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Introduction

pTTL (personalized Tumour-Trained Lymphocytes) is a novel
adoptive T cell therapy product targeting tumour neoantigens. It is

applicable to any cancer type for which neoantigens can be
identified

PTTL therapy is personalized, tailored for the patient's own tumour
and taking advantage of the patient’s immune cells.

PTTL consists of autologuous regional lymph nodes (RLN)
neoantigen selected T-cells.

A First-in Human trial of pTTL in stage IV colorectal cancer has
been initiated.

pTTL production

- The bioinformatic software PIOR® Manufacturing is used for
the identification, ranking and design of neoantigens for the
manufacturing of pTTL.

- The EpiTCer® technology offers a novel approach for efficient
antigen delivery and specific T cell activation.

- Starting material for pTTL manufacturing is RLNs, which
harbour an enriched population of tumour-experienced T cells's.

- pTTLs are produced in a controlled and reproducible GMP
manufacturing process.

Neoantigen delivery by EpiTCer® beads
compared to soluble neoantigens

- Pretreatment with neoantigen EpiTCer beads, but not soluble (*free”)
neoantigen, delays tumour growth in the MC38 mouse tumour model
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1. Collection of tumour material and peripheral blood samples for

next generation sequencing (NGS).

2. Analysis of NGS data by in house software system
PIOR®Manufacturing for neoantigen identification, selection and

ranking.

3. Production of EpiTCer® beads, including coupling of neoantigens

to super-paramagnetic beads.

4 Surgical collection of RLNs and in vitro culture with EpiTCer® beads

in GMP compliant T cell expansion.

5. pTTL formulation and infusion to the patient.

pPTTL characterisation
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Clinical study design

Phase I/lla First-in-Human Trial
NCTO05908643

Study design

Dose escalation with four groups recieving an increasing dose

Part T: Screening & pTTL manufacturing
Part’ reconditioning, treatment & 6 months follow up
Part 3; Long term follow up

Patients

Up to 16 (goal 12 evaluable) adult patients with colorectal cancer
Stage IV :

- that have received available “standard of care” (SoC), or for
whom SoC is not in their best interest, or that are in a

scheduled pause in So

- that have measurable disease (RECISTI.1)

- present with a minimum life expectancy of 3 months at

treatment

Study endpoints
Primary endpoint: safety

Secondary endpoints: standard clinical measurements:
- Objective re?fonse (iRESIST)

- time to and duration of response

- OS, PFS, disease-specific survival

- time to progression

Exploratory endpoints:

- Biomarker analyses (e.g. TCRseq, ctDNA)
- pTTL in vivo characterisation
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