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Licensing and Market Availability Plans 

Currently in phase III clinical development. 
 

Summary 

Tiragolumab in combination with atezolizumab is in clinical development to treat patients with 
unresectable oesophageal squamous cell carcinoma (ESCC) following chemoradiotherapy. ESCC 
is a type of cancer that begins in the thin, flat cells lining the food pipe (oesophagus) and may 
spread to other parts of the body. Unresectable refers to cancer which cannot be removed 
completely by surgery. Symptoms include difficulty swallowing, persistent indigestion or 
heartburn, weight loss, pain in the throat, and chronic cough. In the UK it is more common in older 
people (≥75 years old) and males. There is a need for new treatment options, including 
immunotherapies, which help the immune system to fight cancer, as ESCC progresses rapidly and 
is associated with a high mortality. 

Tiragolumab is an antibody (a type of protein) which targets the TIGIT protein which is present 
on immune cells, including natural killer cells and T cells. It is administered intravenously. 
Atezolizumab is a monoclonal antibody (a type of protein) which is administered via intravenous 
(IV) injection. Atezolizumab works by attaching to, and blocking the action of programmed death-
ligand 1 (PD-L1) which is a protein present on many cancer cells. By blocking the action of PD-
L1, atezolizumab increases the immune system’s ability to kill cancer cells, and slows down 
progression of the cancer. The mechanism of action of tiragolumab complements that of action 
of PD-L1/PD-1 inhibitors such as atezolizumab. If licensed, tiragolumab with atezolizumab will 
offer an additional treatment option for patients with unresectable ESCC. 
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Proposed Indication 

For the treatment of patients with unresectable oesophageal squamous cell carcinoma (ESCC) following 
chemoradiotherapy.1 
 

 

Technology 

Description 

Tiragolumab (RG-6058, MTIG7192A) is a fully human monoclonal antibody IgG1/kappa with an intact 
fragment crystallisable Fc region targeting T-cell immunoreceptor with Ig and immunoreceptor tyrosine-
based inhibitory motif (TIGIT) which is expressed on natural killer cells and T cells. TIGIT inhibits immune-
cell activity by binding to the receptor/poliovirus receptor (PVR) ligand on tumour and antigen-presenting 
cells, and its expression strongly correlates with that of PD-1.2,3 
 
Atezolizumab, is an Fc-engineered, humanised immunoglobulin G1 (IgG1) monoclonal antibody, a type of 
protein designed to attach to a protein called PD-L1, which is present on many cancer cells.4,5 Programmed 
death-ligand 1 (PD-L1) may be expressed on tumour cells and/or tumour-infiltrating immune cells and can 
contribute to the inhibition of the antitumour immune response in the tumour microenvironment. Binding 
of PD-L1 to the PD-1 and B7.1 receptors found on T-cells and antigen presenting cells suppresses 
cytotoxic T-cell activity, T-cell proliferation and cytokine production. Atezolizumab provides a dual 
blockade of the PD-1 and B7.1 receptors, releasing PD-L1/PD-1 mediated inhibition of the immune 
response, including reactivating the antitumour immune response without inducing antibody-dependent 
cellular cytotoxicity. Atezolizumab spares the PD-L2/PD-1 interaction allowing PD-L2/PD-1 mediated 
inhibitory signals to persist.4 
 
Tiragolumab with atezolizumab is currently in phase III clinical development for patients with unresectable 
ESCC, after definitive chemoradiotherapy. In a phase III clinical trial (NCT04543617), tiragolumab is 
administered intravenously at a fixed dose of 600 milligrams (mg) in combination with 1200mg of 
atezolizumab which is also administered intravenously every 3 weeks.1 
 

Key Innovation 

ESCC has poor prognosis, with more than half of tumours reoccurring after definitive platinum-based 
concurrent chemoradiotherapy (dCRT) highlighting the need for additional therapy options in this setting.6 
Tiragolumab is a novel immune checkpoint inhibitor which selectively binds to TIGIT, a novel inhibitory 
immune checkpoint, which suppresses the immune response to cancer. Based on preclinical research, 
tiragolumab is thought to work as an immune amplifier, and complement the activity of other cancer 
immunotherapies such as atezolizumab. The TIGIT pathway is distinct but complementary to the PD-
L1/PD-1 pathway. Dual blockade with tiragolumab and atezolizumab may help overcome immune 
suppression and restore the immune response to cancer.7 
 
Recent studies have shown safety and efficacy of  tiragolumab in combination with atezolizumab for 
treatment in patients with solid tumours such as NSCLC.8 Preliminary results for the treatment of 
metastatic oesophageal cancer also showed that tiragolumab in combination with atezolizumab is also well 
tolerated and has an acceptable safety profile.9 If licensed, tiragolumab in combination with atezolizumab 
will provide an additional treatment option for patients with advanced ESCC. 
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Regulatory & Development Status 

Tiragolumab does not currently have marketing authorisation in the EU/UK for any indication. 
 
Atezolizumab currently had Marketing Authorisation in the EU/UK for the following indications:4,5  

 Metastatic urothelial cancer 
 Metastatic triple negative breast cancer 
 Extensive stage small cell lung carcinoma 
 Hepatocellular carcinoma 

 
Tiragolumab in combination with atezolizumab is currently in phase II or III clinical trials for the treatment 
of several indications including:10 

 Head and neck squamous cell carcinoma 
 Kidney medullary carcinoma 
 Bladder cancer 
 Non-small cell lung cancer (early stage and metastatic) 
 Cervical cancer 
 Rectal cancer 

 

Patient Group 

Disease Area and Clinical Need 

Oesophageal cancer is a type of cancer affecting the food pipe (oesophagus), the long tube that carries 
food from the mouth to the stomach.11,12 Most oesophageal cancers can be categorised into two main 
histologic subtypes: squamous cell carcinoma (SCC) and adenocarcinoma. SCC is the most common 
oesophageal cancer subtype diagnosed worldwide.13 Advanced cancer refers to when the cancer has 
spread from where it first started to surrounding tissues, lymph nodes, or distant parts of the body.14 
Advanced cancers can be locally advanced or metastatic.15 Advanced  oesophageal cancer is considered 
unresectable, so treatments other than surgery are required.16 The cause of oesophageal cancer is 
currently unknown but there are risk factors such as age, obesity, smoking and alcohol consumption which 
may contribute to the development of oesophageal cancer.17 The most common symptoms of oesophageal 
cancer include: difficulty swallowing (dysphagia), persistent indigestion or heartburn, weight loss, pain in 
the throat or behind the breastbone, and persistent cough.11 
 
Oesophageal cancer is more common in men than women. It is also more common in older people. In the 
UK, on average each year around 40% of new cases are in people aged 75 years and over, whereas the 
condition is very rare in people aged younger than 40 years.11 There were approximately 9,300 new cases 
of oesophageal cancer in the UK every year in 2016-2018.18 Oesophageal cancer was the 7th most 
common cause of cancer death in the UK in 2018. The crude mortality rate in England was 11.7 per 
100,000 in 2018 which accounted for 5% of cancer related deaths.19 In England, in 2021-22, there were 
43,451 finished consultant episodes (FCE) for malignant neoplasm of the oesophagus (ICD 10 code: C15), 
resulting in 34,765 hospital admissions and 79,373 FCE bed days.20 For patients diagnosed in England 
between 2013 and 2017, followed up to 2018, the 1-year and 5-year survival rates for stage III stomach 
cancer were 63.2% and 23.5% respectively.21 
 

Recommended Treatment Options 

The National Institute for Health and Care Excellence (NICE) currently recommends patients with ESCC 
definitive chemoradiotherapy.22 Current guidelines for previously treated unresectable advanced, 
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recurrent or metastatic oesophageal squamous cell carcinoma after prior fluoropyrimidine and platinum-
based combination chemotherapy recommend Nivolumab as a monotherapy.23 

 

Clinical Trial Information 

Trial 

SKYSCRAPER-07, NCT04543617, EudraCT2020-001178-31, A Phase III, 
Randomized, Double-Blind, Placebo-Controlled Study of Atezolizumab With or 
Without Tiragolumab (Anti-TIGIT Antibody) in Patients With Unresectable 
Oesophageal Squamous Cell Carcinoma Whose Cancers Have Not Progressed 
Following Definitive Concurrent Chemoradiotherapy 
Phase III – Recruiting 
Location(s): 11 EU, UK, US, and other countries 
Primary completion date: December 2024 

Trial Design Randomised, quadruple masked, parallel assignment 

Population N=750 (estimated); aged 18 years and older; histologically or cytologically 
confirmed diagnosis of squamous cell carcinoma of the oesophagus 

Intervention(s) Tiragolumab and atezolizumab (intravenous administration) 

Comparator(s) Matched placebo 

Outcome(s) 

Primary outcome measures: 
 Arm A vs Arm C: Investigator-Assessed Progression-Free Survival (PFS) 

[Time frame: From randomization to the first occurrence of disease 
progression or death from any cause, whichever occurs first (up to 
approximately 50 months)] 

 Arm A vs Arm C: Overall Survival (OS) [ Time frame: From randomization 
to death from any cause (up to approximately 50 months)]  

 Arm B vs Arm C: OS [ Time frame: From randomization to death from any 
cause (up to approximately 50 months)] 

 
 See trial record for full list of other outcomes  

Results (efficacy) - 

Results (safety) - 
 

Estimated Cost 

The cost of tiragolumab is not yet known. 
 
Atezolizumab is already marketed in the UK; a 60mg vial (1200mg/20ml) costs £3,807.69 and a 60mg vial 
(840mg/14ml) costs £2,665.38.24 

 

Relevant Guidance 

NICE Guidance 
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 NICE technology appraisal guidance. Nivolumab with fluoropyrimidine- and platinum-based 
chemotherapy for untreated unresectable advanced, recurrent, or metastatic oesophageal 
squamous cell carcinoma (TA865) February 2023. 

 NICE technology appraisal guidance. Nivolumab for previously treated unresectable advanced or 
recurrent oesophageal cancer (TA707). June 2021. 

 NICE clinical guideline. Oesophago-gastric cancer: assessment and management in adults (NG83). 
January 2018. 

 NICE quality standard. Oesophago-gastric cancer (QS176). December 2018. 

NHS England (Policy/Commissioning) Guidance 

 NHS England. Clinical Commissioning Policy Proposition: 18F-flourodeoxyglucose (FDG) positron 
emission tomography-computed tomography (PET-CT) as part of radical radiotherapy treatment 
planning for oesophageal cancer (all ages). Publishing date to be confirmed. 

 NHS England. 2013/14 NHS Standard Contract for Cancer: Oesophageal and Gastric (Adult). 
B11/S/a. 

 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 

 Jaffer A. A., Thomas A. D., David J. B. et al. Esophageal and Esophagogastric Junction Cancers, 
Version 2.2019, NCCN Clinical Practice Guidelines in Oncology. 2019.25 

 European Society of Medical Oncology (ESMO). Oesophageal cancer: ESMO Clinical Practice 
Guidelines for diagnosis, treatment and follow-up. 2016.26 

 Allum W.H., Blazeby J.M., Griffin S.M. et al. Guidelines for the management of oesophageal and 
gastric cancer. 2011.27 

 

Additional Information 
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