How to make a fishing rod for adoptive cellular therapy:
the ACTolog® approach, a multi-targeted endogenous T-cell therapy
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Key aspects of the ACTolog® concept

Adoptive cellular therapy (ACT) is one of the major drivers currently revolutionizing cancer immunotherapy. + Endogenous T-cell therapy based on pioneering work of Prof. Cassian Yee, MD Anderson.

Immatics in collaboration with The University of Texas MD Anderson Cancer Center, USA (MD Anderson)

Defined T-cell specificity by isolation and expansion of specific T cells from patient PBMCs.
developed a novel personalized ACT approach which is currently being tested in a phase | clinical study.

. . . . . . Multiple indications: Target antigens have been shown to be naturally presented in various solid tumors.
With Immatics’ proprietary target discovery platform XPRESIDENT® new tumor-associated peptides (TUMAPs)
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have been identified and validated as promising targets for cancer immunotherapy. In the ACTolog® approach Personalized: ACTolog® cell therapy products are based on antigen expression of each patient.

target expression is tested in patient tumor samples prior to the generation of a personalized drug product. T-cell Multi-target approach: Targeting different antigens limits tumor escape and is assumed to result in stronger

products for up to four expressed targets (from a warehouse of eight targets) are generated in parallel by in vitro immune response.

priming of patient autologous peripheral blood nuclear cells (PBMCs) followed by isolation and rapid expansion of
Specificity and stability of ACTolog® pHLA tetramers

target specific CD8* T cells which are finally reinfused to fight patients’ tumor cells. This novel personalized, multi-

target approach with defined T-cell specificities is a promising strategy to improve patients’ prognoses.
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Here, we want to focus on the generation and quality control mechanisms of the tools used for the identi
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Table 1: Overview of T-cell product development.
Tetramer staining and sort results at different stages of T-cell product generation for one exemplary patient.
%Tet*/Lymph %Tet*/Lymph %Tet*/Lymph

Enrich- %Tet*/CD3*CD8* %Tet*/CD3*CD8*

fraction ~ is reconstituted = in PatientD  Antigen “proSort) (Sorted cells)  (Waste)  ment (after REP1)  (after REP2)
freezing buffer, sterile filtered and
PR - 5 - filled under sterile conditions.
Tetramesization Sterlie Mling: Flral quality control: After passing all final quality IMA101_60_028 | Ag018-01 | 3.74 902 13 2x | 62% 525 52.1
+ Addition of PE-labeled | | = Sterile filtration + 1D check by mass spec controls @ certificate is |
siraptavidin + Filling under sterile * Test for sterility and and pHLA tetramers are stored IMA101_60_028 | Ag008-01 454 073 261 21x 58% 901 80.8
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