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Trial in progress: QUINTESSENTIAL—a phase 2 study of
arlocabtagene autoleucel (arlo-cel) in patients with relapsed
and refractory multiple myeloma (RRMM)
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The QUINTESSENTIAL study (NCT06297226) is investigating efficacy and safety of arlo-cel, a GPRC5D-directed CAR T-cell therapy in RRMM,
an approach that offers a novel mechanism of action and requires only 1 infusion

Figure 1. Study design overview
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aBridging therapy (mandatory) excludes experimental therapy, GPRC5D-directed agents, or T-cell engagers; treatment must be discontinued > 7 days prior to initiation of lymphodepletion, except corticosteroids (discontinued > 72 hours prior);
POnce arlo-cel is manufactured and available to the treatment center, the patient will undergo pretreatment evaluation to ensure they remain eligible to receive lymphodepletion and arlo-cel infusion.

arlo-cel, arlocabtagene autoleucel; CAR, chimeric antigen receptor; GPRC5D, G protein-coupled receptor class C group 5 member D; RRMM, relapsed and refractory multiple myeloma.

Background

e Despite advances in the management of multiple myeloma (MM), most patients relapse and become
refractory to available treatments and continue to progress'

e Limited treatment options exist for patients with relapsed and refractory (RR) MM who have been exposed
to 3 or more drug classes, including immunomodulatory drugs (IMiDs), proteasome inhibitors (Pls),
anti-CD38 monoclonal antibodies, and B-cell maturation antigen (BCMA)-targeted therapy?*

e To address this unmet therapeutic need, new treatment options with alternative targets and mechanisms
of actions are needed for late-line populations, which are growing as more patients become quadruple-
class exposed (QCEX) following the use of anti-BCMA therapy in earlier lines*?

e G protein-coupled receptor class C group 5 member D (GPRC5D) is an orphan receptor expressed on plasma
cells, with limited expression in healthy tissues, making it a promising therapeutic target for MM®

o Arlocabtagene autoleucel (arlo-cel; BMS-986393) is a potential first-in-class autologous chimeric antigen
receptor (CAR) T-cell therapy targeting GPRC5D (Figure 2)

e Data from an ongoing phase 1 first-in-human study (NCT04674813) suggested that arlo-cel is safe and
efficacious in patients with heavily pretreated RRMM, including patients who received prior BCMA-targeted
therapy’

— Overall response rate (ORR) was 91% (21/23) and complete response rate (CRR) was 48% (11/23) following
a single infusion of arlo-cel (150 x 10° CAR T-cells)

— Median progression-free survival (PFS) was 18.3 months (95% ClI, 11.8-21.9) for efficacy-evaluable patients
treated with arlo-cel (n =79)

e Here, we present the design of the phase 2 QUINTESSENTIAL study

Figure 2. Mechanism of action of arlo-cel, a CAR T-cell therapy targeting GPRC5D??°
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Figure previously presented by Bal S, et al 2023 ASH Annual Meeting.?

arlo-cel, arlocabtagene autoleucel; CAR, chimeric antigen receptor; GPRC5D, G protein-coupled receptor class C group 5 member D; MM, multiple myeloma.

Study design

o QUINTESSENTIAL (NCT06297226) is an open-label, single-arm, multicenter, phase 2 study evaluating
efficacy and safety of arlo-cel in patients with RRMM

e Following screening, eligible patients will undergo leukapheresis, mandatory bridging therapy during
arlo-cel manufacturing, and lymphodepletion prior to the one-time infusion of arlo-cel (Figure 1)

o Patients will be followed for < 5 years after the last patient receives arlo-cel, with a subsequent long-term
follow-up study (< 15 years after infusion; Figure 1)
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Population

o Adult patients with = 3 classes of MM treatment (including IMiDs, Pls, and anti-CD38 antibody) and = 3 prior
lines of therapy are eligible for the study (Figure 3)

Figure 3. Key eligibility criteria
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ECOG, Eastern Cooperative Oncology Group; GPRC5D; G protein-coupled receptor class C group 5 member D; IMiD, immunomodulatory drug; IMWG, International Myeloma Working Group; MM, multiple myeloma;
PI, proteasome inhibitor.

Study endpoints

o Study endpoints are detailed in Figure 4

Figure 4. Study endpoints
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aAccording to IMWG Response Criteria as assessed by an IRC; PIncluding stringent CR; According to IMWG Response Criteria as assessed by the Investigator; ‘Defined as time from arlo-cel infusion to first documentation
of response of PR or better; ¢Defined as time from first documentation of response of PR or better to first documentation of disease progression or death due to any cause, whichever occurs first; ‘Defined as time from
arlo-cel infusion to first documentation of PD or death due to any cause, whichever occurs first; ¢Defined as time from arlo-cel infusion to time of death due to any cause; "Frequency of events from enrollment through
treatment and posttreatment follow-up, including any non-protocol doctor's office visit, emergency room visit, hospitalization, etc for study drug-related toxicities or disease-related events.

C30, Core30; EORTC QLQ, European Organization for Research and Treatment of Cancer Quality of Life Questionnaire; IMWG, International Myeloma Working Group; IRC, independent review committee; PD, progressive
disease; MY20, multiple myeloma module; TCEXx, triple-class exposed; QCEx, quad-class exposed.

Enrollment

e The study is currently recruiting, with an estimated enrollment of 175 patients
e This study will recruit at ~47 centers across the USA, Canada, and Japan (Figure 5)

Figure 5. Planned enrollment

QUINTESSENTIAL)

Study start date (first patient first visit): March 21, 2024
Estimated primary analysis completion date: Q1 2027
Estimated study completion date: June 30, 2032
Estimated enrollment: 175

Approximately
47 sites in
3 countries

References Acknowledgments Scientific Content on Demand
1. Rajkumar SV. Am J Hematol. 2024;99(9):1802-1824. » We would like to thank the patients, To request a copy of this poster:
2. Dhanasiri S, et al. Clin Ther. 2021;43(11):1983-1996.€3. their families, and the clinical study
3. Mailankody S, et al. N Engl J Med. 2022;387(13):1196-1206. teams who will participate in the study
4. Kumar SK, et al. J Natl Compr Canc Netw. 2023;21(12):1281-1301. « This study is sponsored by Bristol Myers
5. Ahmed A, Killeen RB. StatPearls: Relapsed and Refractory Multiple Myeloma. 2025. Squibb
6. Rodriguez-Otero P, et al. Blood Cancer J. 2024;14(1):24. « All authors contributed to and
7. Bal 5, et al. Oral presentation at the American Society of Hematology (ASH) Annual Meeting; December 7-10, 2024; approved the presentation; medical
San Diego, CA. Abstract 922. writing support was provided by
8. Bal S, et al. Oral presentation at the American Society of Hematology (ASH) Annual Meeting; December 9-12, 2023; Alexandra L. Thomas, PhD, from Citrus
San Diego, CA. Abstract 219. Health Group, Inc. (Chicago, Illinois)

9. Smith EL, et al. Sci Transl Med. 2019;11(485):eaau7746. and was funded by Bristol Myers Squibb

QR codes are valid for 90 days after the congress presentation date.

Copies of this poster obtained through Quick Response (QR) Code are for personal use
only and may not be reproduced without permission from the author of this poster.



