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Background and Study Rationale Preclinical Findings

Z1-MA4-1 is an allogeneic TCR-engineered NK cell therapy targeting MAGE-A4, combining antigen-specific targeting with the ZI-MA4-1 outperforms clinical MAGE-A4 TCR-T in in vitro heterogenous tumour model  The non-clinical data package for ZI-MA4-1 demonstrated a strong mechanistic
innate cytotoxicity of NK cells. An affinity-engineered TCR recognizing the MAGE-A4:HLA-A*02:01 complex enables tumour-
specific engagement and TCR-directed cytotoxicity, while intrinsic NK-cell mechanisms provide complementary, antigen-
independent tumour killing, with the potential to address tumour heterogeneity and antigen escape. The allogeneic platform
enables scalable manufacturing, with a single batch yielding doses for multiple patients.

rationale, potent anti-tumour activity, and a safe non-clinical profile consistent with
other receptor-engineered NK cell therapies, providing a sound scientific basis for
clinical evaluation.

Left figure: ZI-MA4-1 demonstrates killing of heterogenous tumor cells

The rationale for this FIH study is to translate the demonstrated potency, selectivity, and favourable non-clinical safety profile o ) . ,
ZI-MA4-1 shows killing of both MAGE-A4 peptide:HLA positive and negative target

of ZI-MA4-1 into a clinical setting. The study design, including a dose-escalation approach and rigorous safety monitoring, was

informed by the ZI-MA4-1 non-clinical data, clinical experience with TCR-based and NK-cell therapies, and the study's TCR-T kill HLA-A2 MAGE-A4 TCR-NK EFFICIENTLY kill cells compared to TCR-T cells killing MAGE-A4 peptide:HLA presenting targets only.
translational objectives Nggﬂt&e_;;g‘;eg;’we BOTH HLA-A2 positive and negative cancers Images display cell death induced by co-cultures of ZI-MA4-1 or benchmark clinical

' control TCR-T cells with tumour cell mix of MAGE-A4pos HLA-A2pos (A-431-A2) and
Mode of Action MAGE-A4pos HLA-A2neg (A-431) at 24h timepoint (bottom images).
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ZIMA-101 trial design
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Recruitment and Site Locations

Study Objectives

Summary
= Dose Level 1 enrolment ongoing Primary Endpoint = Safety and tolerability of ZI-MA4-1
: . : : : : = First patient completed the first treatment | . : :
ZIMA-101 represents the first clinical evaluation of a MAGE-A4-targeting TCR-NK cell therapy in patients _ Indse p:njentcsoafel?c eree\(jiewerecsomrenaendeed ;Zfo?ment of Determine the maximum tolerated dose (MTD) and the
with advanced solid tumours. The integrated translational programme, including paired baseline and peha Y recommended Phase 2 dose (RP2D) of ZI-MA4-1
two additional patients at Dose Level 1 = Long term safety

on-treatment tumour biopsies and longitudinal immune monitoring, is designed to provide insights into Secondary Endpoint

- . . . - : . e L = Patient screening and recruitment ongoing at both UK > = |dentify the minimum biologically active dose
the cellular kinetics, biological activity and effects within the tumour microenvironment of this first-in- . g going Y : glcarty
l TCR-NK platf sites = Evaluate the efficacy of ZI-MA4-1
class ) ptatiorm. e The Christie, Manchester, UK : = Evaluate the persistence of ZI-MA4-1 in the blood
Ze"UﬂCI * The Royal Marsden, London, UK Exploratory Endpoint = |nvestigate the Mode of Action
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