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Intfroduction

pTTL (personalized tumor-Trained Lymphocytes) is an
adoptive T cell therapy product targeting tumor
neoantigens. It is applicable to any cancer type for which
neoantigens can be identified.

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

PpTTL consists of autologuous neoantigen selected T-cells
originating from regional lymph nodes (RLN).

A First-in Human trial of pTTL is conducted in in stage IV
colorectal cancer patients.

pTTL production

- The bioinformatic software PIOR® Manufacturing is used for
the identification, ranking and design of heoantigens 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 tumor-experienced T cells'-®.

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

Neoantigen coated Activated

APC
EpiTCer® beads Teell T cells
°
25 * -
APC

beads :
APC

pTTL — overview

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

and peripheral blood samples
for next generation
sequencing (NGS).
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5. pTTL formulation and cryopreservation.
When the patient is ready for treatment,
PTTL is thawed and infused.
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3. Production of EpiTCer® beads,
including coupling of neocantigens
to paramagnetic beads.
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in vitro culture of RLN cells
with EpiTCer® beads.
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pTTL characterization

% of T-cell subpopulation

1 I I 1
CD4+ CD8+ CD4+ CD8+
Tcm+Tem Temra

0X40/CD25 41BB/CD25

COd4+ Tcells

mm CO3+Tcels

T 1))
rE=1=1=]
1 o

=
o
|

(3, ]
1

A% of population (to A/D)

A% of population (to

o

T
RLN cells

T
pTTL >

, I I | 1
ﬁb“.ﬂ 6‘5‘!- ':"-"‘h {;lr {;'-'l

NEOGAP

g

Vastmanland

>

A to A/D (Spots/5x104 pTTL)

5, .
se¢0s- Karolinska
222 7 Institutet
Tng 18°

Danderyds Sjukhus

Sum of the top 15 clones - TCR alpha

o e o
() w K
1 1 1

proportion of all clones

e
-
1

T
Baseline

Phase I/lla First-in-Human Trial ongoing

Trial design

Dose escalation with four groups receiving an increasing cell
dose.

Part 1: Screening & pTTL manufacturing

Part 2: Preconditioning (3x cyclophosphamide, 300 mg/m?
BSA + fludarabin, 30 mg/mZ2 BSA), pTTL treatment, 6 months
follow-up

Part 3. Long term follow-up

Patients

Up to 16 adult patients with Stage |V colorectal cancer
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Trial endpoints

Primary endpoint: safety and tolerability

Secondary endpoints: standard clinical measurements:
- Objective response (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 characterization
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