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QUESTIONS & ANSWERS FOR MEDIA 
To accompany the Alloplex Biotherapeutics Inc. media releases issued late October 2024.

The Immune System and ENLIST immune cell retraining platform

How does the immune system typically function in cancer prevention?
The immune system has evolved over evolutionary timescales to protect the body from threats, including cancer. It comprises multiple cell components and mechanisms that work together to identify and eliminate potential threats.

Why does the immune system sometimes fail to prevent cancer?
Despite its vigilance, in some cases, the immune system can sometimes be outmaneuvered by cancer. Cancer cells can exploit immune checkpoints–mechanisms designed to protect healthy cells from immune attack–creating a suppressive microenvironment, where cancer cells can hide from the immune system, blunting a response that would otherwise eliminate it 

What is the ENLIST Immune Cell Training Platform and how does it address this immune evasion?
The ENLIST immune cell training platform—a pioneering technology developed by Alloplex Biotherapeutics—is designed to reawaken the immune system’s natural ability to target and destroy cancer cells. 

Cancer often evades detection by creating a suppressive environment that blinds immune cells to its presence. ENLIST counters this tactic. Immune cells are extracted from this suppressive setting and retrained outside the body–through a proprietary process–to restore their cancer-fighting instincts. Once retrained, the cells are reintroducing into the patient. 

With this approach, ENLIST helps immune cells regain their ability to recognize and combat cancer cells effectively, as demonstrated with SUPLEXA, its first product candidate.

How does the ENLIST platform compare to other cell expansion methodologies?
· ENLIST technology can be applied to various cell types
· Unlike engineered cell therapies, which rely on genetic modification, ENLIST focuses on modulating and retraining the patient's own immune cells, leveraging their natural ability to fight cancer. 
· The ENLIST technology platform stands apart:
· It is able to use a personalized, non-engineered approach, harnessing the patient’s own immune cells in their natural state;
· the platform is also suitable for future allogeneic ‘off-the-shelf’ approaches; 
· it is also compatible with CAR, TCR and other engineering methods. 
· Additionally, ENLIST demonstrates superior cell expansion capabilities – a larger number of active, cancer-fighting cells can enhance the therapy’s effectiveness – compared to traditional methods, which could lead to improved patient outcomes.




SUPLEXA: First Product Candidate 

What is SUPLEXA? SUPLEXA is Alloplex Biotherapeutics' first product candidate, developed using the ENLIST immune cell training platform. It's designed to target various types of solid cancer tumors by retraining the patient's own immune cells.

How does SUPLEXA work? SUPLEXA works by isolating immune cells from a patient's blood, modulating and retraining them outside the body using the ENLIST platform, and then reinfusing them back into the patient. These retrained cells are better equipped to recognize and combat cancer cells effectively.

What inspired the concept behind ENLIST AND SUPLEXA? 
The inspiration for SUPLEXA came from Dr. Frank Borriello's experience with Cell Genesis, a company working on engineering T cells. He realized that the immune system's natural ability to fight cancer could be harnessed more effectively without engineering, leading to the development of the ENLIST immune cell training platform and subsequently, SUPLEXA.

What are the advantages of SUPLEXA's approach? 
SUPLEXA's non-engineered approach potentially offers:
· Improved safety profile compared to engineered therapies
· Preservation of the immune system's natural complexity and functionality
· Ability to target multiple aspects of the immune response simultaneously
· Simpler, scalable production process that requires only standard laboratory equipment.

Clinical Trial Results

What were the results of SUPLEXA's first-in-human trial?
The first-in-human trial of SUPLEXA, conducted in Adelaide and Brisbane, Australia, showed promising results:
· 35 patients enrolled with a variety of advanced cancer types, who had exhausted all standard treatment options.
· No treatment-related serious adverse events were reported.
· Significant clinical benefits were observed in patients with various cancer types.
· Most striking results were seen in patients with advanced colorectal cancer (CRC) and renal cell carcinoma (RCC).
· For CRC patients: one achieved complete response (CR), one partial response (PR), and one stable disease (SD). Patients sustained a strong clinical response for up to two years.
· For RCC patients: one achieved PR, six achieved SD, while three had progressive disease.
· Patients with other solid tumors, including melanoma, breast, and lung cancer, demonstrated long-term SD.

Were there any improvements in patients' quality of life? 
While quality of life assessments were not formally captured in the study, patients reported improvements in their well-being, a reduction in pain, and improved symptom control. Many were able to continue with their normal lives, take holidays, pursue new hobbies, and spend more time with family and friends.

Next steps for SUPLEXA’s development

With encouragement from the FDA, Alloplex Biotherapeutics plans to initiate Phase 2 clinical trials of SUPLEXA in early 2025. The trial will be conducted in Australia and will combine SUPLEXA with immune checkpoint inhibitors (ICIs) in patients with a specific type of colorectal cancer.

The goal of the Phase 2 trial is to test whether SUPLEXA can enhance outcomes in patients treated with ICI-based standard of care. This combination of therapies could offer hope to people around the world.

More information about SUPLEXA and Alloplex Biotherapeutics:
A full media kit—including backgrounders, graphics, and images—is available at https://alloplexbio.com/presskitoct24/. 
For media inquiries, contact media@alloplexbio.com.
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