Fixed-dose combination of pertuzumab and trastuzumab for subcutaneous injection (PH FDC SC) plus chemotherapy in HER2-positive early
breast cancer (EBC): Safety results from the adjuvant phase of the randomised, open-label, multicentre phase 3 (neo)adjuvant FeDeriCa study

Seock-Ah Im," Antoinette R Tan,2 André Mattar,® Ramon Colomer,* Daniil Stroyakovskii,> Zbigniew Nowecki,® Michelino De Laurentiis,” Jean-Yves Pierga,® Kyung Hae Jung,® Christian Schem,’® Christian Aguila,'" Tanja Badovinac Crnjevic,!" Sarah Heeson,’? Mahesh Shivhare,’® Ari Alexandrou,' Eleonora Restuccia,!! Christian Jackisch'®

"Department of Internal Medicine, Seoul National University Hospital, Cancer Research Institute, Seoul National University College of Medicine, Seoul, Korea; *Solid Tumor and Investigational Therapeutics, Levine Cancer Institute, Atrium Health, Chariotte, NC, USA; *CRSM, Hospital Pérola Byington, Sao Paulo, Brazil; “Division of Medical Oncology, Hospital Universitario La Princesa, Madrid, Spain; Moscow Healthcare Department, City Clinical Oncology
Hospital 62, Moscow, Russia; *Maria Skiodowska-Curie National Research Institute of Oncology, Warsaw, Poland; "Breast Department, Istituto Nazionale Tumori IRCCS ‘Fondazione Pascale’, Napoli ltaly; *Institut Curie, Université de Paris, Paris, France; *Asan Medical Center, University of Ulsan College of Medicine, Seoul, Korea; *Krankenhaus Jerusalem, Mammazentrum Hamburg, Hamburg, Germany; "Product Development Oncology,

F. Hoffmann-La Roche Ltd, Basel, Switzerland; "®Product Development Oncology, Roche Products Limited, Welwyn Garden City, UK; "'Biostatistics, Roche Products Limited, Welwyn Garden City, UK; *“Portfolio Clinical Safety, Product Development Safety, Roche Products Limited, Welwyn Garden City, UK; **Department of Obstetrics and Gynecology, Sana Kiinikum Offenbach GmbH, Offenbach, Germany

Background

« In the primary analysis of the neoadjuvant phase of the FeDeriCa study
(NCT03493854)," PH FDC SC cycle 7 P + H serum trough concentrations
were non-inferior to intravenous (IV) P + H, with comparable total pathological
complete response rates and safety profiles.

— Thisled to PH FDC SC approval in the US (including at-home
administration) and in Europe.2?

We present updated descriptive safety data that span the adjuvant phase of

the study, with an additional 12 months beyond the primary analysis (clinical

cut-off 10 July 2020; including updated data from the neoadjuvant phase

compared with the primary analysis).
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Table 1. Summary of AEs and AEs to monitor by treatment regimen (safety population)

Table 2. Summary of AEs by treatment regimen and body weight quartile (safety population)
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Conclusions

Overall safety and tolerability, including
cardiac safety, of PH FDC SC in the
adjuvant phase of FeDeriCa remained
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quartile, which was consistent with the overall
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PH FDC SC offers a faster, more convenient
and less invasive treatment option for
HER2-positive BC than standard P + H IV."
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Results

+ An adverse event (AE) overview is shown in Table 1. Most grade 3-5 AEs were
grade 3 or 4 (except the deaths mentioned in the footnotes); mostly occurring
during chemotherapy.

During the adjuvant phase:

— Infusion-/administration-related reactions within 24 hours were higher with
PH FDC SC (17.3%) than with P + H IV (4.8%) (Table 1); all were grade 1/2 and
mostly due to local injection site reactions associated with SC administration.

No grade 3-5 anaphylaxis or hypersensitivity was reported in either arm (Table 1).

« Allgrade 1 or 2 events had an onset within 24 hours of treatment.
« All patients recovered/all events resolved.

The most common AEs were diarrhoea (21.0% with P + H IV and 17.3% with

PH FDC SC), radiation skin injury (21.0% and 20.2%, respectively) and arthralgia

(20.6% and 18.1%, respectively).
— Selected AE incidence rates by body weight quartile are shown in Table 2.
In the updated cardiac safety analysis (Table 3), one patient died from heart failure
(New York Heart Association [NYHA] class I1I/IV) and a significant left ventricular
ejection fraction (LVEF) decline in the P + H IV arm, and one event resolved. There
was one instance of cardiac death (definite or probable) in this arm, which was
recorded as “cardiac failure suspected to be caused by P + H IV.” In the PH FDC SC
arm, two of the three heart failure (NYHA class I1l/IV) and significant LVEF decline
events resolved, and the cardiac death (definite or probable) was due to acute
myocardial infarction which was not related to HER2 treatment (it occurred after
cycle 2; hence, prior to the start of PH FDC SC).
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Table 3. Cardiac events at primary and updated analyses (safety population)
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