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DISCUSSION

PERFORM IA5 provides real-world insights into patient characteristics and
effectiveness of 1L treatment with palbociclib + ET. Outcomes were consistent
with and complement PALOMA-2, supporting applicability to routine clinical
practice.® This analysis describes effectiveness and QOL by TFI.

Most patients with available TFI initiated 1L palbociclib + ET after a TFI >12
months or with de novo ABC. Outcomes were more favorable in patients with

pivotal trials, PERFORM adds valuable real-world data and highlights a substantial
unmet medical need. Recent advances may be relevant: inavolisib (PI3Ka inhibitor)
added to palbociclib and fulvestrant showed encouraging efficacy in PIK3CA-mutated

relevant subgroups.

ABC, following recurrence on or within 12 months of completing adjuvant endocrine

a TFl >12 months or de novo ABC than with TFI £12 months. This observation

highlights the limited efficacy of current treatment approaches, including ET
and CDK4/6i, in patients with a short TFI and underscores the need for novel
therapeutic strategies in this subgroup with limited endocrine sensitivity.™

Patients with a TFl <12 months had poorer outcomes across endpoints,
consistent with more aggressive disease. Given their frequent exclusion from

BACKGROUND

QOL data by TFI are scarce in randomized controlled trials and real world studies.
In PERFORM, FACT-B total -and FACT-G changes remained within established MID
thresholds for over 12 months during 1L, irrespective of TFI. This finding underscores
that quality of life can be maintained during 1L treatment across TF| subgroups,
Including in patients who are more likely to remain on long-term therapy, such as
those with a TFI >12 months or de novo disease.

Table 1: Patient and tumor characteristics (FAS)

treatment.” Ongoing studies targeting additional biomarkers may further expand
options for patients with short TFI.

CONCLUSION

PERFORM will continue follow-up over the next 1.5 years and
will further evaluate effectiveness and QOL in additional clinically

In this large prospective non-interventional cohort, 1L palbociclib plus ET

Figure 1: Progression-free survival in total and by TFI (FAS)

demonstrated clinically meaningful real-world effectiveness with QOL generally
preserved. Outcomes differed by TFI, with shorter TFIl associated with higher
baseline risk features and shorter PFS and PFS2, while QOL was maintained
across TF| subgroups. These descriptive results are consistent with prior trials
and real world evidence and support TFI as clinically relevant factor to inform
expectations and patient counseling.
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51.7%, and 47.6% of patients with TFI <12 months, TFI >12 months
and 47.6% with de novo ABC, respectively (Table 1).

Table 2: Effectiveness of treatment (FAS)
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for 205 patients (PRO set). Details for the PROs are provided in
supplemental Table 1 and 2A — C. Mean change from baseline
was assessed by TFIl subgroups over up to 15 months, (aligned with
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Abbreviations:

1L: First-line / First line | 2L: Second-line / Second line | ABC: Advanced Breast Cancer | Acc. to PI: According to Principal Investigator | CDK4/6i: Cyclin-Dependent-Kinase 4/6 inhibitor | Cl: Confidence Interval | CR: Complete
Response | ECOG: Eastern Cooperative Oncology Group Performance Status | ET: Endocrine Therapy | EWB: Emotional Well-Being | FACT-B: Functional Assessment of Cancer Therapy - Breast | FAS: Full Analysis Set | FWB:

median PFS in TFl <12 months: 14.6 months). FACT-B total and
FACT-G scores showed no clinically relevant decrease (Figure 2)
and subscores were generally maintained (Supplemental Figure 1);
indicating QOL was overall maintained irrespective of TFI.

Limitations include the descriptive, hypothesis-generating design and
exploratory QOL analyses. The study is ongoing and some data, i.e. TFI,
may be incomplete. OS requires further follow-up (67.6% censored at
database cut) and questionnaire completion varied over time.

Functional Well-Being | HER2: Human-Epidermal-Growth-Factor-Receptor 2 | HR: Hormone Receptor | IA: Interim Analysis | MID: Minimally Important Difference | n: Number of patients | NA: Not Applicable | OS: Overall Survival | PD:
Progressive Disease | PFS: Progression-Free Survival | PES2: Progression-Free Survival 2 | 2L-PFS: Second-line Progression-Free Survival | PR: Partial Response | PRO: Patient-reported Outcomes | PWB: Physical Well-Being |
QOL: Quality of Life | RW: Real World | (S)AE: (Serious) Adverse Event | SD: Stable Disease | SWB: Social Well-Being | TFI: Treatment-free Interval | TOI: Trial Outcome Index
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