disease. All patients received an IV infusion of dostarlimab 500mg every 3 weeks for four 

cycles and 1,000mg every 6 weeks until disease progression, unacceptable toxicity, or withdrawal 

of consent. Treatment was continued for up to 2 years but could continue beyond 2 years if the 

treating physician and study sponsor agreed that the patient was still deriving benefit. GARNET 

cohort A1 had two co-primary outcomes: ORR, defined as the proportion of patients achieving a 

best overall response (BOR) of complete response (CR) or partial response (PR), as assessed per 

RECIST v1.1 based on blinded independent central review (BICR); and duration of response (DOR), 

defined as the time from first documentation of CR or PR, until the time of first documentation of 

disease progression, as assessed per RECIST v1.1 based on BICR, or death due to any cause. 

Outcomes were assessed in the efficacy population, which included all patients who received at 

least one dose of dostarlimab, had measurable lesion at baseline and had the opportunity for at 

least 6 months of follow-up, including those who discontinued prematurely due to adverse events 

or disease progression (n=108). Secondary outcomes, progression free survival (PFS) and overall 

survival, were also assessed in the intention to treat population (n=129);this analysis was used to 

inform the economic base case but SMC is unable to present the results.2, 3 

 

An interim analysis was conducted on 1 March 2020 after a median follow-up of 16.3 months; 54% 

(58/108) of patients in the efficacy population remained on treatment. The results for the primary 

and selected secondary outcomes are presented in Table 1.2  
 

Table 1: Primary and selected secondary outcomes from GARNET cohort A1 (data cut-off 1 
March 2020)1, 2, 4 

 Efficacy population (n=108) 

Median follow-up 16.3 months 

Primary outcomes 

Objective response rate by BICR per RECIST v1.1 

Objective response rate, % (n), (95% CI) 44% (47) (34% to 53%) 

Complete response  10% 

Partial response  33% 

Duration of response 

Median DOR, months (range) NR (2.6 to 28.1+)A 

KM estimated DOR at 12 months 91% 

DOR ≥6 months, % 79% 

Selected secondary outcomes 

Progression free survival assessed by BICR per RECIST v1.1 

Events (n) 57 

Median PFS, months (95% CI) 5.5 (3.2 to NR) 

KM estimated PFS at 12 months  48% 

Overall survival  

Deaths (n) 35 

Median overall survival, months (95% CI) NR (17.1 to NR) 

KM estimated overall survival at 12 months 69% 
BICR= blinded independent central review; CI=confidence interval; DOR= duration of response; ITT=intention to treat; 
KM=Kaplan-Meier; NR=not reached; PFS=progression free survival; RECIST v1.1= Response Evaluation Criteria in Solid 
Tumours version 1.1. A + indicates subject’s response is ongoing.  
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Subgroup analysis for ORR and DOR for the efficacy population were generally consistent with the 

primary analysis. One exception was subgroup analysis by ECOG status where a considerable 

difference in ORR was observed; ORR was 67% in patients with an ECOG performance status of 0 

(n=42) and 29% in patients with an ECOG performance status of 1 (n=63).2 

 

Health Related Quality of Life (HRQoL) was assessed using the European Quality of Life 5-

dimensions 5-levels (EQ-5D-5L) and European Organization for Research and Treatment of Cancer 

Quality of Life Questionnaire (EORTC QLQ-C30). These instruments were used every 3 weeks for 

the first 12 weeks and then every 6 weeks thereafter until treatment discontinuation. SMC is 

unable to present the results from the analysis that were used to inform the economic model. 

 
A naïve comparison and unanchored matching adjusted indirect comparisons (MAICs) compared 

dostarlimab (data from GARNET cohort A1) versus a basket of treatments representing current 

clinical management (data from a ‘GARNET-like cohort’ from real-world evidence (RWE) study 

using National Cancer Registry Analysis System (NCRAS) data)5 in adult patients diagnosed with 

advanced endometrial cancer whose disease have progressed on/or following previous treatment 

with a platinum-containing regimen and who were treatment naïve for programmed death-ligand-

1 (PDL1) inhibitors. The treatments included in the NCRAS RWE study were: paclitaxel plus 

carboplatin, carboplatin plus pegylated liposomal doxorubicin, and paclitaxel, carboplatin and 

pegylated liposomal doxorubicin monotherapies. The outcomes reported were PFS (time to next 

treatment [TTNT] was used as a proxy for PFS in the NCRAS RWE study) and overall survival. The 

submitting company concluded that the results of the naïve comparison showed benefit in favour 

of dostarlimab for PFS and overall survival but SMC is unable to present these results. The results 

for the MAICs suggest dostarlimab is superior to the basket of treatments in the NCRAS RWE for 

overall survival. The results from the naïve comparison have been used to inform the economic 

base case and the MAIC results have been used in scenario analyses.  

 

Other data were also assessed but remain confidential.* 

 

Summary of evidence on comparative safety 

 

The available evidence from the GARNET study suggests that the safety profile of dostarlimab is 

consistent with the known safety profile PD-1 inhibitors and no new or concerning safety signals 

were identified.2 

 

In GARNET cohort A1, at data cut-off 1 March 2020, the median duration of treatment with 

dostarlimab was 26 weeks. Any treatment-emergent adverse event (AE) was reported by 95% 

(123/129) of patients in the safety analysis set and these were considered treatment-related in 

64%. Patients reporting a grade 3 or higher AE were 48%, patients with a reported serious AE were 

34%, the proportion of AEs that led to dose interruptions were 24% and patients discontinuing 

therapy due to an AE was 12%. The most frequently reported treatment-emergent AEs were 

nausea (33%), diarrhoea (28%), anaemia (27%), fatigue (25%), asthenia (22%), constipation (19%), 

https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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vomiting (19%), abdominal pain (16%), arthralgia (16%), cough (16%), urinary tract infection (16%), 

and back pain (15%). Immunotherapies such as dostarlimab have a characteristically high 

incidence of immune-related AEs; in GARNET cohort A1, 36% (47/129) of patients experienced 

immune-related AEs, the most frequently reported were diarrhoea (8.5%) and hypothyroidism 

(7.0%). Almost half of patients required immunomodulatory medication to manage immune-

related AEs and most were resolved at the time of the data cut-off.  

 

Please see the SPC for further information.1, 2 

 

Summary of clinical effectiveness issues 

 

Endometrial cancer is the sixth most common cancer among women worldwide. It has one of the 

highest observed rates of dMMR/MSI-H; in patients with stage III or IV disease, this may affect 

between 6% and 17%. Although most endometrial carcinomas are diagnosed at an early stage, up 

to 15% recur and approximately 20% of patients have advanced or metastatic disease at diagnosis. 

Treatment options for advanced or recurrent disease include surgery, radiotherapy, 

chemotherapy, or hormone therapy. Choice is dependent on extent and location of recurrent 

disease, histology, and overall health, including comorbidities. Carboplatin in combination with 

paclitaxel is the first line standard of care treatment for advanced or recurrent disease. Disease 

recurring after first line chemotherapy is largely chemoresistant and median overall survival is 6 to 

11 months. There is no standard of care for patients who progress on or after a platinum 

containing regimen, and current treatment options include retreatment with carboplatin plus 

paclitaxel or paclitaxel, carboplatin or doxorubicin monotherapy. Hormone therapy may be an 

option for patients with hormone receptor positive disease, depending on disease burden and rate 

of progression. Patients may also be considered for clinical trials.2, 6 For this indication, dostarlimab 

meets SMC end of life and orphan equivalent criteria.  

 

Key strengths 

 Dostarlimab is the first treatment and immunotherapy licensed for dMMR/MSI-H recurrent 

or advanced endometrial cancer that has progressed on or following prior treatment with a 

platinum-containing regimen.  

 In GARNET cohort A1, patients with recurrent or advanced dMMR/MSI-H endometrial 

cancer who had previously received treatment with a platinum-containing regimen treated 

with dostarlimab reported an ORR of 44% including 10% of patients with a CR. This was 

considered clinically relevant by the European Medicines Agency (EMA) as literature 

suggests single agent chemotherapy provides ORRs of 7% to 14% in the second line 

setting.2  

 The median DOR was not reached and 79% of responders had a DOR ≥6 months. At the 

data cut-off, 89% of responders had an ongoing response.2  
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Key uncertainties 

 GARNET is a phase I single arm study with no comparator arm; the lack of comparator 

makes interpretation of relative benefits versus current standard of care challenging.2 

Follow-up for GARNET cohort A1 (median follow-up 16.3 months) is limited and data are 

still immature. At the 1 March 2020 data cut-off, 53% of patients had a PFS event and 32% 

of patients had died in the efficacy population, median overall survival had not been 

reached and confidence intervals for median PFS were wide. The sample size is also limited 

(n=108 in efficacy population and n=129 in the safety analysis set and ITT). The study is 

ongoing and updated results are expected by December 2022.2 The open-label study 

design may affect assessment of subjective outcomes including safety and quality of life. 

 There are no efficacy or safety data for patients with an ECOG performance status ≥2, 

uncontrolled central nervous system metastases, other malignancies within the last 2 

years, active autoimmune disease requiring systemic treatment within the past 2 years or a 

history of interstitial lung disease as these patients were excluded from GARNET.1, 2 

Therefore, the generalisability of study results to these patient populations is uncertain.  

  There is no standard of care in this setting and the most relevant comparator in Scottish 

clinical practice is uncertain. As no direct comparative data are available, a naïve 

comparison and MAICs were conducted comparing dostarlimab with a basket of 

treatments representing current clinical management from the NCRAS RWE study. These 

were associated with a number of limitations, including; the use of retrospective 

observational data not from a clinical trial setting, subject to potential bias and 

confounding; a broader study population unselected for dMMR/MSI-H tumour status; 

NCRAS RWE study did not assess PFS; instead, TTNT was used as a proxy; no adjustment for 

confounders in the naïve comparison and limited adjustment in the MAICs; significant 

clinical and methodological heterogeneity including comparison using a basket of 

treatments to represent current clinical management limiting the validity of results. Safety, 

Health Related Quality of Life (HRQoL) or other efficacy outcomes were not included as 

these were not assessed in NCRAS RWE. Due to these limitations, the company’s 

conclusions are highly uncertain. 

 

The introduction of dostarlimab for this indication may offer patients an additional treatment 

option where there is currently no standard of care. Treatment is administered as a day case and 

the infusion is quicker and administered less frequently than chemotherapy. This is convenient for 

patients and more efficient for chemotherapy units. Additional clinical resource may be required 

as duration of therapy is longer than alternative treatments and to monitoring and manage 

immune related toxicities. Testing MMR/MSI status will be required to select eligible patients for 

treatment.  

 

Conditional marketing authorisation specific obligations: 

 Updated results from GARNET cohort A1, which will include at least 131 patients with 

measurable disease, followed for at least 12 months from the onset of response will be 

submitted by 31 December 2022. These results will provide additional safety and efficacy 

data, including longer follow up in the study population. Therefore, more robust data on 
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tumour responses, and mature results on the DOR, PFS and overall survival will be available 

for an extended database size.2 

 

 Data from RUBY (n=470), a randomised double-blind phase III study in chemotherapy-naïve 

patients with recurrent or primary advanced endometrial cancer will also be provided. This 

study compares dostarlimab in combination with chemotherapy (carboplatin plus 

paclitaxel) with chemotherapy alone. It is expected that approximately 25% of the study 

population will have dMMR/MSI-H endometrial cancer. Patients will be stratified by 

MMR/MSI status. The results from the primary analysis of PFS and interim overall survival 

analysis will be submitted by 31 December 2022, the final overall survival analysis is 

expected 2024. Although RUBY assessed dostarlimab in combination with chemotherapy in 

a prior line of treatment, the results from this study are expected to provide further 

evidence of efficacy and safety of dostarlimab in the treatment of dMMR/MSI-H 

endometrial cancer.2 

 

The specific obligations may address some of the key uncertainties in the clinical evidence 

presented.  

 

While dostarlimab meets SMC orphan equivalent and end of life criteria in this indication, the 
company did not request a Patient and Clinician Engagement (PACE) meeting to consider the added 
value of dostarlimab in the context of treatments currently available in NHS Scotland.  
 

Companion diagnostic required: contact local laboratory for information. 

 

Summary of comparative health economic evidence 

 

The company submitted a cost-utility analysis comparing dostarlimab monotherapy with 

current clinical management for the treatment of adult patients with recurrent or advanced 

dMMR/MSI-H endometrial cancer that has progressed on or following prior treatment with a 

platinum containing regimen. In the analysis, current clinical management included carboplatin 

plus paclitaxel, paclitaxel monotherapy, carboplatin plus pegylated liposomal doxorubicin (PLD), 

PLD monotherapy and carboplatin monotherapy. The economic analysis incorporated a 

partitioned survival model with a time horizon of 40 years and included three health states: 

progression-free, progressed and dead, and a cycle length of three weeks.  

 

In the analysis, patients received dostarlimab at the licensed dose for this 

indication, generally until discontinuation due to progression or adverse events but some patients 

were treated after progression as observed for the GARNET ITT population.4 Additionally, an 

adjustment was made at 2 and 5 years to reduce the proportion of patients estimated to still be 

on treatment. Patients in the comparator arm received chemotherapy regimens as observed in the 

NCRAS RWE study7 conducted by the company.  
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The main source of clinical efficacy data in the economic model was a naïve comparison 

of dostarlimab in the GARNET ITT population and current clinical management in the NCRAS RWE 

GARNET-like cohort. Data on overall survival, PFS and time on treatment (ToT) were 

extrapolated in the long term using parametric models based on statistical fit and clinical expert 

opinion. A treatment waning effect has been incorporated after treatment discontinuation to 

linearly adjust the efficacy of dostarlimab to be equal to that in the comparator arm. A log-

normal distribution was used in the dostarlimab arm and log-logistic in the comparator arm for the 

extrapolation of PFS. The generalized gamma and the log-logistic were used for the extrapolation 

of overall survival in the dostarlimab and current management arm respectively. For the long 

term extrapolation of time to treatment discontinuation in the dostarlimab arm, the log-normal 

distribution was used up to 2 years followed by the adjustment described above, in order to 

reflect the company’s expectation of clinical practice in Scotland. The generalized gamma was 

selected in the comparator arm based on best statistical fit (the Akaike information criterion [AIC] 

and Bayesian information criterion [BIC]).  

 

A proportion of patients who progress were modelled to receive subsequent treatments as 

observed in GARNET ITT and NCRAS RWE study for dostarlimab and current clinical management 

respectively.  

 

Health state-specific utility weights were derived using EQ-5D-5L data from GARNET ITT, mapped 

to EQ-5D-3L using the van Hout crosswalk.8 Data were analysed using a linear regression model 

with baseline EQ-5D score, progression and time to death as covariates.  A treatment-specific one-

off utility decrement associated with grade ≥3 adverse events was also included.  

 

Aside from medicine acquisition and administration costs, other costs included were 

those associated with outpatient appointments, (specialist) nurse visits, blood tests, CT scans, GP 

visits, treatment of grade ≥3 adverse events, subsequent treatments and palliative care. Costs 

associated with immunohistochemistry testing were included for all patients in the dostarlimab 

arm. 

 

A Patient Access Scheme (PAS) was submitted by the company and assessed by the Patient Access 

Scheme Assessment Group (PASAG) as acceptable for implementation in NHSScotland. Under the 

PAS, a simple discount of was offered on the list price for dostarlimab.  

 

The most substantial incremental cost-effectiveness ratio (ICER) increases from the presented 

scenarios in table 2 below were associated with assumptions around treatment duration and 

associated treatment effect, long-term overall survival benefit for dostarlimab and source of 

clinical efficacy data. 
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Table 2: Base case and selected scenario analyses (with PAS)  

No Description  ICER (£/QALY)  

0  Base case  £35,811 

1 Time horizon: 5 years £56,463 

2 Time horizon: 10 years £41,685 

3  Current clinical management OS extrapolation based on the application 

of the HR from the NCRAS RWE MAIC (Scenario 1) to the dostarlimab OS 

extrapolation  

£30,815 

4  Current clinical management OS extrapolation based on the application 

of the HR from the NCRAS RWE MAIC (Scenario 2) to the dostarlimab OS 

extrapolation  

£30,029 

5 Current clinical management distribution of chemotherapies based on 

clinical expert opinion in Scotland  

£36,405 

6 ToT: lognormal extrapolation with upper estimate of patients continuing 

on treatment  

£39,020 

7 Removal of two- and five-year dostarlimab ToT adjustments  £52,528 

8 Removal of two-year dostarlimab ToT adjustment  £41,978 

9  Dostarlimab OS curve: log-logistic (treatment waning effect applied)  £43,747 

10  Dostarlimab OS curve: lognormal (treatment waning effect applied)  £41,443 

11 All treatment effect for dostarlimab is lost immediately post treatment 

discontinuation  

£41,621 

Abbreviations: QALY, quality-adjusted life years; ICER, incremental cost-effectiveness ratio; ToT, time on treatment; 

OS, overall survival; NCRAS RWE, National Cancer Registry Analysis Service real world evidence; MAIC, matching-

adjusted indirect comparison. 

  

Key limitations with the analysis were:  

 

 There is no direct comparative clinical evidence for dostarlimab compared to current 

clinical management. GARNET is a single-arm, non-randomised, phase I clinical study and 

NCRAS is a registry. Although the company conducted MAICs, the base case economic 

model was based on a naïve comparison. It should be noted that the MAICs are also associated 

with many uncertainties and the results should be treated with caution. Some 

uncertainties derive from lack of PFS data for the comparator, leading to TTNT used as a 

proxy, and excluding relevant prognostic variables in the MAIC. As a result of these limitations 

with the clinical evidence base, the results of the economic model are highly uncertain. 

 There is a lack of clarity of what constitutes current clinical management in Scotland. The 

registry does not include Scottish patients and it is unclear if similar management practices are 

present in Scotland. The company conducted a scenario analysis where the proportions 

of specific chemotherapy regimens were based on Scottish clinical expert opinion. However, 

efficacy was not adjusted and since chemotherapy regimens have similar cost, the effect on 

the ICER was minimal (table 2, scenario 5).  

 There are uncertainties around the duration of treatment with dostarlimab. As described 

above, the company adjusted the ToT curve for dostarlimab to reflect a lower proportion of 
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patients on treatment at 2 years and after 5 years. This is inconsistent with the clinical 

evidence from GARNET where some patients were still on treatment at year 2. It is also unclear 

if any patients will be treated after 5 years in Scottish clinical practice. The proportion of 

patients assumed on treatment at 2 years in the economic model was based on clinical expert 

opinion collected by the company. Using the upper end of the clinical estimate resulted in an 

increase in the ICER as expected (table 2 scenario 6). A substantial increase in the ICER was 

associated with the removal of all adjustments and the two-year adjustment only (table 2, 

scenarios 7 and 8).  

 There are uncertainties around the long-term survival benefit associated with dostarlimab. 

Due to limited data availability, all parametric models have similar statistical fit (AIC and BIC) 

but result in different long-term survival outcomes. The ICER increases when using the two 

parametric models ranked after generalized gamma, which is used in the base case (table 

2, scenarios 9 and 10).  

 There are uncertainties around duration of treatment effect following discontinuation 

of dostarlimab. In the base case, treatment effect lasts post discontinuation. When no 

treatment effect is assumed post discontinuation, the ICER increases as expected (table 

2, scenario 11).  

 

The Committee considered the benefits of dostarlimab in the context of the SMC decision 

modifiers that can be applied when encountering high cost-effectiveness ratios and agreed that as 

dostarlimab is an orphan, SMC can accept greater uncertainty in the economic case. 

 

After considering all the available evidence, the Committee accepted dostarlimab for use in 

NHSScotland on an interim basis. 

 

Summary of patient and carer involvement 

 

The following information reflects the views of the specified Patient Group.  
  

 We received a patient group submission from GO Girls, which is a registered charity.  

  

 GO Girls has received 50% pharmaceutical company funding in the past two years, 

including from the submitting company.  

  

 Advanced endometrial cancer is a devastating diagnosis. Many have to give up work due to 

the very intensive treatment and side effects. Family life is also affected and carers often 

have to take time off work to care for their loved one. There are also further financial 

impacts of having to attend hospital appointments. The psychological impact is also hard 

on women and their families. 

 

 Other than chemotherapy, there are no treatment options for advanced endometrial 

cancer. Chemotherapy often doesn’t work well and comes with considerable side effects 

for little return. 
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 Dostarlimab offers the first real opportunity for some with advanced endometrial cancer to 

have a viable alternative treatment option. This meets a significant unmet need and helps 

to address inequalities towards women with endometrial cancer.  

 

Additional information: guidelines and protocols 

 
The European Society of Gynaecological Oncology (ESGO), European Society for Radiotherapy and 

Oncology (ESTRO) and European Society of Pathology (ESP) published: ESGO/ESTRO/ESP guidelines 

for the management of patients with endometrial carcinoma in 2020 and made the following 

recommendations for advanced and recurrent disease:10 

 

 Surgical and radiotherapy interventions may be considered for suitable patients with 

advanced or recurrent disease. 

 Hormone therapy is the preferred front-line systemic therapy for patients with low-grade 

carcinomas without rapidly progressive disease. Progestogens (medroxyprogesterone 

acetate 200 (–300) mg and megestrol acetate 160mg) are recommended. Alternative 

options for hormonal therapies include aromatases inhibitors, tamoxifen, fulvestrant. 

 The standard chemotherapy treatment is carboplatin AUC 5 to 6 plus paclitaxel 175mg/m2 

every 21 days for six cycles 

 There is no standard of care for second-line chemotherapy. Doxorubicin and paclitaxel are 

considered the most active therapies. 

 In patients with a long platinum-free interval, re-introduction of platinum can be 

considered. 

 Anti-PD1-based immune therapy with pembrolizumab could be considered for second-line 

therapy of MSI/MMRd carcinomas. The combination of pembrolizumab and the multi-

tyrosine kinase inhibitor lenvatinib could be considered for second-line treatment of 

microsatellite-stable carcinomas. However, its use may be limited due to regulatory 

approvals or reimbursement in different countries. Clinical trial participation should be 

offered to all patients with relapse disease. 

 

The British Gynaecological Cancer Society (BGCS) published BGCS Uterine Cancer Guidelines: 

Recommendations for Practice in 2017. Recommendations for the management of relapsed 

endometrial carcinoma were:11 

 Surgical intervention may be considered in suitable patients. 

 For patients with an R1 resection or who have had incomplete cytoreduction for 

vaginal or pelvic recurrence, post-operative radiotherapy or brachytherapy should be 

considered if normal tissue tolerance allows. 

 Chemotherapy-naïve patients who relapse with systemic disease or those with late 

relapse after receiving adjuvant chemotherapy, should be considered for doublet 

chemotherapy with carboplatin and paclitaxel. 
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 Second line chemotherapy can be considered in fit patients as either a re-challenge 

with carboplatin and paclitaxel if the treatment free-interval is more than six months, 

or single agent chemotherapy if less than six months or less fit patients. 

 Patients not fit for chemotherapy may benefit from a trial of a progestin. Selected cases 

with long disease free interval, well-differentiated tumours, lung only metastases and 

high oestrogen or progesterone receptor expression in the tumour may be candidates 

for primary hormonal therapy. However, there is no evidence that hormonal treatment 

in patients with advanced or recurrent endometrial cancer improves overall survival. 

 

The European Society for Medical Oncology (ESMO), European Society of Gynaecological Oncology 

(ESGO) and European Society for Radiotherapy and Oncology (ESTRO) published: ESMO-ESGO-

ESTRO Consensus Conference on Endometrial Cancer: diagnosis, treatment and follow-up in 2016 

and made the following recommendations for advanced and recurrent disease: 6 

 

 The standard of care is six cycles of 3- weekly carboplatin and paclitaxel. This is based on 

the preliminary communication of a randomised trial showing similar efficacy and less 

toxicity compared with cisplatin/doxorubicin/paclitaxel. 

 Evidence supporting the use of second-line chemotherapy after platinum-containing 

therapy in patients with endometrial cancer is limited, especially in cases where the 

treatment-free interval following first-line chemotherapy is no randomised trials have been 

published. Therefore, no specific regimen can be recommended as a standard of care for 

second-line chemotherapy. 

 Hormone therapy is indicated in advanced or recurrent endometrioid endometrial cancer. 

It is more likely to be effective in grade 1 or 2 endometrioid tumours in patients with 

positive progesterone receptor and oestrogen receptor status.  

 

Additional information: comparators 

 

There is no standard second-line treatment for recurrent or advanced endometrial cancer (EC). 

The submitting company considered carboplatin plus paclitaxel, carboplatin plus pegylated 

liposomal doxorubicin or paclitaxel, carboplatin or pegylated liposomal doxorubicin monotherapy 

to represent the most relevant comparators in Scottish clinical practice.  
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Additional information: list price of medicine under review 

 

Medicine Dose Regimen Cost per year (£) 

Dostarlimab 500mg IV infusion every 3 

weeks for four cycles then 

1,000mg every 6 weeks 

94,197 

Costs from MIMS online on 30/09/2021. Costs calculated using the full cost of vials/ampoules 

assuming wastage. Costs do not take patient access schemes into consideration. 

 

Additional information: budget impact 

 

The submitting company estimated there would be 43 patients eligible for treatment 

with dostarlimab in year 1 and 16 patients in year 5.  

 

SMC is unable to publish the with PAS budget impact due to commercial in confidence issues. A 

budget impact template is provided in confidence to NHS health boards to enable them to estimate 

the predicted budget with the PAS. 

 

Other data were also assessed but remain confidential.* 

  

 

https://www.scottishmedicines.org.uk/media/3572/20180710-release-of-company-data.pdf
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This assessment is based on data submitted by the applicant company up to and including 12 

November 2021. 

 

*Agreement between the Association of the British Pharmaceutical Industry (ABPI) and the SMC on 
guidelines for the release of company data into the public domain during a health technology 
appraisal: http://www.scottishmedicines.org.uk/About_SMC/Policy 

 

Medicine prices are those available at the time the papers were issued to SMC for consideration. 

SMC is aware that for some hospital-only products national or local contracts may be in place for 

comparator products that can significantly reduce the acquisition cost to Health Boards. These 

contract prices are commercial in confidence and cannot be put in the public domain, including via 
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the SMC Detailed Advice Document. Area Drug and Therapeutics Committees and NHS Boards are 

therefore asked to consider contract pricing when reviewing advice on medicines accepted by 

SMC. 

 

Patient access schemes: A patient access scheme is a scheme proposed by a pharmaceutical 
company in order to improve the cost-effectiveness of a medicine and enable patients to receive 
access to cost-effective innovative medicines. A Patient Access Scheme Assessment Group 
(PASAG), established under the auspices of NHS National Services Scotland reviews and advises 
NHSScotland on the feasibility of proposed schemes for implementation. The PASAG operates 
separately from SMC in order to maintain the integrity and independence of the assessment 
process of the SMC. When SMC accepts a medicine for use in NHSScotland on the basis of a 
patient access scheme that has been considered feasible by PASAG, a set of guidance notes on the 
operation of the scheme will be circulated to Area Drug and Therapeutics Committees and NHS 
Boards prior to publication of SMC advice. 

Advice context: 

No part of this advice may be used without the whole of the advice being quoted in full.  

 

This advice represents the view of the Scottish Medicines Consortium and was arrived at after 

careful consideration and evaluation of the available evidence. It is provided to inform the 

considerations of Area Drug & Therapeutics Committees and NHS Boards in Scotland in 

determining medicines for local use or local formulary inclusion. This advice does not override the 

individual responsibility of health professionals to make decisions in the exercise of their clinical 

judgement in the circumstances of the individual patient, in consultation with the patient and/or 

guardian or carer. 

 


