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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 considered under the end of life and orphan equivalent 
process: 
 
entrectinib (Rozlytrek ®) is accepted for use within NHSScotland. 
 
Indication under review: as monotherapy for the treatment of adult and paediatric patients 
12 years of age and older with solid tumours expressing a neurotrophic tyrosine receptor 
kinase (NTRK) gene fusion, 

 who have a disease that is locally advanced, metastatic or where surgical resection is 
likely to result in severe morbidity, and 

 who have not received a prior NTRK inhibitor 

 who have no satisfactory treatment options 
In a pooled analysis of three phase I/II studies in adults with metastatic or locally advanced 
NTRK fusion-positive solid tumours, 64% of patients achieved an objective response with 
entrectinib treatment. The median duration of response in these patients was 12.9 months. 
Positive objective response rate results were also reported in a phase I/Ib paediatric study.  
 
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.  

 
This advice takes account of the views from a Patient and Clinician Engagement (PACE) 
meeting. 

 

 

Overleaf is the detailed advice on this product. 
 
Chairman  
Scottish Medicines Consortium 

www.scottishmedicines.org.uk 
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Indication 
As monotherapy for the treatment of adult and paediatric patients 12 years of age and older 

with solid tumours expressing a neurotrophic tyrosine receptor kinase (NTRK) gene fusion, 

 who have a disease that is locally advanced, metastatic or where surgical resection is 

likely to result in severe morbidity, and 

 who have not received a prior NTRK inhibitor 

 who have no satisfactory treatment options1 

Dosing Information 
The recommended dose for adults is 600mg once daily. 

 

The recommended dose for paediatric patients 12 years of age or older is based on body 

surface area (BSA); the dose for paediatric patients with a BSA of 1.11 to 1.50m2 is 400mg 

entrectinib once daily; the dose for paediatric patients with a BSA of ≥1.51m2 is 600mg 

entrectinib once daily.  

 

Treatment is recommended to continue until disease progression or unacceptable toxicity. 

A validated assay is required for the selection of patients with NTRK gene fusion-positive solid 

tumours. NTRK gene fusion-positive status must be established prior to initiation of 

entrectinib therapy. Treatment with entrectinib should be initiated by a physician 

experienced in the use of anticancer medicinal products. 

 

For more information, see the Summary of product characteristics (SPC).1 

Product availability date 
August 2020 

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

Entrectinib has conditional marketing authorisation from the European Medicines Agency 

(EMA). 

 

Summary of evidence on comparative efficacy 

 

Entrectinib is an inhibitor of the tropomyosin receptor tyrosine kinases TRKA, TRKB and TRKC 

(encoded by the neurotrophic tyrosine receptor kinase [NTRK] genes NTRK1, NTRK2 and NTRK3, 

respectively), proto-oncogene tyrosine-protein kinase ROS (ROS1), and anaplastic lymphoma 

kinase (ALK). This leads to inhibition of cancer cell lines from multiple tumour types with NTRK, 

ROS1, and ALK fusion genes.1 Entrectinib is described as “tumour agnostic”, meaning that it is 

believed to target NTRK gene fusions across a variety of tumour types. A conditional marketing 

authorisation was granted in September 2019 for another NTRK inhibitor, larotrectinib, for the 

treatment of adult and paediatric patients with solid tumours that display a NTRK gene fusion, 

who have a disease that is locally advanced, metastatic or where surgical resection is likely to 
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result in severe morbidity, and who have no satisfactory treatment options. To date, this medicine 

has not been assessed by SMC. 

 

The evidence to support the use of entrectinib for the indication under review comes from pooled 

analyses of three phase I/II, single-arm, open-label studies (ALKA, STARTRK-1, and STARTRK-2), and 

separate analysis of a phase I/Ib, open-label, single-arm, paediatric study (STARTRK-NG). Three 

analyses of the adult population, using different data cut-offs and analysis sets, were presented. 

These are referred to as the primary 2, second 3, and third efficacy analyses.4 Patients had 

metastatic or locally advanced NTRK fusion-positive solid tumours, measurable disease according 

to Response Evaluation Criteria in Solid Tumors (RECIST) version 1.1, and an Eastern Cooperative 

Oncology Group (ECOG) performance status of ≤2. Patients could have previously received 

anticancer treatment provided that it was not a TRK inhibitor.2 

 

Patients recruited to STARTRK-2 received oral entrectinib 600mg daily. Initial doses in ALKA and 

STARTRK-1 varied however all patients were required to have at least one dose of 600mg daily to 

be included in the integrated analysis. Patients continued treatment until documented 

radiographic progression, unacceptable toxicity, or withdrawal of consent.2 

 

The co-primary outcomes were objective response rate (ORR) (defined as the proportion of 

patients with a complete response or partial response as assessed by RECIST version 1.1 and 

Response Assessment in Neuro-Oncology Brain Metastases) and duration of response (measured 

from the date of first objective response [either complete or partial response] to first 

documentation of radiographic disease progression or the date of death due to any cause, 

whichever occurred first) by blinded independent central review (BICR).2 Efficacy analyses were 

performed in patients with measurable disease at baseline and at least 6 months’ follow-up from 

the onset of treatment. Efficacy analyses for patients with NTRK primary brain tumours with at 

least 6 months’ follow-up were presented separately.2, 5 

 

Among the 54 patients treated with entrectinib in the primary efficacy analysis (data cut-off 31 

May 2018), 31 (57%) had an objective response: four (7.4%) had a complete response and 27 

(50%) had a partial response. Median duration of response by blinded independent central review 

was 10 months. At the second efficacy analysis (data cut-off 31 October 2018), ORR was largely 

unchanged. The third efficacy analysis (data cut-off 31 October 2018) included an additional 20 

adult patients with extracranial solid tumours. An ORR of 64% was reported; median duration of 

response 12.9 months. See Table 1 for details. Seven adult patients with primary brain tumours 

were evaluated separately; one patient achieved an objective response (partial response); 

duration of response of 2.8 months.4 
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Table 1. Primary outcomes of pooled analyses from ALKA, STARTRK-1, and STARTRK-2 (BICR-
assessed, RECIST v1.1).2-4  

 Primary Efficacy Analysis 
(n= 54) 

Second Efficacy Analysis 
(n= 54) 

Third Efficacy Analysis 
(n= 74) 

Enrolment cutoff date  30 November 2017 30 November 2017 30 April 2018 

Clinical cutoff date 31 May 2018 31 October 2018 31 October 2018 

Median duration of survival 
follow up 

12.9 months  17.9 months 14.2 months 

Objective Response Rate (ORR) 

  ORR (95% CI) 57% (43% to 71%) 59% (45% to 72%) 64% (52% to 74%) 

  -   Complete Response  7.4% 7.4% 6.8% 

- Partial Response 50% 52% 57% 

Duration of Response (DOR) 

Median (95% CI)  10.4 months (7.1 months 
to NE) 

12.9 months (7.9 months 
to NE) 

12.9 months (9.3 months 
to NE) 

No. of patients with 
response lasting: 

   

  6 months 32% 41% 35% 

  12 months 17% 26% 19% 

CI = confidence interval; NE = not estimable 

 

Key secondary outcomes included progression-free survival (PFS), overall survival, clinical benefit 

rate (defined as confirmed complete response or partial response, or stable disease for ≥6 months 

from the first dose of entrectinib), and time to CNS progression. See Table 2 for detailed results.  

 

Table 2. Key secondary outcomes of pooled analyses from ALKA, STARTRK-1, and STARTRK-2 
(BICR-assessed, RECIST v1.1).2-4, 6 

 Primary Efficacy 
Analysis (n= 54) 

Second Efficacy Analysis 
(n= 54) 

Third Efficacy Analysis 
(n= 74) 

Enrolment cutoff date  30 November 2017 30 November 2017 30 April 2018 

Clinical cutoff date 31 May 2018 31 October 2018 31 October 2018 

Median Duration of Survival 
Follow up 

12.9 months 17.9 months 14.2 months 

Clinical Benefit Rate 

No.(%) of patients with 
confirmed CR or PR, or 

SD 6 months 

65%(51% to 77%) 65% (51% to 77%) 68% (56% to 78%) 

Progression-Free Survival 

No. of patients with event 29 33 41 
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Median time to event (KM 
estimate) (95% CI) 

11.2 months (8.0 to 14.9 
months) 

11.8 months (8.0 to 15.7 
months) 

11.2 months (8.0 to 
15.7 months) 

Time to CNS Progression 

No. of patients with event 17 21 27 

Median time to event (KM 
estimate) (95% CI) 

17.0 months (14.3 
months to NE) 

17.0 months (14.3 
months to NE) 

16.8 months (14.3 
months to NE) 

Overall Survival 

No. of patients with event 16 - 24 

Median time to event (KM 
estimate) 

21 months (14.9 months 
to NE) 

- 23.9 months (16.0 
months to NE) 

CI = confidence interval; CR = Complete Response; KM = Kaplan-Meier; NE = not estimable; PR = Partial Response; SD = 

Stable Disease 

 

Health Related Quality of Life (HRQoL) was assessed in STARTRK-2 only, using the following 

questionnaires in all patients: European Organisation for Research and Treatment of Cancer 

(EORTC) quality of life instrument QLQ-C30 and the Euroqol 5-dimensions 3-levels questionnaire 

(EQ-5D-3L). Patient compliance was moderate with the questionnaire. General Health Scores were 

generally maintained throughout the study (mean changes ranging from -4.17 to 9.72 on the GHS), 

as were functioning scales; cognitive functioning scores showed a worsening trend; worst mean 

change score of -11.11 at Cycle 20 Day 1.4 

 

STARTRK-NG was a phase I/Ib, single-arm, open-label study which evaluated entrectinib in young 

adult and paediatric patients (aged ≤21 years) with metastatic or locally advanced NTRK fusion-

positive solid tumours.2 Entrectinib dosing in STARTRK-NG ranged from 250 to 750mg/m2 once 

daily.2 The primary objective was to determine the maximum tolerated dose (MTD) or the 

recommended phase 2 dose (RP2D) of entrectinib in paediatric patients (children and adolescents) 

with relapsed or refractory solid tumours. Secondary outcomes included ORR and DOR.5  

 

Of the 7 paediatric patients with NTRK gene fusions, 6 were evaluable for efficacy (one had 

insufficient follow-up), aged from 4 months to 9 years. All achieved an objective response by BICR 

(2 complete responses and 4 partial responses); DOR ranged between 1.8 and 9.3 months.6 

 

To aid the economic evaluation, the company conducted a targeted literature search of cost-

effectiveness appraisals in order to simulate a comparator arm for this submission. Median PFS 

and overall survival outcomes for best supportive care (BSC) for each specific tumour type were 

extracted, averaged, and weighted to ascertain overall outcomes for tumours that express NTRK. 

This weighted comparator arm was then compared in a naïve fashion with the entrectinib 

integrated efficacy analysis population data; mean PFS of entrectinib versus BSC: 16.0 months 

versus 3.6 months; mean overall survival: 33.1 months versus 16.0 months. 

 

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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Summary of evidence on comparative safety 

 

No comparative safety data are available. Refer to the SPC for details.1 

 

The SPC notes that the most common adverse reactions (≥20%) observed for all patients who 

received entrectinib in clinical studies regardless of genomic subtype (n= 504) were: fatigue (45%), 

constipation (43%), dysgeusia (42%), dizziness (40%), oedema (37%), diarrhoea (34%), nausea 

(32%), dysaesthesia (29%), anaemia (28%), dyspnoea (27%), increased weight (26%), increased 

blood creatinine (25%), pain (24%), cognitive disorders (24%), vomiting (23%), cough (21%), and 

pyrexia (20%). The most frequent serious adverse reactions (≥2%) were lung infection (5.2%), 

dyspnoea (4.6%), cognitive impairment (3.8%), and pleural effusion (2.4%).1 

 
Safety analysis was also conducted at the time of the primary efficacy analysis, and included all 

patients from ALKA, STARTRK-1, and STARTRK-2 who had received at least one dose of entrectinib 

(n= 68). Most treatment-related adverse events were grade 1 or 2 and reversible. There were 

three serious treatment-related events reported (one cognitive disorder, one cerebellar ataxia, 

and one dizziness). The most common grade 3 or 4 treatment-related adverse events were 

increased weight (10%) and anaemia (12%). Serious treatment-related adverse events were 

reported in 10% of patients. The most frequent were nervous system disorders (4%). Three (4%) of 

68 patients discontinued entrectinib due to treatment-related adverse events; 31% had dose 

interruption due to a treatment-related adverse event; and 40% had a dose reduction due to a 

treatment-related adverse event. The authors of the primary efficacy analysis concluded that 

entrectinib was a well-tolerated treatment with a manageable safety profile. The EMA concluded 

that the safety data were limited, but acceptable in the context of a rare condition. The overall 

safety profile of entrectinib in the paediatric population was considered similar to the safety 

profile in adults.2, 6 

 

Summary of clinical effectiveness issues 

 

NTRK gene fusions can lead to the production of TRK fusion proteins that drive oncogenic growth. 

These gene fusions vary greatly in prevalence across tumour sites; they are characteristic of a few 

rare types of cancer such as secretory carcinoma of the breast or salivary gland and infantile 

fibrosarcoma, but are also infrequently found in more common cancers such as melanoma, glioma 

and carcinomas of the thyroid, lung and colon.7 Limited evidence suggests that prognosis may be 

worse for patients with NTRK-fusion positive tumours.8 NTRK gene fusions generally occur in 

isolation, without the presence of other oncogenic driver mutations, and require confirmation by 

genomic screening.9   

 

At present treatment for NTRK fusion-positive solid tumours is largely dependent on tumour site. 

Given that the licensed indication stipulates patients have “no satisfactory treatment options” 

available, best supportive care can be considered the most relevant comparator. However, clinical 

experts consulted by SMC felt that conventional chemotherapy may be displaced under certain 
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circumstances; these experts considered that entrectinib fills an unmet need in this therapeutic 

area namely due to the lack of available targeted therapies for this patient group. Larotrectinib is 

another NTRK inhibitor with conditional market authorisation from the EMA, however this has not 

been assessed by SMC. Entrectinib meets SMC end of life and orphan equivalent criteria for this 

indication. 

 

Clinical experts consulted by SMC considered that entrectinib is a therapeutic advancement due to 

objective response rates and tolerable side effect profile; it is likely to be offered to any patient 

who is eligible. Testing for NTRK gene fusions is not routinely carried out in NHS Scotland at 

present, which will have an impact on the service. Multiple tests and strategies have been 

proposed for detecting NTRK gene fusions, which will have varying associated costs. Selection of a 

testing strategy is under discussion. 

 

There are no data for patients aged 12 to 18 years, however the EMA approved entrectinib for use 

in this group based on extrapolation of efficacy and safety data obtained from adult and paediatric 

patients. 

 

Key strengths 

 At the time of the most recent pooled analysis, entrectinib treatment resulted in a clinically 

meaningful ORR of 64%. Five patients (6.8%) achieved complete response. Furthermore, 

responses were durable, with a median duration of response of 12.9 months in responders. 

In the context of a rare condition with limited treatment options, and despite the 

limitations discussed below, the EMA considered these results to be “outstanding”.6 

 Co-primary outcomes were supported by a median PFS of 11.2 months, and a median 

overall survival of 23.9 months.4  

 Data from the paediatric study STARTRK-NG were also positive albeit limited by the small 

sample size (6 patients eligible for analysis).6  

 

Key uncertainties 

 ALKA, STARTRK-1, and STARTRK-2 were small, phase I/II, single-arm, open-label studies 

with limited follow up, which are prone to bias. The lack of blinding or randomisation in 

particular weaken the internal validity of the findings. A randomised control trial design 

was challenging given the rarity of the condition.  

 The lack of comparative data makes quantifying the magnitude of benefit associated with 

entrectinib difficult. The wide confidence intervals were noted by the EMA, suggesting 

considerable uncertainty in the central estimates of ORR.6  

 Due to the rarity of NTRK gene fusion positive cancers, there were some tumour types that 

had little representation in the analyses and other tumour types that did not feature at all. 

The efficacy of entrectinib in these tumour types is uncertain. The ORR in the total 

population may not reflect the expected response in a specific tumour type.1 
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Patient and clinician engagement (PACE) 

 

A patient and clinician engagement (PACE) meeting with patient group representatives and clinical 

specialists was held to consider the added value of entrectenib, as an end of life and orphan 

equivalent medicine, in the context of treatments currently available in NHSScotland.  

 

The key points expressed by the group were: 

 

 Patients with solid tumours that express NTRK gene fusions typically have poor outcomes. 

Symptoms are likely to vary dependent on tumour location, with the potential to be severe 

and debilitating. Furthermore, there is a significant psychological toll associated with this 

type of cancer, especially due to the fact there are no satisfactory treatment options. 

 

 There is a large unmet need for patients with NTRK expressing tumours; no satisfactory 

treatments are available for patients at present. Patients may receive chemotherapy 

irrespective of NTRK gene fusion, which typically has limited efficacy and can be associated 

with serious side effects.   

 

 Entrectinib offers hope and alleviates anxiety for patients who otherwise have no 

satisfactory treatment options. Patients treated with entrectinib are anticipated to respond 

well, in terms of symptom control, quality of life, and overall survival. Improvement of 

symptoms could allow patients to return to work or education, and the benefits would 

extend further to family members and carers. 

 

 Entrectinib is an oral therapy administered at home, which is convenient for patients and 

families. The side effect profile of entrectinib is felt to be manageable, and patients are 

willing to accept this risk for the anticancer benefits.  

 

 There is currently no routine testing for NTRK fusions and it is not yet clear which test 

would be used and when in the pathway patients would be treated. 

 
Additional Patient and Carer Involvement 

We received patient group submissions from the Roy Castle Lung Cancer Foundation and GIST 

Cancer UK, which are both registered charities. The Roy Castle Lung Cancer Foundation has 

received 7.5% pharmaceutical company funding in the past two years, with none from the 

submitting company. GIST Cancer UK has received 12% pharmaceutical company funding in the 

past two years, with none from the submitting company. Representatives from both organisations 

participated in the PACE meeting. The key points of their submissions have been included in the 

full PACE statement considered by SMC. 
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Summary of comparative health economic evidence 

 

The submitting company presented a cost-utility analysis of entrectinib versus best supportive 

care (BSC), for the treatment of adult and paediatric patients aged 12 and above with advanced or 

metastatic NTRK-fusion solid tumours, who have not received a prior NTRK inhibitor and have no 

other satisfactory treatment options. SMC clinical feedback suggested that BSC was an appropriate 

comparator given the exclusion of patients with viable alternative treatment options from the 

licensed indication. 

 

The economic analysis used a partitioned survival model with three health states (pre-progression, 

post-progression and death). The model used a weekly cycle with half-cycle correction applied and 

adopted a lifetime horizon of 30 years.  

 

Clinical estimates for entrectinib were derived from pooled data across three phase I/II, single-

arm, open-label basket clinical studies across multiple tumour types in adults (ALKA, STARTRK-1, 

STARTRK-2). These data informed overall survival (OS), PFS, adverse events and utility values in the 

economic model. Comparator arm estimates were synthesised using (OS and PFS evidence for BSC 

pooled from published oncology studies. 

 

The estimation of long-term PFS, OS and time on treatment for entrectinib used the fitting of 

parametric curves to the pooled entrectinib clinical study data, using the exponential function in 

the base case. Median outcomes for OS and PFS for the comparator BSC were obtained from 

published oncology studies and converted to mean values using exponential extrapolation. This 

was conducted for each individual tumour type with a weighted average estimated based on the 

proportion of patients with each tumour type in the pooled study data for entrectinib. The 

estimated mean PFS and OS outcomes were 15.96 months and 33.12 months, respectively, for 

entrectinib, and 3.59 months and 16 months for BSC, respectively. 

 

Utility values for PFS for entrectinib were estimated using EQ-5D-3L data from the STARTRK-2 

study which was the main evidence base within the pooled data from the clinical study 

programme, whilst PFS (0.70) and post progression survival (PPS) (0.55) utility values for BSC were 

derived from published literature. In the base case the PPS utility estimated for BSC was also 

applied for entrectinib PPS, due to a lack of observations and validity of the EQ 5D derived values 

for Entrectinib PD. Utilities associated with adverse events of grade 3 or above were assumed to 

be captured in the EQ-5D data from the entrectinib study so were not separately applied in the 

base case. 

 

Costs included medicine acquisition, medicine administration, supportive care/ health state 

management, treatment of adverse events, and terminal care. The costs of NTRK testing were also 

included for entrectinib based on an estimate of the number needed to screen to identify one 

eligible patient for treatment, with for most tumour types the use of standard 

immunohistochemistry (IHC) testing with confirmatory Next Generation Sequencing (NGS) 

performed in a proportion of patients. The cost of testing was also included for BSC patients based 
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in most instances on the use of a standard IHC test across tumour types. A weighted average test 

cost per eligible patient was estimated based on the proportion of patients with each tumour type 

in the entrectinib pooled studies.  

 

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 NHS Scotland. Under the 

PAS, a discount was offered on the list price of entrectinib.  

The base case for entrectinib versus BSC estimated an incremental cost-effectiveness ratio (ICER) 

of £37,398/QALY at PAS price across the multiple tumour types covered. Costs and QALYs were 

discounted at 3.5%.  

 

Table 3. Base case results entrectinib versus best supportive care (PAS price) 

Comparison ICER (cost/ QALY) 

Entrectinib versus BSC, including test costs £37,398 

ICER, incremental cost-effectiveness ratio; LY, life year; PAS, patient access scheme; QALY, quality adjusted 

life year.  

 

In one-way sensitivity analysis entrectinib versus BSC was most sensitive to variation by ±20% in 

PFS utility values, disease testing costs, and comparator OS. A range of scenario analyses were 

performed, with key scenarios presented in Table 4. There is sensitivity to scenarios associated 

with the inclusion/ exclusion of testing costs, with the lowest ICER estimated for a scenario 

excluding testing costs for entrectinib and BSC, and a highest ICER if only testing costs were 

included for entrectinib (Table 4). Assigning only a proportion of testing costs (50%) to entrectinib 

(e.g. on the grounds that there will be other tumour agnostic therapies entering clinical practice), 

produced an ICER range of £32-43k dependent on whether comparator BSC testing costs are 

included or excluded (Table 4). There was also ICER variation according to the OS extrapolation 

method for entrectinib, although less sensitivity to alternative PFS utility scenarios, and shorter 

time horizons (largely as most patients were estimated to have died by 10 years).  

 

Table 4. Scenario analysis results entrectinib versus best supportive care (PAS price) 

 Scenario Analysis ICER (cost/QALY, with 

PAS) 

1 Testing costs: Testing costs excluded from comparator arm only and 

100% attributed on entrectinib 
£59,906  

2 Testing costs: Testing costs excluded from both arms £26,498  

3 Testing costs: 50% attributed to entrectinib (shared across two drugs) £31,948  

4 Testing costs: Testing costs excluded for comparator arm only and 50% 

attributed on entrectinib (shared across two drugs) 
£43,202  

5 OS distribution (entrectinib): Log-normal £21,654  

6 OS distribution (entrectinib): Weibull £39,949  

7 OS distribution (entrectinib): Gompertz £44,429  

8 PFS utility value (entrectinib): Same utility applied as BSC PFS based on 

published literature 
£43,226 
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9 PFS utility  for entrectinib (lower confidence interval of nested random 

effects model used to estimate EQ 5D PFS utility) 
£40,175 

10  10 year time horizon £38,080 

11 5 year time horizon £43,183 

BSC, best supportive care; ICER, incremental cost-effectiveness ratio; PAS, patient access scheme; PFS, 

progression free survival; QALY, quality adjusted life year 

The economic analysis was associated with a number of weaknesses and uncertainties: 

 The relative effectiveness of entrectinib versus BSC is uncertain. The clinical study 

programme for entrectinib consists of single arm studies and consequently there is an 

absence of head-to-head clinical data versus the relevant comparator (BSC) and only a 

naïve comparison was made with BSC PFS and OS outcomes. This used data from published 

oncology trials and key assumptions had to be made around extrapolation and 

representativeness of BSC in order to allow the relative effectiveness of entrectinib versus 

BSC to be estimated. Additionally, the economic analysis was performed in patients aged 

12 or more, although no data were included for patients in the age range 12-18 in the 

model. Scenario analyses including patients under 12 years old provides some reassurance 

of the generalisability of the available data to the population of interest.  

 There is uncertainty in the entrectinib overall survival data due to median duration of 

follow-up being limited (14.2 months) and so the data are immature, requiring long-term 

extrapolation over the time horizon. 

 Whilst the economic model has a standard structure, the pragmatic approach to estimation 

of BSC PFS and OS based on mean estimates rather than area under the curve estimation 

means that BSC outcomes do not appear to get varied in certain scenario analysis e.g. 

relating to PFS/OS extrapolation or time horizon. Hence, the impact of uncertainty in 

relative effectiveness on the ICER may be understated in such scenarios.  

 A single base case multiple tumour weighted average ICER versus BSC was estimated but 

incremental costs and outcomes could vary by individual tumour types, and there was 

large variations in the BSC mean OS estimates across tumour types (from 6 months for 

pancreatic cancer to 48 months for neuroendocrine cancers). Producing cost-effectiveness 

results by tumour type is extremely challenging and likely to lack robustness due to the 

small patient numbers with each tumour in the pooled entrectinib study data. On request, 

the company provided scenario analyses excluding individual tumour types 

(neuroendocrine tumours, pancreatic tumours) which showed the ICER to be reasonably 

stable to these changes. The resulting ICERs were £37,079 and £37,234 excluding 

pancreatic and neuroendocrine tumours respectively. This reduces some concern over the 

appropriateness of a single ICER for all tumour types but there remains uncertainty. 

 Quality of life data are based on a small number of patients from the single-arm, open-

label STARTRK-2 study for entrectinib, and published literature for BSC, and therefore have 

limitations leading to inherent uncertainties. However, further scenario analysis was 

performed by the company demonstrated that the ICER was only moderately upwardly 

sensitive to plausible lower PFS utility estimates for entrectinib.  

 There is uncertainty over the allocation of testing costs to entrectinib and BSC in the 

economic analysis, which impacts on the ICER. The company has made a case that the costs 

of testing should not be apportioned at all or at least not fully to entrectinib for various 



12 

reasons, including penalising the innovation of the first technology, that there will be other 

tumour agnostic therapies in clinical practice soon, and the NHS Scotland commitment to 

NGS testing in the future for all cancer patients will be borne by the NHS budget. Excluding 

or reducing the testing cost apportioned to entrectinib improves the ICER. However, there 

is also doubt about the appropriateness of apportioning test costs to BSC in that testing of 

patients receiving current BSC across tumour types is not routine practice. Excluding these 

costs for BSC increases the ICER, although the company argue that testing for NTRK fusions 

requires up front detection or NGS panel confirmation so should be included.  

 

The Committee also considered the benefits of entrectinib in the context of the SMC decision 

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

the criterion for the absence of other treatments of proven benefit was met. In addition, as 

entrectinib is an orphan equivalent medicine, SMC can accept greater uncertainty in the economic 

case.  

 

After considering all the available evidence, the output from the PACE process, and after 

application of the appropriate SMC modifiers, the Committee accepted entrectinib for use in 

NHSScotland. 

 

Other data were also assessed but remain confidential.* 

 

Additional information: guidelines and protocols 

 

None.  

 

Additional information: comparators 

 

The most relevant comparator is best supportive care.  
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Additional information: list price of medicine under review 

 

Medicine Dose Regimen Cost per year (£) 

Entrectinib Adults and paediatric 

patients 12 years of age or 

older with a BSA ≥1.51m2: 

600mg entrectinib once 

daily. 

  

Paediatric patients 12 years 

of age or older with a BSA 

of 1.11 to 1.50m2: 400mg 

entrectinib once daily. 

£61,920 

 

 

 

 

 

£41,280 

Costs from BNF online on 2 February 2021. Costs do not take patient access schemes into 

consideration. 

 

Additional information: budget impact 

 

The submitting company estimated there would be 47 new patients with advanced or metastatic, 

NTRK fusion-positive solid tumour patients per year in Scotland. The proportion of patients eligible 

for treatment with entrectinib reduced to 22 in year 1, rising to 30 patients in year 5, based on the 

proportion of patients fit enough for entrectinib treatment and the proportion of patients tested 

with a confirmed NTRK diagnosis.  

 

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.* 
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This assessment is based on data submitted by the applicant company up to and including  

16 October 2020. 

*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 

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 

file://///hisldata01/share/SMC/Subs/2020/entrectinib%20(Rozlytrek)%20NTRK%20with%20PAS%202295/Edits%20Post%20SMC/www.medicines.org.uk
file://///hisldata01/share/SMC/Subs/2020/entrectinib%20(Rozlytrek)%20NTRK%20with%20PAS%202295/Edits%20Post%20SMC/www.ema.europa.eu
http://www.scottishmedicines.org.uk/About_SMC/Policy
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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. 

 


