
 
 

This briefing reflects the evidence available at the time of writing and a limited literature search. It is not 

intended to be a definitive statement on the safety, efficacy or effectiveness of the health technology covered 

and should not be used for commercial purposes or commissioning without additional information. A version 

of the briefing was sent to the company for a factual accuracy check. The company was unavailable to 

comment. 

Page 1 of 8 

                                                                                  

 

 

HEALTH TECHNOLOGY BRIEFING 
MARCH 2019 

 

Durvalumab with or without tremelimumab in 
addition to platinum based chemotherapy for 
extensive-stage disease small-cell lung cancer 

NIHRIO ID 26898 NICE ID 10162 

Developer/Company AstraZeneca UK Ltd UKPS ID Not Available 

 

Licensing and market 
availability plans 

Currently in phase III clinical trials 

 

SUMMARY 

Durvalumab with or without tremelimumab in addition to platinum based chemotherapy, is 

in clinical development for people with extensive-stage disease small-cell lung cancer (SCLC). 

SCLC is an aggressive type of lung cancer that is associated with smoking. The condition is 

often diagnosed at a late stage, when the cancer has spread to other parts of the body 

(extensive-stage). If patients are fit enough, they may be given chemotherapy as first-line 

treatment, although the cancer will usually return quickly (within 6 months). The average 

length of survival from diagnosis is under 10 months.  

There are few treatment options available for this condition, and the standard treatment of 

chemotherapy has not changed for several decades. Durvalumab and tremelimumab are a 

new kind of treatment for this cancer called immunotherapy that helps the body’s immune 

system to fight the cancer. These medicinal products are given by intravenous infusion 

together with chemotherapy. Durvalumab is already licensed in the UK for the treatment of 

a different type of lung cancer. The combination treatment may be more effective than 

either treatment alone, and could provide an additional treatment for patients who currently 

have few effective therapies. 
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  PROPOSED INDICATION 
 

Small-cell lung cancer (SCLC), extensive-stage disease, suitable to receive platinum-based 
chemotherapy (PBC) as first-line treatment1 

TECHNOLOGY 

DESCRIPTION 

Durvalumab (Imfinzi) is a fully human, immunoglobulin G1 kappa (IgG1κ) monoclonal antibody that 
selectively blocks the interaction of programmed cell death ligand-1 (PD-L1) with PD-1 and CD80 
(B7.1). Durvalumab does not induce antibody dependent cell-mediated cytotoxicity (ADCC). Selective 
blockade of PD-L1/PD-1 and PD-L1/CD80 interactions enhances antitumour immune responses and 
increases T-cell activation. Expression of PD-L1 protein is an adaptive immune response that helps 
tumours evade detection and elimination by the immune system. PD-L1 can be induced by 
inflammatory signals (e.g., interferon (IFN)-gamma) and can be expressed on both tumour cells and 
tumour-associated immune cells in tumour microenvironment. PD-L1 blocks T-cell function and 
activation through interaction with PD-1 and CD80 (B7.1). By binding to its receptors, PD-L1 reduces 
cytotoxic T-cell activity, proliferation and cytokine production.2 
 
Tremelimumab is a selective human immunoglobulin G2 (IgG2) monoclonal antibody inhibitor of 
cytotoxic T-lymphocyte associated protein 4 (CTLA-4). It promotes T-cell activity through CTLA-4 
inhibition but does not seem to deplete regulatory T-cells directly.3 
 
In the phase III clinical trial (CASPIAN; NCT03043872), durvalumab is administered by intravenous (IV) 
infusion at 50mg/ml every 3 weeks for 12 weeks and every 4 weeks thereafter, with or without 
tremelimumab IV infusion at 20mg/ml every 3 weeks for 12 weeks and an additional dose at week 
16, in addition to 10mg/ml carboplatin IV infusion or 1mg/ml cisplatin IV infusion + 20mg/ml 
etoposide IV infusion every 3 weeks for up to 4 cycles. Treatment with durvalumab is continued until 
treatment progression or other discontinuation criteria are reached.1,4 

INNOVATION AND/OR ADVANTAGES 

The standard options for therapy for SCLC have not changed over the last three decades, and the 
effectiveness of the few available treatment options is limited. However, the high mutational burden 
of SCLC, resulting in a large number of potential tumour-specific antigens, provides opportunities for 
therapeutic intervention.5 
 
Drugs that block the PD-L1/PD-1 pathway act in the tumour microenvironment and prevent inhibition 
of T-cell function, whereas drugs that block CTLA-4 pathway act in the lymphoid compartment to 
expand the number and repertoire of tumour-reactive T-cells. Preclinical data indicate that these 
pathways are non-redundant, suggesting that targeting both pathways could have additive or 
synergistic effects.3,6 

DEVELOPMENT STATUS AND/OR REGULATORY DESIGNATIONS 

Durvalumab has Marketing Authorisation in the EU/UK as a monotherapy for the treatment of locally 
advanced, unresectable non-small-cell lung cancer (NSCLC) in adults whose tumours express PD-L1 
on ≥1% of tumour cells and whose disease has not progressed following platinum-based 
chemoradiation therapy.2 
 
Tremelimumab does not currently have Marketing Authorisation in the EU/UK for any indication. 
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Durvalumab in combination with tremelimumab is in phase II/III clinical development for:7 

 Bladder cancer 

 Non-small-cell lung cancer 

 Squamous cell carcinoma of the head and neck 

 Hepatocellular carcinoma 

 Breast cancer 

 

PATIENT GROUP 

DISEASE BACKGROUND 

SCLC is an aggressive high-grade neuroendocrine tumour associated with a short doubling time, a 
high growth fraction, and early development of widespread metastases, which contribute to the 
extremely poor prognosis of patients with the disease. Among the major lung cancer subtypes, SCLC 
has the strongest association with smoking, with only 2% of cases occurring in never-smokers. 
Consequently, SCLCs have a high load of somatic mutations induced by tobacco carcinogens.5 
Quitting smoking has been related not only to a reduction in the incidence of SCLC, but also to a 
significant reduction in the risk of mortality. The association with smoking means that the treatment 
of patients with SCLC can be complicated, as they usually present with multiple important 
comorbidities secondary to tobacco use such as chronic obstructive pulmonary disease, ischaemic 
cardiopathy and hypertension, thus deteriorating their functional status.8 
 
The most common presenting symptoms of SCLC are cough, chest pain, haemoptysis (coughing up 
blood), dyspnoea (breathlessness) and weight loss.9 SCLC is usually classified as limited-stage or 
extensive-stage disease. Limited-stage SCLC is defined as disease confined to a single radiation port, 
with or without mediastinal lymph-node involvement, whilst in extensive-stage SCLC the disease has 
spread beyond a single radiation port, generally synonymous with distant metastasis.5 European 
guidelines equate the term “extensive-stage” with metastatic tumours, classifying this as stage 4 
cancer.10 

CLINICAL NEED AND BURDEN OF DISEASE 

Lung cancer is the third most common cancer in the UK, accounting for 13% of all new cancer cases 
in 2015.11 In England in 2016 there were 38,363 registrations of newly diagnosed cases of malignant 
neoplasm of bronchus and lung (ICD-10 code C34).12 Across the UK, incidence rates are expected to 
decrease from 94.41 per 100,000 in 2014 (46,400 cases) to 87.99 per 100,000 in 2035 (62,832 cases) 
(European age-standardised rates).13 
 
In England in 2016, there were 3,754 cases of SCLC, equating to 10% of newly diagnosed lung cancer 
cases.14 Extensive-stage disease accounts for around two-thirds of all SCLC diagnoses.5,15,16 
 
Survival for lung cancer is strongly related to stage of disease at diagnosis.17 Patients with extensive-
stage disease SCLC are not curable and, in the UK, have a two-year survival rate of less than 5%.18 
Despite response rates close to 70%, outcomes remain poor, with a median progression-free survival 
of 5.5 months and a median overall survival of <10 months.10,19,20 
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PATIENT TREATMENT PATHWAY 

TREATMENT PATHWAY 

SCLC is a particularly aggressive cancer, which is nearly always advanced at the time of diagnosis, so 
surgery is often not appropriate. However, these tumours are very sensitive to chemotherapy and 
radiotherapy, and this can improve survival and quality of life. Patients may deteriorate quickly in the 
time between presentation and treatment, so it is important that the pathway is expeditious. As the 
vast majority of patients with SCLC present with extensive-stage disease, timely use of palliative 
chemotherapy is often the most appropriate measure.21    
 
In England and Wales in 2016, 68% of patients with SCLC received chemotherapy (slightly below the 
audit target of 70% set by the Royal College of Physicians in the National Lung Cancer Audit). Of these 
patients, 34% received their chemotherapy within 14 days of pathological diagnosis.21 
 
If chemotherapy works well, patients may then receive radiotherapy to the lungs or head. For 
patients in England diagnosed with Stage 4 SCLC in 2013-15, 33% received chemotherapy only, and 
31% received chemotherapy and radiotherapy.22 
 
The objective response rate associated with platinum-based chemotherapy ((either cisplatin or 
carboplatin) and etoposide) approach 70%, but most patients suffer rapid disease relapse within 6 
months.5 

CURRENT TREATMENT OPTIONS 

As first-line treatment for extensive-stage SCLC, NICE recommends:23 

 Offer platinum-based combination chemotherapy to patients if they are fit enough 

 Assess the patient’s condition before each cycle of chemotherapy and offer up to a maximum 
of six cycles, depending on response and toxicity 

 Thoracic radiotherapy should be considered after chemotherapy if there has been a complete 
response at distant sites and at least a good partial response within the thorax 

PLACE OF TECHNOLOGY 

If licensed, durvalumab with or without tremelimumab in addition to platinum-based chemotherapy 
will offer an additional first-line treatment option for patients with extensive-stage SCLC, who 
currently have few effective therapies available. 

 

 

CLINICAL TRIAL INFORMATION 
 

Trial CASPIAN, NCT03043872, EudraCT-2016-001203-23; durvalumab  + 
tremelimumab + platinum-based chemotherapy (PBC) vs durvalumab + PBC 
vs PBC; phase III 

Sponsor AstraZeneca UK Ltd 

Status Ongoing 

Source of 
Information 

Trial registry1,4 

Location EU (not UK), USA and other countries 

Design Randomised, active-controlled 

https://www.clinicaltrials.gov/ct2/show/NCT03043872
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Participants n=988; aged 18yrs and older; small-cell lung cancer; extensive disease; suitable 
to receive first-line PBC 

Schedule Randomised to: 

Arm 1: 50mg/ml durvalumab IV infusion every 3 wks for 12 wks (4 cycles) and 
every 4 wks thereafter until disease progression or other discontinuation 
criteria, in combination with 20mg/ml tremelimumab IV infusion every 3 wks 
for 12 wks (4 cycles) and an additional dose at wk 16, in addition to 10mg/ml 
carboplatin IV infusion or 1mg/ml cisplatin IV infusion + 20mg/ml etoposide IV 
infusion every 3 wks for up to 4 cycles 
Arm 2: 50mg/ml durvalumab IV infusion every 3 wks for 12 wks (4 cycles) and 
every 4 wks thereafter until disease progression or other discontinuation 
criteria, in addition to 10mg/ml carboplatin IV infusion or 1mg/ml cisplatin IV 
infusion + 20mg/ml etoposide IV infusion every 3 wks for up to 4 cycles 
Arm 3: carboplatin or 1mg/ml cisplatin IV infusion + 20mg/ml etoposide IV 
infusion every 3 wks for up to 6 cycles 

Follow-up Active treatment until disease progression or other discontinuation criteria, 
follow-up to 3 yrs 

Primary 
Outcomes 

 Overall survival  [Time frame: up to 3 yrs] 

 Progression-free survival using Blinded Independent Central Review 
(BICR) assessments according to Response Evaluation Criteria in Solid 
Tumours (RECIST) 1.1 [Time frame: up to 2 yrs] 

Secondary 
Outcomes 

 Proportion of pts alive and progression-free at 6 mths from 
randomisation using BICR assessments according to RECIST 1.1 [Time 
frame: up to 6 mths] 

 Proportion of pts alive and progression-free at 12 mths from 
randomisation using BICR assessments according to RECIST 1.1 [Time 
frame: up to 12 mths] 

 Proportion of pts alive at 18 mths [Time frame: up to 18 mths] 

 

Time frame: up to 2 yrs: 

 Objective response rate using BICR assessments according to RECIST 
1.1 

 Disease-related symptoms measured by European Organisation for the 
Research and Treatment of Cancer Quality of Life Questionnaire 
(EORTC QLQ-C30) 

 Health-related quality of life measured by EORTC QLQ-C30 

 Disease-related symptoms measured by European Organisation for the 
Research and Treatment of Cancer Quality of Life Questionnaire Lung 
Cancer 13 (EORTC QLQ-LC13) 

 Immunogenicity of durvalumab and tremelimumab as assessed by 
frequency of pts with positive anti-drug antibody (ADA) titers 

 Pharmokinetics (PK) of durvalumab and tremelimumab as determined 
by peak concentration 

 PK of durvalumab and tremelimumab as determined by trough 
concentration 

 Changes in World Health Organisation / Eastern Cooperative Oncology 
Group (WHO/ECOG) performance status 

 Safety and tolerability profile of durvalumab +/- tremelimumab in 
combination with PBC treatment compared with PBC as determined by 
vital signs, laboratory data, electrocardiograms and physical 
examination 

Key Results - 
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Adverse effects 
(AEs) 

- 

Expected 
reporting date 

Primary completion date reported as September 2019 

 

ESTIMATED COST 

Durvalumab is already marketed in the UK for the treatment of non-small-cell lung cancer; a 
120mg/2.4ml concentrate for solution for infusion vial costs £592, and a 500mg/10ml concentrate 
for solution for infusion vial costs £2,466.24 
 
The cost of tremelimumab is not yet known. 

ADDITIONAL INFORMATION 

 

 

RELEVANT GUIDANCE 

NICE GUIDANCE 

 NICE technology appraisal in development. Pembrolizumab with chemotherapy for 
untreated extensive-stage small-cell lung cancer (ID1509) (GID-TA10413). Expected date of 
issue to be confirmed. 

 NICE technology appraisal in development. Atezolizumab with carboplatin and etoposide for 
untreated extensive-stage small-cell lung cancer (ID1504) (GID-TA10400). Expected October 
2019. 

 NICE clinical guideline. Lung cancer: diagnosis and management (CG121). April 2011. 

 NICE quality standard. Lung cancer in adults (QS17). March 2012. 

 NICE interventional procedures guidance. Microwave ablation for treating primary lung 
cancer and metastases in the lung (IPG469). November 2013. 

 NICE interventional procedures guidance. Percutaneous radiofrequency ablation for primary 
or secondary lung cancer (IPG372). December 2010. 

NHS ENGLAND (POLICY/COMMISSIONING) GUIDANCE 

 NHS England. 2013/14 NHS Standard Contract for Cancer: Chemotherapy (Adult). B15/S/a. 

 NHS England. 2013/14 NHS Standard Contract for Cancer: Radiotherapy (All Ages). B01/S/a. 

OTHER GUIDANCE 

 Royal College of Physicians. National Lung Cancer Audit Annual Report 2017 (for the audit 
period 2016). Jan 2018.21 

 Scottish Intercollegiate Guidelines Network (SIGN). Management of lung cancer (SIGN 137). 
February 2014.18 

 European Society for Medical Oncology (ESMO). Small-cell lung cancer: ESMO Clinical 
Practice Guidelines. June 2013.10 
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