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Licensing and Market Availability Plans
Currently in phase Il clinical development.

Summary

Zolbetuximab in combination with nab-paclitaxel and gemcitabine is in clinical development for the
treatment of Claudin (CLDN) 18.2 positive metastatic pancreatic adenocarcinoma. Pancreatic cancer is
caused by the abnormal and uncontrolled growth of cells in the pancreas, a large gland that is part of the
digestive system. Metastatic cancer refers to a cancer where the disease has spread from where it first
started to another area of the body. Metastatic pancreatic adenocarcinoma develops from cells lining small
tubes in the pancreas called ducts. These carry the digestive juices into the main pancreatic duct and then
on into the first part of the small intestine. CLDN18.2 a protein that is not expressed in healthy pancreatic
tissue but is expressed in 60-90% of pancreatic ductal adenocarcinomas. CLDN18.2 represents a potential
target for the treatment of pancreatic adenocarcinomas.

Zolbetuximab is a monoclonal antibody (a type of protein) that has been designed to recognise and attach
to a part of the CLDN18.2 protein in cancer cells. By attaching to this protein, zolbetuximab blocks the
growth of cancer cells, slowing down the spread of the cancer. Zolbetuximab is administered via
intravenous infusion in combination with nab-paclitaxel and gemcitabine. If licensed, zolbetuximab wiill
offer a new treatment option for patients with CLDN18.2 positive metastatic pancreatic adenocarcinoma.

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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Proposed Indication

First line treatment of adult patients with Claudin (CLDN) 18.2-positive metastatic pancreatic
adenocarcinoma.?

Technology

Zolbetuximab (Vyloy, IMAB362) is a novel IgG1 monoclonal antibody which binds to CLDN18.2 and
mediates cell death through antibody-dependent cellular cytotoxicity and complement-dependent
cytotoxicity.? CLDN18.2 is not expressed in healthy pancreatic tissue but is highly activated during
carcinogenesis, making it an attractive therapeutic target for treatment of pancreatic adenocarcinoma.®

Zolbetuximab in combination with nab-paclitaxel and gemcitabine is in clinical development for the
treatment of adult patients with CLDN18.2 positive metastatic pancreatic adenocarcinoma. In phase Il
clinical trial NCT03816163, zolbetuximab in combination with nab-paclitaxel and gemcitabine will be
administered by intravenous (V) infusion at a dose determined by the Safety Lead-in Phase of the study *

Key Innovation

Pancreatic cancer is a difficult-to-treat malignancy with dismal survival outcomes.* CLDN18.2 is a protein
specifically expressed in the gastric mucosa and is expressed not only in pancreatic cystic tumors (e.g.,
mucinous cystic tumors and intraductal papillary mucinous neoplasms) but also in 60-90% of pancreatic
ductal adenocarcinomas.® Zolbetuximab is a selective monoclonal antibody that binds to malignant tissues
that highly express CLDN18.2 without affecting healthy tissues that do not express CLDN18.2. This
unique cancer-specific feature of zolbetuximab allows for maximum anticancer effects and lower toxicity.®
If licensed, zolbetuximab in combination with nab-paclitaxel and gemcitabine will offer an additional
treatment option for first-line treatment of patients with CLDN18.2 positive metastatic pancreatic
adenocarcinoma, who currently have few effective therapies available.

I Regulatory & Development Status I

Zolbetuximab does not currently have marketing authorisation in the EU/UK for any indication.

Zolbetuximab is in phase /1l clinical development for treatment of other gastrointestinal cancers.®

Patient Group
Disease Area and Clinical Need

Pancreatic cancer is caused by the abnormal and uncontrolled growth of cells in the pancreas, a large gland
that is part of the digestive system.® The most common type of pancreatic cancer (accounting for 95% of
cases) is pancreatic ductal adenocarcinoma which develops from ducts (exocrine glands) in the pancreas
that carry digestive juices containing enzymes into the main pancreatic duct and then on into the
duodenum - the first part of the small intestine which is involved in the chemical digestion of food.”
Metastatic cancer refers to a cancer where the disease has spread from where it first started to another
area of the body. Pancreatic cancer often spreads to the liver, abdominal wall, lungs bones or faraway
lymph nodes.® CLDN18.2 is a member of the claudin family that is specifically expressed in the gastric
mucosa. CLDN18.2 is aberrantly expressed in 60-90% of pancreatic ductal adenocarcinomas.® The
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majority of cases are sporadic with no known genetic predisposition. Tobacco smoking, alcohol and obesity
are known modifiable risk factors. Studies have suggested that approximately 36% of pancreatic cancers
in men and 39% in women are linked to lifestyle factors. A hereditary component has been identified in
approximately 10% of pancreatic adenocarcinoma cases with a specific germline mutation being implicated
in 20% of those cases.” Symptoms of pancreatic cancer include: abdomen or back pain, weight loss,
jaundice (yellowing of the skin, eyes or both) with or without itching, loss of appetite, nausea, change in
stool, pancreatitis and recent-onset diabetes.?

In England, in 2022-2023, there were 46,385 finished consultant episodes (FCEs) for malignant neoplasm
of the pancreas (ICD-10 code C25) and 37,919 admissions resulting in 88,503 FCE bed days and 30,151
day cases.'° Furthermore, there were 4,548 deaths with malignant neoplasm of pancreas recorded as the
underlying cause in England and Wales in 2022.1! The age-standardised 1-year and 5-year survival for
persons diagnosed pancreatic cancer in England in 2017 was 25.4% and 7.3% respectively.!?

Recommended Treatment Options

NICE recommends the following treatment for untreated metastatic pancreatic cancer:
FOLFIRINOX to people with metastatic pancreatic cancer and an Eastern Cooperative Oncology
Group (ECOG) performance status of O to 1.13
Nab-paclitaxel (this is paclitaxel as albumin-bound nanoparticles) with gemcitabine if other
combination therapies are unsuitable.!#
Gemcitabine combination therapy for people who are not well enough to tolerate combination
chemotherapy.®

Clinical Trial Information

NCT03816163, EudraCT 2018-002551-15; A Phase 2, Open-Label, Randomized
Study to Assess the Efficacy and Safety of Zolbetuximab (IMAB362) in
Combination With Nab-Paclitaxel and Gemcitabine (Nab-P + GEM) as First Line
Treatment in Subjects With Claudin 18.2 (CLDN18.2) Positive, Metastatic
Pancreatic Adenocarcinoma

Phase Il - Recruiting

Location(s): 4 EU countries, USA and other countries

Primary completion date: September 2024

Trial Design Randomised, parallel assignment, open-label

N=369 (estimated); subjects with CLDN18.2 positive PDAC that has not
previously been treated with chemotherapy, aged 18 years and older.

Population

Participants will be treated with IV zolbetuximab in combination with nab-

Intervention(s) paclitaxel and gemcitabine, both administered by IV infusion.

Participants will be treated with nab-paclitaxel and gemcitabine, both
administered by IV infusion.

Comparator(s)

Primary outcome measures:
Dose limiting toxicities - (safety lead in) [time frame: up to 28 days]
Overall survival [time frame: up to 65 months]
Safety assessed by adverse events (AEs) [time frame: up to 65 months]
Safety assessed by incidence of serious adverse events [time frame: up to
65 months]

Outcome(s)
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Safety assessed by incidence of treatment emergent adverse events [time
frame: up to 65 months]

Number of participants with laboratory value abnormalities and/or AEs
[time frame: up to 65 months]

Number of participants with vital sign abnormalities and /or AEs [time
frame: up to 65 months]

Number of participants with electrocardiograms abnormalities and or
adverse events [time frame: Up to 65 months]

Number of participants with ECOG performance status abnormalities and
or adverse events [time frame: Up to 65 months]

See trial record for full list of other outcomes.

Results (efficacy)

Estimated Cost

The cost of zolbetuximab is not yet known.
The cost of nab-paclitaxel is £246 for a 100mg vial.*®

The cost of gemcitabine ranges from £14 per 200mg vial to £385.14 for a 2g/52.6ml vial (38mg/ml).%¢

Relevant Guidance

NICE Guidance

e NICE technology appraisal. Paclitaxel as albumin-bound nanoparticles with gemcitabine for
untreated metastatic pancreatic cancer (TA476). September 2017.
e NICE guideline. Pancreatic cancer in adults: diagnosis and management (NG85). February 2018.

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: Radiotherapy (All Ages). BO1/S/a.
e NHS England. 2013/14 NHS Standard Contract for Hepatobiliary and Pancreas (Adult). AO2/S/a.

Other Guidance

e Journal of the National Comprehensive Cancer Network. Pancreatic Adenocarcinoma Version
2.2021, NCCN Clinical Practice Guidelines in Oncology. 2021.Y/
European Society for Medical Oncology. Pancreatic cancer: ESMO Clinical Practice Guideline for
diagnosis, treatment and follow-up. 2023.18

Additional Information
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