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LUMIERE: A phase 1/2
study evaluating safety,
dosimetry, and
preliminary activity of
[177Lu]Lu-FAP-2286 in

INTRODUCTION

Fibroblast activation protein (FAP) is a transmembrane protein that is highly
expressed on the surface of cancer-associated fibroblasts present in the tumor
microenvironment of most epithelial cancers.’-3

FAP expression is very low in normal tissue, but is readily observable at sites
of wound repair or fibrosis.*

Preclinical models demonstrated rapid uptake of [°4Ga]Ga-FAP-2286 and
['77Lu]Lu-FAP-2286 in FAP-positive tumors, supporting their development for
imaging and therapeutic use, respectively.?

LUMIERE (NCT04939610) is a phase 1/2 open-label study evaluating
['77Lu]Lu-FAP-2286 in patients with advanced FAP-expressing solid tumors.>

The data reported here are from the phase 1 part of the study.

RESULTS

METHODS

« Patients eligible for ['""Lu]Lu-FAP-2286 in phase 1:
— Were aged 218 years

— Had advanced/metastatic solid tumors that were refractory to or that had
progressed following prior therapy

— Had [*8Ga]Ga-FAP-2286 uptake in tumoral lesions (PET imaging).

* The phase 1 dose escalation was based on a Bayesian optimal interval design
and included four dose levels of ['77Lu]Lu-FAP-2286: 3.70 GBq (n=3), 5.55 GBqg
(n=6), 7.40 GBq (n=7), and 9.25 GBq (n=11).

» Patients received <6 cycles every 6 weeks.

* Dosimetry, clinical, and safety evaluations were performed after each dose.

Table 1. Treatment-emergent adverse events — ["’Lu]Lu-FAP-2286

* Primary endpoints for phase 1:

— Dose-limiting toxicities (DLTs; assessed during cycle 1)

— Adverse events (AEs)
— Serious adverse events
— Clinical laboratory abnormalities.

» Secondary endpoints for phase 1 included absorbed dose estimated in
organs and tumor lesions and investigator-assessed objective response

by Response Evaluation Criteria in Solid Tumors v 1.1.

« Data analyses reported in this poster used a data cut-off of 31 January
2024, except for the preliminary dosimetry data (cut-off: 27 June 2024).

Figure 2. RECIST assessments over time — [77/Lu]Lu-FAP-2286 (efficacy set)
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patient was receiving anticoagulants for atrial fibrillation, and imaging
showed lung metastases containing pseudoaneurysms. The patient had
received seven prior lines of therapy plus palliative radiation.

Adverse events — [1""Lu]Lu-FAP-2286 safety set

TEAE, treatment-emergent adverse event. TEAESs occurring in 23 patients (all grades) or 21 patient (Grade 23). N=27. PD, progressive disease; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumours; SD, stable disease.

KEY FINDINGS & CONCLUSIONS

Figure 1. Hematology parameters over time by dose — ['"’Lu]Lu-FAP-2286 safety set
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* Best response included partial response in one patient and stable disease
INn nine patients (six confirmed, three unconfirmed; Figure 2).

Recommended phase 2 dose of ['"’"Lu]Lu-FAP-2286

« The recommended phase 2 dose for ['"’Lu]Lu-FAP-2286 monotherapy
was 9.25 GBq; this will be administered every 4 weeks in phase 2.
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Study day (on-treatment)
Triangles correspond to ['77Lu]Lu-FAP-2286 dosing days.
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