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PHENOMENAL: Efficacy and safety of liposomal irinotecan in patients
with HER2-negative breast cancer and brain metastases
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BACKGROUND

Among all solid tumors, advanced breast cancer (ABC) is the second
cause of brain metastases (BMs).!"

HER2[-] breast cancer (BC) patients (pts) with central nervous system
(CNS) involvement progressing after prior local therapy have limited
therapeutic options and very poor outcomes.!*>!

Liposomal irinotecan (nal-IRl) is a novel formulation of irinotecan, a
topoisomerase 1 inhibitor encapsulated in a liposome drug delivery
system that has shown promising activity in pts with BMs.*

We hypothesized that nal-IRIl could exhibit relevant clinical activity in
HER2[-] ABC pts with BMs."!

METHODS

PRIMARY ENDPOINT

« IC-ORR Iin pts with progressive BMs as per a modified RANO-BM
criteria with local confirmation until the next tumor assessment (after
6 weeks) or with a 265% volumetric reduction of IC lesions by blinded
independent central review.

SECONDARY ENPOINTS

» ORR according to a CNS volumetric parameter, as per RANO-BM criteria
for IC lesions, and as per RECIST v.1.1 for EC and overall (IC + EC) lesions.

« CBR 212 weeks determined locally by investigator per RECIST v1.1.

1. RECRUITMENT AND PATIENT DISPOSITION

Between July 2017 and April 2024, 56 pts were enrolled across 16
hospitals in Spain.

Fifty-one pts (91.1%) had progressive BMs. A total of two (3.6%) and
three pts (5.3%) had stable and previously untreated BMs, respectively.

Twenty-seven pts (48.2%) had HR[+]/HER2[-] tumors and 29 pts (51.8%)
had triple-negative breast cancer.

The median number of previous lines of therapy for advanced disease
was 3 (range, 1-8).

RESULTS

2. EFFICACY ENDPOINTS

The primary endpoint of the study was met with 10 out of 51 pts (19.6%;
95%CI 11.1-28.9) with progressive BMs achieving a confirmed IC-ORR
(p<0.001).

IC-ORR in all pts was 19.6% (11/56 pts; 95%ClI, 10.2-32.4).

EC-ORR in pts with measurable EC disease was 2.7% (1/37 pts; 95%ClI,
0.0-14.2) and overall (IC + EC) ORR in all pts was 5.4% (3/56 pts; 95% ClI,
1.1-14.9).

Median PFS was 1.5 mo (95%Cl, 1.4-2.8) (Figure 3).

5. SAFETY ENDPOINTS

The most common treatment emergent adverse events (TEAEs) of any
grade (G) were fatigue (55.4%; 7.1% G=23) and headache (44.6%; 1.8%
G=3) (Table 2).

There were no treatment-related deaths and no new safety issues were
reported.
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