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Durvalumab and enfortumab vedotin with or without
tremelimumab for muscle-invasive bladder cancer
I [ ] New Active Substance X Significant Licence Extension (SLE) I

NIHRIO ID: 33623 NICE ID: N/A UKPS ID: 670216

Licensing and Market Availability Plans

I Currently in phase lll clinical development. I
Summary

Durvalumab and enfortumab vedotin with or without tremelimumab is currently in clinical development
for patients with muscle invasive bladder cancer (MIBC), who are ineligible or refuse cisplatin therapy (a
type of chemotherapy) and are receiving a radical cystectomy (removal of bladder and surrounding lymph
nodes). MIBC is a cancer that spreads into the muscle layer of the bladder wall. The survival rates for
patients with MIBC are low because this type of cancer is more likely to spread to other parts of the body.
The current treatment option for patients with MIBC includes neoadjuvant (treatment given prior to main
treatment, e.g., surgery) chemotherapy. The chemotherapy drug given to treat MIBC is called cisplatin.
However, some patients are unable to receive this type of chemotherapy, which increases their risk of
cancer spreading to other parts of the body. Therefore, alternative therapy options are required for this
patient group.

Durvalumab is a type of protein (monoclonal antibody) that enhances the body’s immune response to
cancer cells. Tremelimumab is also a monoclonal antibody, that works by increasing production of immune
cells which attack cancer cells. Enfortumab vedotin attaches to cancer cells and releases the drug inside
the cells causing them to die. Enfortumab vedotin targets cancer cells more specifically as it binds to
receptors which are expressed more on cancer cells than healthy cells. If licenced, durvalumab and
enfortumab vedotin, with or without tremelimumab -would offer a treatment option to patients with MIBC
who cannot receive cisplatin chemotherapy prior to radical cystectomy.

Proposed Indication

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 available to comment.
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Neoadjuvant and adjuvant treatment of patients ineligible for cisplatin or who refuse cisplatin undergoing
radical cystectomy for muscle invasive bladder cancer (MIBC).!

Description

Technology

Durvalumab (Imfinzi) is a human immunoglobulin G1 kappa (IgG1k) monoclonal antibody that selectively
blocks the interaction of programmed cell death ligand-1 (PD-L1) and CD80. Expression of PD-L1 protein
is an adaptive immune response that helps tumours evade detection and elimination by the immune
system. Selective blockade of PD-L1/PD-1 and PD-L1/CD8O0 interactions enhances antitumour immune
responses and increases T-cell activation.? Tremelimumab (Imjudo) is a selective, fully human
immunoglobulin G2 (IgG2) antibody that blocks cytotoxic T-lymphocyte-associated protein (CTLA-4)
interaction with CD80 and CD86, thus enhancing T-cell activation and proliferation, resulting in increased
T-cell diversity and enhanced antitumour activity.> Enfortumab vedotin is an antibody drug conjugate
(ADC) targeting Nectin-4, an adhesion protein located on the surface of the urothelial cancer cells. It is
comprised of a fully human IgG1k antibody conjugated to the microtubule-disrupting agent monomethyl
auristatin E (MMAE) via a protease-cleavable maleimidocaproyl valine-citrulline linker. Release of MMAE
disrupts the microtubule network within the cell, subsequently inducing cell cycle arrest and apoptotic cell
death.*

Neoadjuvant and adjuvant durvalumab with enfortumab vedotin with or without tremelimumab is
currently in phase Il clinical development for patients with MIBC who are ineligible for cisplatin or who
refuse cisplatin.! In the phase Il trial VOLGA (NCT04960709), participants received either neoadjuvant
durvalumab with tremelimumab and enfortumab vedotin followed by radical cystectomy and
postoperative tremelimumab and durvalumab; or neoadjuvant durvalumab with enfortumab vedotin
followed by radical cystectomy and postoperative durvalumab.!

Key Innovation

Dual checkpoint inhibition with durvalumab and tremelimumab may be superior to monotherapy as they
may act synergistically.> As they both have different mechanisms of action, harnessing these different
mechanisms in tandem via combination therapies has potential for greater antitumor effect compared with
monotherapies.® Previous studies have also demonstrated enfortumab vedotin prolonged survival in
patients with advanced urothelial carcinoma (UC).” In a pilot trial (NCT02812420) for the combination
neoadjuvant treatment of durvalumab and tremelimumab for localised UC, there was a complete response
rate of 37.5% and a downstaging of tumours in 58% of patients who completed surgery.>

Currently, there are no alternative neoadjuvant therapies to cisplatin for MIBC, meaning there is an unmet
need for patients who are ineligible for cisplatin therapy or patients who refuse cisplatin therapy.® Potential
benefits of neoadjuvant therapy include a chance of microscopic resection and; early eradication of micro
metastases to prevent progression to metastatic disease. This can reduce tumour volume and has the
benefit of converting a non-resectable tumour into a resectable tumour.’ Adjuvant therapy (including
chemotherapy, radiation therapy, hormone therapy, targeted therapy, and immunotherapy) has the
potential to remove minimal residual disease and increase patient survival.’® Therefore, if licensed, the
combination of dual checkpoint inhibition (durvalumab and tremelimumab) with ADC (enfortumab vedotin)
may provide further treatment options for patients with MIBC who are not eligible for standard cisplatin
therapy.

I Regulatory & Development Status I
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Durvalumab has Marketing Authorisation in EU/UK for the treatment of: 2
Non-small cell lung cancer (monotherapy)
Small cell lung cancer (in combination)
Biliary tract cancer (in combination)
Hepatocellular carcinoma (in combination with durvalumab).

Tremelimumab has Marketing Authorisation in EU/UK for the treatment of hepatocellular carcinoma in
combination with durvalumab.®

Enfortumab vedotin has Marketing Authorisation in the EU/UK as a monotherapy for treatment of adult
patients with locally advanced or metastatic urothelial cancer who have previously received a platinum-
containing chemotherapy and a programmed death receptor-1 or programmed death-ligand 1 inhibitor.3

The combination of durvalumab, tremelimumab and enfortumab vedotin is not currently in any other phase
Il or Il clinical trials.®

Patient Group
Disease Area and Clinical Need

MIBC is a cancer that spreads into the detrusor muscle of the bladder. The detrusor muscle is the thick
muscle deep in the bladder wall.'* MIBC has a higher likelihood of metastasising to other areas of the body.'?
Most MIBC originates from a dysplastic urothelium, evolving into a flat carcinoma in situ and finally into a
high-grade non-invasive UC through the acquisition of cyclin-dependent kinase inhibitor 2A (CDKN2A)
alterations, this leads to further genetic instability and eventually the accumulation of numerous genetic and
epigenetic alterations.’®* Some symptoms of MIBC include; haematuria (blood in urine), frequent and urgent
need to pass urine, pain when passing urine, pain in lower abdomen, and back pain.!! There are certain risk
factors associated with developing bladder cancer such as; smoking, exposure to chemicals such as benzidine
and ortho-toluidine, treatments for other cancers such as radiotherapy for bowel cancer, chronic urinary
tract infections, long-term bladder stones, use of pioglitazone for treating Type |l diabetes, long--term use of
indwelling catheters, and familial history.'>!4 Patients with MIBC may be ineligible for cisplatin treatment
due to renal dysfunction, poor performance or other comorbidities such as neuropathy, hearing loss and
heart failure.?”

Between 2016-2018, bladder cancer was the 11th most common cancer in the UK, accounting for 3% of all
new cancer cases.’ In England in 2017, newly diagnosed registered cases of malignant neoplasms of bladder
(ICD 10 code: C67) were 8,686 and directly age standardised incidence rate in males was 27.6 per 100,000
and in females was 8.2 per 100,000.1” Approximately 1/3 of people diagnosed with bladder cancer have
MIBC.!8 In England (2022-23) there were 66,634 finished consultant episodes (FCEs) and 62,831 admissions
for neoplasm of the bladder, resulting in 41,531 day cases and 87,622 FCE bed days.' In England (2017),
there were 8,686 patients diagnosed with malignant neoplasm of bladder (ICD-10 code Cé67) and 4,736
deaths registered where this was the underlying cause.l” For patients diagnosed between 2013 and 2017,
followed up to 2018, the 1-year and 5-year survival rates were 68.8% and 41.2% respectively.'
Approximately 30-50% of patients are ineligible for cisplatin therapy.?°

I Recommended Treatment Options I
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Treatment for MIBC can include cystectomy, radiotherapy, chemotherapy and immunotherapy.’?> The
treatment options recommended by NICE for MIBC patients ineligible for cisplatin include:?*

e Radical cystectomy

e Radical radiotherapy

e Adjuvant chemotherapy after radical cystectomy

Clinical Trial Information

VOLGA; NCT04960709, EudraCT 2020-005452-38; A Phase Il Randomized,
Open-Label, Multicenter Study to Determine the Efficacy and Safety of
Durvalumab in Combination With Tremelimumab and Enfortumab Vedotin or
Durvalumab in Combination With Enfortumab Vedotin for Perioperative
Treatment in Patients Ineligible for Cisplatin or Who Refuse Cisplatin
Undergoing Radical Cystectomy for Muscle Invasive Bladder Cancer (VOLGA)
Phase Il - Recruiting

Locations: 9 EU countries, UK, USA, and other countries

Primary completion date: July 2025

Trial Design Randomised, parallel assignment, open label, active comparator controlled

N=830; 18 years or older; patients with histologically or cytologically confirmed
Population muscle invasive UC of the bladder that have received no prior treatment for
MIBC or bladder UC.

Participants will either receive:

- 3 preoperative 21-day cycles of durvalumab + tremelimumab +
enfortumab vedotin, followed by radical cystectomy, followed by 1 cycle
of postoperative tremelimumab and 9 cycles of durvalumab. Each
postoperative cycle is 28 days.

3 preoperative 21-day cycles of durvalumab + enfortumab vedotin,
followed by radical cystectomy, followed by 9 cycles of durvalumab.
Each postoperative cycle is 28 days.

Comparator(s) Cystectomy with or without approved adjuvant therapy (nivolumab)

Primary outcome measure:
Pathological complete response rate [Time frame: 3 years]
Event-free survival [Time frame: 3 years]
Frequency of Adverse Events [Time frame: at study completion and at 3
months]

Outcome(s) Safety and tolerability of durvalumab + tremelimumab + enfortumab
vedotin in participants with MIBC who are ineligible for cisplatin or who
refuse cisplatin [Time frame: up to 84 months]

Changes in WHO/ Eastern Cooperative Oncology Group (ECOG)
performance status [Time frame: up to 84 months]
See trial record for full list of other outcomes.

Results efficacy) -
Results (safety f-

Intervention(s)
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Estimated Cost

Durvalumab is marketed in the UK for treatment of non-small cell lung cancer, the NHS indicative price
for 500mg per 10ml-infusion vial is £2466.2

The cost of tremelimumab is not yet known.
Enfortumab vedotin is market in the UK for treatment of UC, 1 vial containing 20mg of enfortumab vedotin
is £578, 1 vial containing 30mg of enfortumab vedotin is £867.%3

Relevant Guidance

NICE Guidance

¢ NICE technology appraisal in development. Durvalumab for neoadjuvant and adjuvant treatment
of muscle-invasive bladder cancer (GID-TA11115) Expected date of issue to be confirmed.
NICE technology appraisal in development. Nivolumab with BMS-986205 and chemotherapy or
neoadjuvant treatment of muscle-invasive bladder cancer (GID-TA11115). Expected date of issue
to be confirmed.

e NICE clinical guidance. Bladder cancer: diagnosis and management (NG2). February 2015.

e NICE quality standard. Bladder cancer (Q5106). December 2015.

NHS England (Policy/Commissioning) Guidance

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

e NHS England. 2013/14. NHS Standard Contract for Cancer: Specialised Kidney, Bladder and
Prostate Cancer Services (Adult). B14/S/a
NHS England. 2013/14 NHS Standard Contract for Cancer: Radiotherapy (All Ages). BO1/S/a
NHS England. Clinical Commissioning Policy: Robotic Assisted Surgery for Bladder Cancer. July
2016. 160333/P

Other Guidance

e Witjes et al. European Association of Urology Guidelines: Muscle-invasive and Metastatic Bladder
Cancer. 2023.%4
Powles et al. European Society for Medical Oncology Clinical Practice Guidelines for diagnosis,
treatment and follow up of Bladder Cancer. 2021.2°

Additional Information
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