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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 
 
atezolizumab (Tecentriq®) is not recommended for use within NHSScotland. 
 
Indication under review: As monotherapy for the treatment of adult patients with locally 
advanced or metastatic urothelial carcinoma after prior platinum-containing chemotherapy. 
 
In a phase III randomised study of patients with locally advanced or metastatic urothelial 
carcinoma after prior platinum-containing chemotherapy, there was a small numerical 
increase in median overall survival for patients treated with atezolizumab compared with 
chemotherapy.   
 
The submitting company did not present a sufficiently robust clinical and economic analysis 
to gain acceptance by SMC. 
 
This advice takes account of the views from a Patient and Clinician Engagement (PACE) 
meeting. 
 
This advice replaces the second line recommendation for atezolizumab SMC No 1297/18. 

 
 

Chairman  
Scottish Medicines Consortium 

www.scottishmedicines.org.uk 
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Indication 
As monotherapy for the treatment of adult patients with locally advanced or metastatic 
urothelial carcinoma after prior platinum-containing chemotherapy.1 

Dosing Information 
1,200mg by intravenous (IV) infusion every three weeks until loss of clinical benefit or 
unmanageable toxicity. The initial dose of atezolizumab must be administered over 60 minutes. 
If the first infusion is well tolerated, all subsequent infusions may be administered over 30 
minutes. 
 
The summary of product characteristics gives recommendations for delaying or discontinuing 
treatment due to specific adverse events. 
 
Atezolizumab must be initiated and supervised by physicians experienced in the treatment of 
cancer.1 

Product availability date 
21 September 2017 
 

Atezolizumab received a positive scientific opinion under the Early Access to Medicines Scheme 
with the Medicines and Healthcare Products Regulatory Agency on 20 January 2017. 2 
 
Atezolizumab meets SMC end of life and orphan equivalent criteria for this indication. 

 

Summary of evidence on comparative efficacy 

 

Atezolizumab is a humanised monoclonal antibody that binds to programmed death–ligand 1 (PD-
L1) and blocks its interactions with the programmed death-1 (PD-1) and B7.1 receptors on tumour 
cells and/or tumour-infiltrating immune cells. This prevents PD-L1/PD-1 mediated inhibition of the 
immune response, including reactivating the anti-tumour immune response in urothelial carcinoma 
without inducing antibody-dependent cellular cytotoxicity.1, 3 This submission is for the use of 
atezolizumab in adult patients with locally advanced or metastatic urothelial carcinoma after prior 
platinum-containing chemotherapy (second-line). SMC has previously assessed the use of 
atezolizumab in adult patients with locally advanced or metastatic urothelial cancer who are 
considered cisplatin ineligible (first-line) and did not recommend its use in this patient group (SMC 
1297/18). 
 
Evidence to support the clinical case is from a phase III study (IMvigor 211), and from a cohort of a 
phase II, single-arm study (IMvigor 210). 
 
IMvigor 211 is an ongoing, open-label, randomised controlled study that recruited adults with 
histologically or cytologically documented, inoperable, locally advanced or metastatic urothelial cell 
carcinoma of the renal pelvis, ureters, bladder or urethra with measurable disease according to 
Response Evaluation Criteria in Solid Tumours (RECIST) version (v) 1.1. They were required to have 
Eastern Co-operative Oncology Group (ECOG) performance status ≤1; an evaluable sample for PD-
L1 testing; and to have received no more than two previous lines of therapy and have progressed 
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during or following one or more platinum-containing regimens for metastatic urothelial carcinoma 
(or neoadjuvant or adjuvant therapy with progression within 12 months).3, 4 
 
Patients were randomised in a 1:1 ratio to receive open-label treatment with either atezolizumab 
(n=467) 1,200mg IV every three weeks, or investigator’s choice of chemotherapy (n=464) IV every 
three weeks (vinflunine 320mg/m2, paclitaxel 175mg/m2 or docetaxel 75mg/m2). Atezolizumab 
treatment was continued as long as patients experienced clinical benefit in the opinion of the 
investigator, or until unacceptable toxicity, or symptomatic deterioration attributed to disease 
progression as assessed by the investigator based on radiographic data, biopsy results (if available), 
and clinical status. In the chemotherapy arm treatment was continued until RECIST v1.1 disease 
progression. Randomisation was stratified by PD-L1 expression (expression on <1% [IC0] or 1% to 
<5% [IC1] of tumour-infiltrating immune cells versus ≥5% of tumour-infiltrating immune cells 
[IC2/3]), chemotherapy type (vinflunine or taxanes), liver metastases (yes or no) and number of 
prognostic factors (none versus one, two, or three of the following: less than three months from 
previous chemotherapy; ECOG performance status ≥1; haemoglobin <100g/L).3, 4  
 
The primary outcome was overall survival (OS) assessed hierarchically in pre-specified populations 
according to PD-L1 expression status of tumour-infiltrating immune cells (IC). The first population 
to be tested included patients with expression on ≥5% (IC2/3), then patients with expression on >1% 
(IC1/2/3) and then the intention to treat (ITT) population consisting of all randomised patients. At 
the primary analysis, median follow up in the ITT population was 17.3 months. In the IC2/3 
population, 62% (72/116) of atezolizumab patients and 75% (88/118) of chemotherapy patients had 
died; median OS was 11.1 months in the atezolizumab group and 10.6 months in the chemotherapy 
group (HR=0.87 [95% confidence interval (CI): 0.63 to 1.21]). Since the difference was not 
statistically significant, further formal statistical testing was stopped. In the IC1/2/3 population, 70% 
(220/316) of atezolizumab patients and 75% (232/309) of chemotherapy patients had died; median 
OS was 8.9 months and 8.2 months, respectively, exploratory HR=0.87 (95% CI: 0.71 to 1.05). In the 
ITT population 69% (324/467) of atezolizumab patients and 75% (350/464) of chemotherapy 
patients had died; median OS was 8.6 months and 8.0 months, respectively, exploratory HR=0.85 
(95% CI: 0.73 to 0.99; p=0.038).3, 4 OS rates at 12 months were 46.4% and 41.2% in the atezolizumab 
and chemotherapy groups in the IC2/3 subgroup and 39.2% and 32.4%, respectively in the ITT 
population.3 Exploratory subgroup analysis according to chemotherapy type suggested a numerical 
benefit for atezolizumab over taxane (HR=0.69 [95% CI: 0.44 to 1.10] in the IC2/3 population and 
0.73 [95% CI: 0.58 to 0.92] in the ITT population) but no benefit versus vinflunine (HR=0.95 [95% CI: 
0.62 to 1.45] in the IC2/3 population and 0.97 [95% CI: 0.78 to 1.19] in the ITT population).4  

 
Table 1: Results of secondary outcomes of IMvigor 2113, 4 

 IC2/3 population ITT population 

 Atezolizumab  Chemotherapy  Atezolizumab  Chemotherapy  

 n=113 n=116 n=462 n=461 

ORR 23% 22% 13% 13% 

Median duration of 

response (months) 

15.9 8.3 21.7 7.4 

PFS (months) 2.4 4.2 2.1 4.1 

ORR=objective response rate (investigator assessed complete or partial response by RECIST v1.1); 

PFS=progression free survival; IC2/3=population with programmed death-ligand 1 expression status of 

tumour-infiltrating immune cells ≥5%; ITT=intention to treat; n=number 
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Health related quality of life, assessed using the EORTC QLQ-C30 questionnaire showed initial 
deterioration in mean global health status, physical function and fatigue scores in both treatment 
groups that recovered to baseline values in the atezoliumab group after several cycles, but remained 
lower (especially for fatigue) in the chemotherapy group. Median time to deterioration in fatigue 
and physical function appeared to be longer in the atezolizumab group compared with the 
chemotherapy group.4 
 

IMvigor 210 was an open-label, single-arm, phase II study that recruited adults with histologically or 
cytologically documented, inoperable, locally advanced or metastatic urothelial cancer that was 
measurable according to RECIST v1.1; ECOG performance status ≤1; an evaluable sample for PD-L1 
testing and disease progression during or following treatment with at least one platinum-containing 
regimen. Patients were enrolled regardless of PD-L1 expression or number of prior therapies. The 
study included two cohorts; only cohort 2 is discussed here as it is relevant to the indication under 
review: patients whose disease had progressed during or after previous platinum-based 
chemotherapy.3 
 
All patients received open-label treatment with atezolizumab 1,200mg IV every three weeks. 
Treatment could continue beyond disease progression at the discretion of the investigator if there 
was evidence of clinical benefit and absence of symptoms or signs of unequivocal progression, no 
decline in ECOG performance status from baseline and no tumour growth at critical anatomical sites 
that couldn’t be managed within the study protocol.3  
 
The co-primary outcomes were objective response rate (ORR), defined as the proportion of patients 
with either a complete or partial response to atezolizumab, assessed in two ways: 1) investigator-
assessed based on immune-modified RECIST criteria; and 2) independent review facility-assessed 
based on RECIST v1.1.3, 5 A hierarchical fixed-sequence testing procedure was used to compare the 
ORR for atezolizumab with a historical control rate of 10% at alpha level 0.05. The three pre-
specified populations consisted of objective response-evaluable patients only and were tested in 
the following order: IC2/3 population; IC1/2/3 population; all objective response-evaluable 
patients.3, 5 
 

At the primary analysis, after a median follow-up of 7.1 months, independently-assessed ORR was: 

 27% (27/100) (95% CI: 18.6% to 36.8%) in patients with IC2/3 (PD-L1 expression ≥5%)  

 18% (38/208) (95% CI: 13.3% to 24.2%) in patients with IC1/2/3 (PD-L1 expression ≥1%)  

 15% (47/311) (95% CI: 11.3% to 19.6%) in all patients (p=0.0058) 3, 6 
 
Investigator assessed ORR was: 

 26% (26/100) (95% CI: 17.7% to 35.7%) in patients with IC2/3 (PD-L1 expression ≥5%)  

 21% (44/208) (95% CI: 15.8% to 27.3%) in patients with IC1/2/3 (PD-L1 expression ≥1%)  

 18% (57/311) (95% CI: 14.2% to 23.1%) in the ITT population3 
 

The difference in ORR between atezolizumab and the historical control rate of 10% was statistically 
significant in all populations.3 Results of an updated analysis at 20 months follow up were similar to 
those of the primary analysis. A further analysis at 33 months follow up found the ORR in the ITT 
population was 16% (95% CI: 13 to 21%), and the complete response rate was 7%.7 

 

The secondary outcome of median duration of response had not been reached by the primary 
analysis or 20-month follow up; at 33 months follow up in the ITT population (based on responders 
[16% of patients]) it was 24.8 months.7 See Table 2 for results of other secondary outcomes.  
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Table 2: Results of progression free survival and overall survival in IMvigor210 (cohort 2)3, 7, 8 

 IC2/3 population IC1/2/3 
population 

ITT 
population 

 n=100 n=208 n=311 

PFS median at 7.1 months follow up 2.1 months 2.1 months 2.1 months 

PFS median at 20 months follow up 2.1 months 2.1 months 2.1 months 

OS median at 7.1 months follow up NR 8 months 7.9 months 

OS median at 20 months follow up 11.9 months 9 months 7.9 months 

OS median at 33 months follow up - - 7.9 months 
PFS=progression free survival; OS=overall survival; IC2/3=population with programmed death-ligand 1 

expression status of tumour-infiltrating immune cells ≥5%; IC1/2/3=population with programmed death-ligand 

1 expression status of tumour-infiltrating immune cells ≥1%; ITT=intention to treat; n=number; NR=not reached 

 

Summary of evidence on comparative safety 

 
In study IMvigor211 a smaller proportion of atezolizumab- treated patients in the ITT population 
experienced treatment-related adverse events than chemotherapy-treated patients (70% versus 
89%, respectively). Serious adverse events were experienced by 41% and 43% of patients in the 
respective groups, and 3.5% and 14% of patients had a treatment-related adverse event that led to 
withdrawal from treatment.4 
 
Most treatment-related adverse events that occurred in at least 10% of patients in either treatment 
group were less common in the atezolizumab group than in the chemotherapy group: fatigue (15% 
versus 26%), constipation (6% versus 33%), nausea (10% versus 26%), vomiting (3% versus 14%), 
anaemia (5% versus 19%), neutropenia (1% versus 14%), alopecia (0 versus 27%) and peripheral 
neuropathy (1% versus 11%). Pruritus was more common in the atezolizumab group than in the 
chemotherapy group (12% versus 3%).4 
 

Treatment-related deaths were reported for four patients (0.9%) in the atezolizumab group and 
nine patients (2%) in the chemotherapy group.4 
 
Adverse events  with atezolizumab treatment were consistent with the known safety profiles of 
other immune checkpoint inhibitors.3 
 

Summary of clinical effectiveness issues 

 

Urothelial carcinoma affects the cells that line the urinary tract; over 90% of these tumours occur in 
the bladder.3,9 At diagnosis 10 to 15% of patients have metastatic disease. Most patients experience 
disease progression despite the efficacy of first-line regimens, including cisplatin. The overall 5-year 
survival rate for patients diagnosed with metastatic urothelial carcinoma is approximately 5.5%.3 
Clinical experts consulted by SMC have advised that, following cisplatin-based therapy, most 
patients would receive best supportive care or weekly paclitaxel if they can tolerate it. The European 
Association of Urology updated its guidance in 2018 and recommends that patients who progress 
during or after platinum-based combination chemotherapy for metastatic disease be offered 
treatment with PD-1 / PD-L1 inhibitors (pembrolizumab, atezolizumab or nivolumab) or be entered 
into a clinical trial.10 Atezolizumab is the third PD-1 / PD-L1 inhibitor licensed for the treatment of 
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urothelial cancer, after pembrolizumab and nivolumab. SMC has accepted pembrolizumab for use 
(restricted to a 2-year stopping rule) for the indication under review (SMC 1291/18) however as this 
advice was published within the six month period prior to the submission of atezolizumab to SMC, 
pembrolizumab is not considered to be a relevant comparator in this submission. Nivolumab has 
not been recommended by SMC for this indication, (SMC 1285/18). The chemotherapeutic agent 
vinflunine has also not been recommended by SMC, (SMC Advice: 686/11). Atezolizumab meets 
SMC end of life and orphan equivalent criteria for this indication. 
 
The phase III IMvigor211 study did not meet its primary outcome as there was no statistically 
significant difference in OS in patients with PD-L1 expression ≥5% (IC 2/3 population) treated with 
atezolizumab, compared with chemotherapy, (11.1 versus 10.6 months). The pre-specified 
hierarchical testing precluded any further formal statistical testing.3, 4 In the ITT population there 
was a numerical improvement in OS for atezolizumab compared with chemotherapy and the 12-
month OS rate was 39.2% and 32.4%, respectively. Response rates were low in both treatment 
groups. A small proportion of patients in the atezolizumab group benefitted from a longer duration 
of response: median 21.7 months versus 7.4 months in the ITT population.3, 4 The European 
Medicines Agency stated that efficacy can be considered established due to the numerical 
improvements in OS in the overall population and across all IC subgroups and the sustained 
responses in a small group of patients.3 
 
In cohort 2 of the phase II single-arm IMvigor210 study after median follow up of 33 months, 16% 
of patients had had an objective response, and median OS was 7.9 months. 
 
A key limitation of the phase III IMvigor 211 study is the comparator. Most (54%) of patients in the 
control arm received vinflunine which is not used in Scotland. The remaining patients received 
paclitaxel or docetaxel; only the former is considered to be a relevant comparator. In practice many 
patients are frail elderly and receive supportive care only. Another limitation of the study is that it 
was open label therefore patient reported outcomes should be interpreted with caution. 
 

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 atezolizumab as an orphan-equivalent/end of 
life medicine, in the context of treatments currently available in NHSScotland.  
 
The key points expressed by the group were: 
 

 Patients with this devastating condition are likely to survive for only a few months and have 
very poor quality of life with progressive dependency on carers.  

 The main treatment for these, often frail elderly, patients is further cytotoxic chemotherapy 
with no proven survival benefit, or palliative care alone.  

 The disease has a substantial negative effect on the physical and mental health of family and 
carers. 

 Approximately 20% of patients receiving atezolizumab gain substantial benefit in terms of 
longer, good quality life. 

 Treatment with atezolizumab is usually well tolerated and it provides hope to patients and 
their families. 
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 The availability of atezolizumab would provide an active treatment for those patients who 
would otherwise receive only palliative care alone. 

 
Additional Patient and Carer Involvement 
 
We received patient group submissions from Action Bladder Cancer UK and Fight Bladder Cancer, 
both organisations are registered charities. Action Bladder Cancer UK has received 32% 
pharmaceutical company funding in the past two years, including from the submitting company. 
Fight Bladder Cancer has received 5.3% pharmaceutical company funding in the past two years, 
including from the submitting company. A representative from Action Bladder Cancer UK 
participated in the PACE meeting.  Fight Bladder Cancer did not participate in the PACE meeting, 
however the key points of both submissions have been included in the full PACE statement 
considered by SMC. 
 

Summary of comparative health economic evidence 

 

The company submitted a cost utility analysis that evaluated atezolizumab as a monotherapy 
treatment for patients with advanced urothelial carcinoma after prior platinum-containing 
chemotherapy.  The analysis compared atezolizumab against a pooled ‘taxanes’ comparator 
comprising paclitaxel and docetaxel, based on the exploratory sub-group analysis from the 
IMvigor211 study that excludes vinflunine.4  
 
A three state model was constructed comprising PFS, progressed disease and death states, in a 
standard partitioned survival analysis. Clinical evidence for the model was based on the IMvigor211 
study, using data for OS, investigator assessed PFS, time-to-treatment discontinuation (TTD), and 
safety outcomes for atezolizumab and the pooled taxanes arm. The model begins with a patient 
mean age of 67 years (as in the IMvigor211 study) and adopts a 20 year time horizon at which time 
fewer than 1% of patients in either model arm survive.  
 
For the lifetime analysis the model adopted Kaplan Meier (KM) data for OS, PFS and TTD with 
parametric extrapolation. The KM data were combined with a base case log-logistic function for OS.  
The switch to the parametric tail occurred when 20% of patients remained at risk.  PFS data were 
mature in IMvigor211, and KM data were used until the point of 10% and 0.4% of atezolizumab and 
taxane patients at-risk respectively, followed by a generalised gamma distribution tail.  A two-year 
stopping rule was applied to atezolizumab.  This was not applied in the clinical study, but may be 
considered an appropriate modelling approach in line with previous SMC advice for 
immunotherapies.  Atezolizumab is licensed for use until loss of clinical benefit and the submitting 
company notes that evidence suggests that patients continue to receive treatment with 
atezolizumab beyond RECIST-assessed disease progression.  Therefore TTD data for both 
atezolizumab and taxane therapies were utilised from IMvigor211.  Extrapolation beyond the KM 
TTD employed a log-logistic function, selected based on AIC and BIC statistics; this was also used for 
taxanes given that the observed TTD data for taxanes in IMvigor211 are almost complete.  As 
atezolizumab data are less mature than for taxanes, different cut-off points for switching to 
parametric extrapolation were employed in the two arms (switching at 20% of patients at risk for 
atezolizumab versus switching at 0.4% for taxanes).  
 
The model did not adjust for treatment switching in the analysis of OS data, as there was little 
evidence of this in IMvigor211.  Subsequent treatments, which had low uptake, were not explicitly 
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modelled.  In the base case, treatment effect continued for three years after the two year stopping 
point.  
 
EQ-5D-3L data were collected in IMvigor211 prior to any treatment administration and/or prior to 
any other study assessments, then again at 6, 12, and 24 weeks after disease progression.  Given 
the potential for patients to remain on treatment until loss of clinical benefit, the model 
implemented utilities according to whether patients were ‘on-treatment’ or ‘off-treatment’.  
Separate estimates were applied by treatment arm while patients remained on-treatment (0.684 
for atezolizumab and 0.660 for taxanes).  A common utility was applied off treatment (0.547). The 
impact of treatment-related adverse events was assumed to be captured within the on-treatment 
estimates.  Scenario analyses using alternative utilities based on time to death, as in an earlier 
pembrolizumab assessment, produced more favourable cost per quality adjusted life years (QALY) 
estimates.  
 
The main costs were treatment acquisition and administration costs, disease management costs and 
management of adverse events. The model adopted a straightforward approach to assignment of 
costs based on pre and post progression. Dosing and administration assumptions appear suitable, 
and disease management assumptions were taken from previously tested sources with assessment 
by Scottish clinicians. The model applied a different dosing assumption for paclitaxel to that adopted 
in the study, intended to reduce toxicity, and based on expert clinician advice and supported by UK 
guidelines. The IMvigor211 study dosing is explored in scenario analysis.    
 
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.   SMC would 
wish to present the with-PAS cost-effectiveness estimates that informed the SMC decision. 
However, owing to commercial in confidence concerns regarding the PAS, SMC is unable to publish 
these results. As such, only the without-PAS figures can be presented. 
 
At list price the base case analysis estimated an ICER of £90,454 per QALY for atezolizumab 
compared to taxanes.  Incremental life years and QALY gains were 0.50 and 0.36 respectively. 
 

Table 3: Base case and selected scenario analyses results atezolizumab versus taxanes 

Base case / Scenario analysis ICER(list price) 

Base case £90,454 

OS KM + generalised gamma £89,834 

OS KM + exponential £137,207 

Comparator paclitaxel only: Paclitaxel 100%, docetaxel 0% £86,656 

Time horizon 5 years £127,386 

Time horizon 10 years £99,382 

OS KM + log-logistic; no continued treatment effect £112,110 

OS KM + exponential; no continued treatment effect £151,197 

Resource use source: clinical opinion £92,192 

Utility scores from pembrolizumab SMC £80,735 

Paclitaxel dosing: 175 mg/m2 every 21 days £93,695 
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The key points of weakness are:  

 The IMvigor211 study did not demonstrate statistical significance in the primary OS analysis, 
though this has been attributed to the pre-specified hierarchical testing order.  The economic 
analysis used data from an exploratory subgroup analysis and as such the overall survival 
gains predicted by the model are uncertain.  

 In IMvigor211 the comparator comprises three different chemotherapy medicines: 
vinflunine (55%), docetaxel (12%) and paclitaxel (33%).  For the economic model, a pooled 
taxanes comparator is used, with vinflunine excluded as not being recommended by SMC in 
this population.  The sub-group analysis excluding vinflunine, however, comprises docetaxel 
and paclitaxel, only the latter of which is relevant in the Scottish decision context. The 
submission explains that an analysis of paclitaxel alone could not be robustly performed as 
this would result in breaking study randomisation.  

 SMC clinical experts consulted for this review also highlighted that many patients, after 
failure of platinum-based therapy, are too frail to receive any chemotherapy and therefore 
are treated with best supportive care, which is not addressed as a comparator in the model.  
The submitting company explained that an analysis with best supportive care was not 
provided due to lack of available data and that it considered atezolizumab an alternative to 
chemotherapy.  Pembrolizumab, which has been accepted for use by SMC, is not considered, 
though this is consistent with the SMC advice being published within six months of receipt 
of the current submission.  

 The base case model assumes a planned treatment discontinuation at two years, but the 
model also assumes a continued treatment effect post discontinuation for a further three 
years.  There will be uncertainty as to the duration and magnitude of the subsequent effect, 
though scenario analyses suggest the impact on cost-effectiveness may be moderate.  
Assuming no treatment effect beyond discontinuation the ICER increased to £112,110 
without PAS.  The analysis of immediate loss of effect applied to alternative OS extrapolation 
distributions increases the ICER further. 

 

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

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

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

case. 

 

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

application of the appropriate SMC modifiers, the Committee was unable to accept atezolizumab 

for use in NHSScotland. 

 

Additional information: guidelines and protocols 

 

The European Association of Urology updated its guideline on muscle-invasive and metastatic 
bladder cancer on its website in 2018. It recommends that checkpoint inhibitors (pembrolizumab, 
atezolizumab or nivolumab) be offered to patients with disease progression during or after platinum 
based combination chemotherapy for metastatic disease. Alternatively, these patients can be 
treated within a clinical trial setting.10 
 
The following guidelines predate the availability of checkpoint inhibitors: 
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The National Institute for Health and Care Excellence (NICE) national guideline 2; Bladder cancer: 
diagnosis and management, published in February 2015.11  
The European Society for Medical Oncology (ESMO) Bladder cancer: ESMO Practice Guidelines for 
diagnosis, treatment and follow-up, published in 2014.12   
 

Additional information: comparators 

 

Pembrolizumab is available for use in NHSScotland for the indication under review. Paclitaxel was 
the most relevant comparator in the pivotal study.  
 

Cost of relevant comparators 

 

Medicine Dose Regimen Cost per cycle (£) 

Atezolizumab 1,200mg IV every three weeks 3,808 

Pembrolizumab  200mg IV every three weeks 5,260 

Paclitaxel*  175mg/m2 IV every three weeks 668 

Doses are for general comparison and do not imply therapeutic equivalence. Costs from MIMS and BNF 
online on 28 June 2018. Costs calculated using 1.8m2 body surface area and using the full cost of 
vials / ampoules assuming wastage. Costs do not take any patient access schemes into consideration.  
IV=intravenous; *unlicensed use; dose from IMvigor211 study 
 

Additional information: budget impact 

 

The submitting company estimated there would be 48 patients eligible for treatment with 
atezolizumab in year 1 rising to 132 in year 5 to which confidential uptake rates were applied.  
 
Without PAS 
The gross impact on the medicines budget was estimated to be £97,374 in year 1 rising to £536,193 
in year 5. As medicines were assumed to be displaced, the net medicines budget impact was 
estimated to be a saving of £53,053 in year 1 rising to a saving of £292,136 in year 5.  
 
Other data were also assessed but remain confidential.* 
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Practice Guidelines for diagnosis, treatment and follow-up. Ann Oncol. 2014;25(suppl 3):iii40-iii8. 
 

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

10 August 2018. 

 

*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 

http://uroweb.org/guideline/upper-urinary-tract-urothelial-cell-carcinoma/
http://uroweb.org/guideline/upper-urinary-tract-urothelial-cell-carcinoma/
http://uroweb.org/guideline/bladder-cancer-muscle-invasive-and-metastatic/#11
http://uroweb.org/guideline/bladder-cancer-muscle-invasive-and-metastatic/#11
https://www.nice.org.uk/guidance/ng2/resources/bladder-cancer-diagnosis-and-management-of-bladder-cancer-51036766405
https://www.nice.org.uk/guidance/ng2/resources/bladder-cancer-diagnosis-and-management-of-bladder-cancer-51036766405
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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. 
 
 
 
 
 


