Safety and Tolerability of Magrolimab Combinations in Patients With Relapsed/Refractory Multiple Myeloma: 3383
Safety Run-in Results From a Phase 2 Study
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Introduction Results

COnCI USiOnS » Treatment options remain limited for heavily pretreated patients with relapsed/refractory multiple myeloma (RRMM) who Patient Demographics and Baseline Characteristics Magrolimab-Related Treatment-Emergent Adverse Events
nggg]lreatqg rde'Cel)Y?d the main classes of therapy (including proteasome inhibitors and anti-cluster of differentiation 33 » Of the 25 total patients treated, all were treated at the initial magrolimab dose level » The most common magrolimab-related TEAEs (>2 patients in any SRI cohort) were anemia, fatigue
antibodies) . . . . . ’ ’
: : ' : — Nine patients were enrolled in the Magro + Dara and Magro + Pd cohorts, respectively; 7 patients i
* In heaV”y pretreated patlents with multlple * Novel combination therapies with new drugs possessing unique mechanisms of action and nonoverlapping toxicity are P 7 J P P and thrombocytopenia (Table 4)

were enrolled in the Magro + Kd cohort (Table 2)

S ' - ' ' ' > =
* The median (range) number of prior lines of therapy received across all cohorts was 4 (2-9) Magrolimab-related anemia was reported in 13 out of 25 patients (grade 23, n = 6)

myeloma who relapsed or were refractory to needed to improve patient outcomes?

more than 3 prior lines of therapy, mag rolimab « Magrolimab i§ a firgt-in-class, immuno-oncology therapy_that blocks CD47, an antiphagocytic signal overexpressed in — The median (interquartile range [IQR]) drop in hemoglobin level after the magrolimab priming dose
g d bl f fil cancer cells (including MM) that enables them to evade immune surveillance*® _ _ _ o (1 mg/kg on cycle 1, day 1) ranged from 0.6 (0.1 to 1.5) to 2.0 (1.3 to 2.3) g/dL across the 3 cohorts;
emonstrate an acceptq _ € Sa ety profie « In vitro blockage of CD47 resulted in increased elimination of MM cells,®” and preclinical data suggest that magrolimab Table 2. Patient Demographics and Baseline Characteristics of SRI Cohorts the median (IQR) drops after the second magrolimab dose (30 mg/kg on cycle 1, day 8) were lower
and showed minimal additive tOXICIty when may synergize with commonly used standard-of-care backbone agents in MM?® - Magro + Dara Magro + Pd Magro + Kd and ranged from 0.0 (-0.1 to 0.5) to 0.7 (0.3 to 1.1) g/dL across cohorts (Table 5)
given in combination with daratumumab, * Reported here are initial safety and tolerability data from 3 safety run-in (SRI) cohorts of our phase 2, open-label, Characteristic (N = 9) (N = 9) (N =7) - Grade 3-4 magrolimab-related TEAESs reported in >1 patient in any SRI cohort were anemia (Magro +
o 1 multi-arm study (NCT04892446) in which magrolimab-based combinations were evaluated in patients with RRMM _ Dara), decreased neutrophil count (Magro + Pd), and decreased platelet count (Magro + Pd)
P ) Age (years), median (range) 59 (55-78) 69 (46—76) 64 (57-82)
e Transient on-target anemia was observed » The objective of the SRI portion of the study was to evaluate the safety and tolerability profile and determine the RP2D o
: J : of the following magrolimab combinations in RRMM: Race, n (%) Magro + Dara Magro + Pd Magro + Kd
fter the first d f magrolimab but . White 7(78) 8 (89) 6 (86) .
dlte e TIrst aose O dagroiima ut was o :
_ Magrolimab + daratumumab (Magro + Dara) Black 1(11) 1(11) 1(14) Patients, n/N (%) An Grade An Grade An Grade
rarely observed with subsequent doses — Magrolimab + pomalidomide/dexamethasone (Magro + Pd) Native Hawaiian or Pacific Islander 1(11) 0 0 grage 3.4 grage 3.4 grage 3.4
e Criterig f ded ph 2d — Magrolimab + carfilzomib/dexamethasone (Magro + Kd) — ]
Sistiz, ol i MEeeiinisneize) plicks 2z  The study designs for each SRI cohort are illustrated in Figure 1 Ethnlc!ty, n_( ) : A ' 6/9 (66.7) | 3/9 (33.3) | 4/9 (44.4) | 2/9 (22.2) | 3/7 (42.9)| 1/7 (14.3
(RP2D) were met for the dose expansion Not Hispanic or Latino 9 (100) 9 (100) 7 (100) nemia (66.7) (33.3) (44.4) (22.2) (42.9) (14.3)
_ ) _ ) : . Hispanic or Latino 0 0 0
portion of the study in each combination Figure 1. Study Design Fatigue 3/9(33.3)| 0/9(0) |3/9(33.3)|1/9 (11.1)|1/7 (14.3)| 0/7 (0)
Safety Run-in Dose Expansion ECOG performance status, n (%)
(n = 6 to 9; up to 3 dose levels) (n = 24) (1) g %g; . (1000) i gg; Thrombocytopenia 179 (11.1) | 0/9 (0) |2/9 (22.2)| 1/9 (11.1) | 2/7 (28.6) | 1/7 (14.3)
Plain Language Summary Patients with eI 1S CRIERTmER e 2 1 0 a4 Decreased neutrophil count | 1/9 (11.1)| 0/9 (0) |2/9 (22.2)|2/9 (22.2) | 1/7 (14.3) | 1/7 (14.3)
Eril\:lmxtngB Magrolimab IV + pomalidomide + evalﬁz’:iitriland Magrolimab IV + pomalidomide + Prior lines of therapy, median (range) 6 (4-9) 3 (3-6) 7 (2-8)
Patients with multlple myeloma (MM) therapy, including dexamethasone RP2D:? dexamethasone R-ISS at screening, n (%) Decreased platelet count 1/9 (11.1) | 0/9 (0) |2/9(22.2)|2/9 (22.2)|1/7 (14.3) | 1/7 (14.3)
: : an IMiD and a Pl Magrolimab IV + carfilzomib + Magrolimab IV + carfilzomib + | , 6 (67) 4 (44) 3 (43)
that has returned or is resistant to the dexamethasons dexamethasone ! 2 (22) 3 (39) 3 43 Headache 319(33.3)| 0/9(0) | 09(0) | 0/9(0) | 07(0) | 07 (0)
last treatment tend to get sicker and n 1 (11 2 (22 1 (14
d. d t gt d f aTo select an RP?D, <2 of 6 DLT-evaluable pa.tients could experienceaDLT. DLTs were evalulated throughgut cycle.1 (35.d.a.ys)-and defined as any invgstigator-assessed grade ;3 TEAEs thatlworsened ( ) ( ) ( ) Hypokalemia 2/9 (222) 0/9 (O) 0/9 (O) 0/9 (O) 0/7 (O) 0/7 (O)
e L iiivomlvdeni-biodsm e ool e A AR e e AL i B A A
aminotransferase/aspartate aminotransferase/alkaline phosphatase that resolved to grade <2 within 1 week; grade 3 tumor lysis syndrome, electrolyte disturbances (hyperkalemia, hypophosphatemia,
better treatments Resea rCherS have B{p_)re:jurice:.nia.t)., natusclaa.{ volmllt;ng or diarrheda Th?t res%lveclzrl)\;co. gtrade <2 Wit|2i|n 72th%urs; aqdhgggtde ?I_Irzn:gr%im?b in]lusionyreacit}i/ogs in the abien)::e of an optimal (prB(/eFt)reatment reg):fnepn. P Infusion-related reaction 2/9 (222) 0/9 (O) 0/9 (O) 0/9 (O) 1/7 (143) O/7 (O)
. . , dose-limiting 1oxXICIty; IV, Immunomoaulatory arug; , Intravenous, , proteasome Innipitor; , reatment-emergent adverse event.
found that Comblnatlons Of drugs that DLTS and Safety Summary TEAESs graded according to NCI CTCAE (v5.0). Data are presented as n patients exhibiting the event out of the total N patients.
work in different ways may be better » At the initial dose level tested, magrolimab was given intravenously as a 1-mg/kg priming dose on day 1 of cycle 1, « The mean (SD) number of cycles of magrolimab exposure in the Magro + Dara, Magro + Pd, and
for the treatment of MM. We are followed by a maintenance dose of 30 mg/kg once every week during cycles 1 and 2, then once every 2 weeks in cycles Magro + Kd cohorts was 2.0 (2.29), 2.9 (1.62), and 2.3 (1.60), respectively

3+; all other agents were administered at standard doses and schedules per clinical guidelines (Table 1) . Two DLTs occurred during the assessment period: grade 3 febrile neutropenia (Magro + Dara) and

grade 3 dyspnea (Magro + Pd), experienced in the context of infusion-related reaction

reporting on the safety of 3 different

Table 5. Summary of Hemoglobin Change From Baseline

drug combinations, each containing a Table 1. Dosing and Treatment Schedule for the SRI Cohorts - All patients experienced a TEAE, and all but 2 had a magrolimab-related TEAE Magro + Dara Magro + Pd Magro + Kd
new drug called magrolimab. Myeloma Drug Cycle 1 (35 days) Cycle 2 (28 days) Cycle 3+ (28 days/cycle) . Two patients (1 each in Magro + Pd and Magro + Kd) had a TEAE that led to magrolimab el el (N = 9) (N = 9) (N=7)
cells have a number of “don’t eat me” Priming dose: | \vo 4 4o disconfinuation S . | .
_ 1 mglkg IV €eK 1, aay - - — Only the Magro + Pd patient discontinued magrolimab treatment because of magrolimab-related Baseline
signals that enable them to escape Magrolimab? Starting dose Evory wook on TEAESs reported on day 15: grade 1 fatigue, grade 3 decreased neutrophil count, and grade 3 n 9 9 7
: : | ; very w -
death from the patlent's immune system. 20 mgg/kg v Days 8, 15, 22, 29 days %/ 8. 15, 2 Days 1 and 15 . (cjlec:ﬁasded V:hl-:-eEZEOd cell CO(ljJr;t o . Mean (SD) 10.8 (1.14) 10.7 (1.36) 12.2 (2.20)
: : * INO dealns due 1o S occurred auring the stuay perio Median (IQR 10.8 (10.0-11.4 10.7 (9.9-11.3 12.3 (9.9-13.0
Magrolimab blocks these signals. The 16 ma/kg IV vory wook on | DAYS 1. 15 (every 2 weeks) or cycles R o o edian (IQR) ( ) ( ) ( )
: - - a _ reatment-Emergen verse Events
other druas combined with maarolimab Daratumumab or Days 8, 15, 22, 29 3—6 (8 doses total), followed by day 1 _ _
| g | dt gt £ MM 1800 mg SC days 1,8, 15, 22 (every 4 weeks) of cycles 7+ « The most common TEAE observed in each SRI cohort was anemia; other common TEAEs (>2 1(:31D1|.Oposlt. dose change
- - - rom baseline
dare a rea .y Common_ Y used 10 lrea Pomalidomide 4 mg PO Days 1-21 (daily) | Days 1-21 (daily) Days 1-21 (daily) patients in any SRI cohort) are shown in Table 3 ) ; . .
that is resistant to prior treatment or.has Dexamethasone® | 40mgPO  |Days 1,8, 15,22, 29| Days 1, 8, 15, 22 Days 1, 8, 15, 22 Mean (SD) -1.9 (0.68) -0.7 (0.69) -1.0 (0.58)
returned. We found that all 3 magrolimab- Days 8 (20 mg/m?), Table 3. TEAEs in >2 Patients in Any SRI Cohort Median (IQR) —2.0(-2.3t0-1.3) | -0.6 (-1.5t0 -0.1) | =1.1 (-1.4 to =0.9)
drug combinations were re|ative|y safe Carfilzomib° 20/70 mg/m? IV 15 (70 mg/m?), Days 1, 8, 15 Days 1, 8, 15
and that adding maarolimab does 22 (70 mg/m?) Magro + Dara Magro + Pd Magro + Kd C1D8: post-dose change
° g i Dexamethasone® 40 mg PO bays 8, 15, Days 1, 8, 15, 22 Days 1, 8, 19, 22 for cycles 3-9, and Patients, n/N (%) Any Grade Any Grade Any Grade from baseline
not make the combination treatment J 22, 29 ys 18 19, days 1, 8, 15 for cycles 10+ grade 3.4 grade 3.4 grade 3.4 n 4 5 5
SuU bStantia”y more tOXiC_ *Premedication with an antipyretic, antihistamine, and corticosteroid (daratumumab only) was administered to mitigate infusion-related reactions (IRRs). For magrolimab, this regimen was required Mean (SD) -0.3 (077) -0.9 (099) 0.0 (075)
mancatory f a Grade 3 IRR oocurred. For daralumumabs, this regimen was adminstered before all doses. ‘Dexamotnasons staring dose s 20 mg in paionts o73 years ald. -Recommended saring Anemia 6/9 (66.7) | 3/9 (33.3) | 5/9 (55.6) | 2/9 (22.2) | 3/7 (42.9) | 1/7 (14.3) Median (IQR) —0.6 (-0.7t00.2) | -0.7 (-1.1t0-0.3) | 0.0 (-0.5t0 0.1)
dose of carfilzomib is 20 mg/m? on cycle 1, day 8. If tolerated, escalate dose to 70 mg/m? on cycle 1, day 15, and thereafter. PO, orally; SC, subcutaneous.
Fatigue 4/9 (44.4) [ 1/9 (11.1) | 3/9 (33.3) | 1/9 (11.1) | 1/7 (14.3)| 0/7 (0) C, cycle; D, day.
* Primary end points were incidence of TEAEs, DLTs, and lab abnormalities
— TEAESs were evaluated according to National Cancer Institute Common Terminology Criteria for Adverse Events Headache 4/9 (44.4)| 0/9 (0) 0/9 (0) 0/9 (0) |1/7(14.3)| 0/7 (0) : . . . . . _ _
References: 1. Chari A, et al. N Engl J Med. 2019;381(8):727-738. 2. Bruno AS, et al. Expert Rev (version 5.0) (NCI CTCAE v5.0) * There were 3 patients with magrolimab-related infusion-related reactions (IRRs; all grade 1-2);
Hematol. 2020;13(9):1017—-1025. 3. Drug therapy for multiple myeloma. American Cancer Society. _ ' _ . ' o o _ _ 1 patient had an IRR related to subcutaneous daratumumab
Revised August 15, 2023. Accessed October 17, 2023. http://www.cancer.org/cancer/multiple-myeloma/ — Patients .were included in th.e DLT—evaIuabI§ population if they met 1 of 2 criteria: Infusion-related reaction 3/9 (33.3)| 0/9 (0) 0/9 (0) 0/9 (0) |1/7 (14.3)| 0/7 (0) . Serious magrolimab-related TEAEs occurred in 5 patients
treating/chemotherapy.html. 4. Liu J, et al. PLOS ONE. 2015;10(9):e0137345. 5. Chao MP, et al. Front o Experienced a DLT after infusion of the first dose of any study drug and throughout cycle 1, or _ _ _
Oncol. 2020;9:1380. 6. Kim D, et al. Leukemia. 2012;26(12):2538-2545. 7. Sun J, et al. Cancers (Basel). o Completed cycle 1 without a DLT and received =3 magrolimab infusions and Nausea 3/9(33.3)| 0/9(0) |1/9(11.1)| 0/9(0) | O/7(0) | 0/7(0) — Magro + Dara: febrile neutropenia, a DLT, on day 12 (n = 1); anemia on day 21 (n = 1); and
2020;12(2):305. 8. Gilead Sciences, Inc. Data on file. _ bacteremia on day 135 (n = 1)
o Magro + Dara: =22 doses of daratumumab
Acknowledgments: We extend our thanks to the patients, their families, and all participating investigators. o Magro + Pd: 210 doses of pomalidomide and =2 doses of dexamethasone Decreased neutrophil count | 1/9 (11.1) | 0/9 (0) |3/9(33.3)|3/9(33.3)|1/7 (14.3) | 1/7 (14.3) o The patient with anemia experienced 3 anemia serious TEAEs during the study, including
This study was funded by Gilead Sciences, Inc. Editing and production assistance were provided by o Magro + Kd: =2 doses of carfilzomib and 22 doses of dexamethasone 1 prior to the first dose of study drug

Ashfield MedC , an Inizio C , and funded by Gilead Sci , Inc. . .
SIS WBELOIITS, S Tt LOMPAny, St THnEes by Ieat SHentes, e — To select a dose level as RP2D, <2 of 6 DLT-evaluable patients could experience a DLT at this dose level; otherwise, Dyspnea 19 (11.1)1 0/8(0) |33 (33.3)] 13 (11.1) 1 0/7(0) | 0/7(0) — Magro + Pd: dyspnea, a DLT, on day 9, followed by febrile neutropenia on day 22 (n = 1; occurred
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Y J PP P the magrO“mab dOSG WOUId be de escalated and a new COhOI’t assessed TEAEs graded according to NCI CTCAE (v5.0). Data are presented as n patients exhibiting the event out of the total N patients. In the same patlent)
Correspondence: Barry Paul, barry.paul@atriumhealth.org — Safety was assessed in patients who received 21 dose of any study drug — Magro + Kd: pneumonia on day 75 (n = 1)
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