3352 Health-Related Quality of Life (HRQolL) in Patients with Newly
Diagnosed Multiple Myeloma (NDMM) Ineligible for Transplantation
and Treated with Isatuximab, Bortezomib, Lenalidomide, and
Dexamethasone (Isa-VRd) Vs. Vrd Alone: Results from the Imroz Study

Program: Oral and Poster Abstracts

Session: 653. Multiple Myeloma: Clinical and Epidemiological: Poster |l

Hematology Disease Topics & Pathways:

Combination therapy, Adult, Diseases, Treatment Considerations, Myeloid Malignancies,
Study Population, Human

Authors: Meletios Dimopoulos, MD?, Thierry Facon, MD?, Meral Beksac®*, Ludek Pour,
PhD**, Roman Hajek, MD, PhD> Zhuogang Liu®*, Jiri Minarik’, Philippe Moreau, MD,
PhD®*, Joanna Romejko-Jarosinska, MD, PhD%*, lvan Spi¢kal®*, Vladimir I. Vorobyev,
PhD!*, Britta Besemer, MD'?*, Tadao Ishida’?, Wojciech Janowski, FRCPA, FRACP*, Sevgi
Kalayoglu Besisik!>*, Gurdeep Parmar, MBBS'*, Pawel Robak'’*, Elena Zamagni, MD*,
Hartmut Goldschmidt, MD°, Thomas Martin, MD?°, Salomon Manier, MD, PhD?%,
Mohamad Mohty, MD, PhD?%, Robert Z. Orlowski, MD, PhD?3, Erin Comerford, MSc?**,
Claire Tian®>*, Jérdme Msihid, MSc?®*, Feng Lin?’*, Stephanie Rhoten, PhD?8* and Xavier.
P Leleu?®*

Department of Clinical Therapeutics, National and Kapodistrian University of Athens, Athens, Greece

University of Lille, CHU Lille, Service des Maladies du Sang, Lille, France

Istinye University Ankara Liv Hospital, Ankara, Turkey

University Hospital Brno, Brno, Czech Republic

University Hospital Ostrava and University of Ostrava, Ostrava, Czech Republic

Department of Hematology, Shengjing Hospital of China Medical University, Shenyang, China

Department of Hemato-Oncology, University Hospital Olomouc and Faculty of Medicine and Dentistry,

Palacky University Olomouc, Olomouc, Czech Republic, Olomouc, Czech Republic

University Hospital Hotel-Dieu, Nantes, France

Department of Lymphoid Malignancies, Marie Sklowdoska-Curie National Research Institute of

Oncology, Warszawa, Poland

10. Charles University and General Hospital in Prague, Prague, Czech Republic

11. Department of Lymphoid Malignancies Maria Sklodowska -Curie National Research Institute Warszawa,
Poland, Warszawa, Poland

12. Department of Hematology, Oncology, Immunology and Rheumatology, University Hospital of
Tuebingen, Tuebingen, Germany

13. Department of Hematology, Japanese Red Cross Medical Center, Tokyo, Japan

14. Calvary Mater Newcastle, Waratah, NSW, AUS

15. istanbul University Rectorate 34452 Beyazit/Fatih/istanbul, Istanbul, Turkey

16. Wollongong Hospital, Wollongong, Australia, Wollongong, Australia

17. Department of General Hematology, Copernicus Memorial Hospital, Comprehensive Cancer Center and
Traumatology, t6dz, Poland

18. IRCCS Azienda Ospedaliero-Universitaria di Bologna, Istituto di Ematologia Seragnoli, Bologna, Italy

19. Internal Medicine V, GMMG - Study Group at University Hospital Heidelberg, Heidelberg, Germany

20. Department of Hematology, University of California at San Francisco, San Francisco, CA

21. Lille University Hospital, Lille, France

22. Hematology Dpt, Hopital Saint-Antoine, University UPMC, INSERM, Paris, France

23. Department of Lymphoma & Myeloma, The University of Texas MD Anderson Cancer Center, Houston,
TX

24. Sanofi, 450 Water St Cambridge (U.S.) Massachusetts 02141 United States of America, Cambridge, MA

Noukwnek

©w



25. Sanofi, 5-7 Floor, 112 Jian Guo Rd - Chaoyang District Beijing, Beijing, China

26. Sanofi, Gentilly, France

27. Sanofi, Cambridge, MA

28. Patient Centered Solutions at IQVIA, San Francisco, California, United States, San Francisco, CA
29. Hematology, CHU, University, Poitiers, France, Poitiers, France

Abstract

Introduction:

Multiple myeloma (MM) is an incurable hematologic malignancy typically affecting older
adults. Adding isatuximab (Isa) to bortezomib, lenalidomide and dexamethasone (Isa-VRd)
significantly reduced risk of progression or death by 40.4% vs. VRd while providing deep and
sustained responses in patients with NDMM who are ineligible for transplantation in the phase
Il IMROZ study (NCT03319667). The analysis reported here evaluated the effect of Isa-VRd vs.
VRd on HRQol, where four, 6-week induction cycles with Isa-VRd were followed by 4-week
cycles of Isa-Rd in the Isa-VRd arm (VRd arm: VRd followed by Rd).

Methods:

The European Organization for Research and Treatment of Cancer core questionnaire (EORTC
QLQ-C30) and the multiple myeloma module (MY20) were administered on day 1 of every
treatment cycle (C), at the end of treatment (EOT), and at one follow-up visit after EOT.
Longitudinal analyses of change from baseline (BL) using mixed models for repeated measures
were conducted through C63, with a threshold of 5 points for interpreting differences
between treatment arms. Time to first deterioration (TTFD) and time to confirmed
deterioration (TTCD) were assessed using Kaplan-Meier estimates and Cox models. All
analyses were prespecified and conducted in the intent-to-treat (ITT) population. No
adjustment for multiplicity was made and all reported p-values are nominal.

Results:

A total of 446 patients were randomized 3:2 to Isa-VRd (n=265) or VRd (n=181). Completion
rates were >90% at BL and remained high during treatment (approximately 70% at EOT) in
both arms. At BL, patient reported functioning and symptom burden were similar in both
arms. During a median follow-up of ~5 years (59.73 months [mo]), improvement from BL was
observed in the Isa-VRd arm in most HRQoL symptom scales and functional domains. The
overall positive impact of Isa-VRd on HRQolL was reflected in global health status/Qol
(GHS/Qol) scores. GHS/Qol improved until C19 and then remained stable in both treatment
arms at all time points thereafter (overall LS mean change [95% Cl]: 3.45 [1.51, 5.40] in Isa-
VRd, 2.41 [0.24, 4.59] in VRd; p=0.3587). Additionally, patients receiving Isa-VRd reported
clinically meaningful better physical functioning vs. VRd (overall LS mean difference [95% Cl]:
5.92 [2.76, 9.08]; p=0.0003). The median TTFD in physical functioning trended to be longer in
the Isa-VRd arm vs. VRd (median TTFD [95% Cl]: 5.78 [4.27, 7.43] mo in Isa-VRd, 4.27 [3.06,
5.75] mo in VRd; p=0.0720) with a similar trend observed for TTCD (median TTCD [95% ClI]:
34.23 [26.55, 54.14] mo in Isa-VRd, 22.47 [11.24, 59.60] mo in VRd; p=0.1599). Cognitive
functioning declined over time in both arms (p>0.05).

Improvements in certain disease-related symptoms such as pain and dyspnea were also
observed in the Isa-VRd arm. Despite relatively low pain levels at BL, patients in both arms



reported reduction in pain as early as C2 which was sustained throughout the study. Pain
reduction showed a trend towards being numerically greater with Isa-VRd vs. VRd (overall LS
mean difference: -2.78, 95% Cl [-6.36, 0.80]; p=0.1281). Isa-VRd significantly delayed TTFD in
the pain subscale (median TTFD [95% Cl]: 6.51 [4.76, 8.41] mo in Isa-VRd vs. 4.24 [2.92, 5.59]
mo in VRd; HR [95% Cl]: 0.75 [0.59, 0.94]; p=0.0146). Median TTCD in pain was also
numerically longer in the Isa-VRd arm (p>0.05). Notably greater improvement in dyspnea was
reported by patients in the Isa-VRd arm vs. those in VRd arm (overall LS mean difference: -
3.20, 95% CI [-6.33, -0.08]; p=0.0447). Moreover, Isa-VRd delayed TTFD and TTCD in dyspnea
vs VRd (p<0.05).

While patients in both arms reported a modest worsening in side effects of treatment as
measured by MY20, the magnitude of change was numerically lower with Isa-VRd suggesting
no additional toxicity with the addition of Isa to VRd (overall LS mean change [95% Cl]: 2.75
[0.90, 4.59] in Isa-VRd, 4.76 [2.71, 6.81] in VRd; p=0.0680). Median TTCD in side effects of
treatment was longer in Isa-VRd arm (p>0.05).

Conclusions:

Isa-VRd was associated with faster and durable improvement in HRQolL vs. VRd, including
physical functioning, pain, and dyspnea, throughout a follow-up period of ~5 years. The
improved efficacy reported previously for Isa-VRd, together with this evidence of maintained
or improved HRQoL supports the overall benefit of Isa-VRd for patients with NDMM who are
ineligible for transplantation.
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