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Updated exploratory analysis of seven adults with solid-tumour brain metastases, including lung and breast primary tumours
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Rationale & objective

Patients with recurrent brain metastases after
radiotherapy and CNS-active systemic treatment have

few options. Local CSF delivery may improve access
to multifocal CNS disease while limiting the
required cell dose.

OBJECTIVE
Characterise repeated ICV delivery, safety, exploratory
intracranial activity and CSF/blood PK/PD across two

initial-dose cohorts.

Study design & delivery

Repeated intracerebroventricular administration
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Single-centre ¢ open-label * single-arm phase | lIT * 3+3 dose escalation ¢ data cut-off 21 Aug 2026
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CONCLUSION

Safety by initial dose

Severe treatment-related and immune-effector toxicities
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At 6 x 1077, R001006 developed a grade 4 treatment-related SAE/DLT with multiorgan
dysfunction after the first dose; the patient recovered from the acute event.
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Common all-cause TEAEs: pyrexia 7/7  fatigue 7/7 » headache 6/7 « vomiting 5/7

Overall survival and vital status

Time from first MT027 administration

RO0O1 » 12.02+ alive

R002 » 10.02+ alive

R005 » 7.13+ alive

RO07 » 4.24+ alive

R006 3.88 death

R004 2.60 death

R003 2.07 death
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Overall survival (months)
. Initial 6 x 1077 Data cut-off: 20-21 Aug 2026

. Initial 3 x 1047

Repeated ICV MT027 was feasible. The 3 x 10727 dose provided the more favourable safety—local-exposure balance and is proposed for prospective validation.

Future efficacy testing should prioritise measurable CNS-dominant disease, controlled extracranial disease and stable concomitant therapy.
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Exploratory intracranial activity

Five patients had serial measurable-lesion data
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\— _J

Source-derived biperpendicular calculations; no central review. R001002
requires response confirmation. RO01007 later reached +147.9% on 22 Jun
2026.

Patient-level CSF and blood PK/PD

Maximum CSF CAR Maximum blood CAR Maximum CSF IL-6
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Dots = individual patients; horizontal bars = cohort medians

6 x 1077 did not increase median maximum CSF CAR, but showed higher peripheral
CAR detectability and higher median CSF IL-6.

LIMITATIONS

n=7; single-centre, non-randomised; heterogeneous primaries and
systemic therapy; no central imaging review; safety and PK/PD
require locked-dataset reconciliation.
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