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Magrolimab Alters the Tumor Microenvironment to Improve Bone Marrow Functions in Patients
With Acute Myeloid Leukemia and Higher-Risk Myelodysplastic Syndromes
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Results

Introduction

Key Findings _ _
Figure 1. Fold Change of CD8+ and CD4+ T cells in Bone

Marrow Biopsies by Immunofluorescence

Figure 3. Trends Towards Increased Immune Infiltrate and
Decreased IL-6 Signaling Post Treatment

Magrolimab (HU5F9-G4) is a monoclonal

— Indicators of innate and adaptive immunity antibody that blocks CD47, an antiphagocytic

. : ignal overexpr n tumor cells?? 5
were present in the bone marrow of patients signal overexpressed on tumor cells A) CD8+ MDS B) CD4+ MDS . I el
. . . . . . . . —_— —_— Tumor_ EMT - @ " o 5 SE-
with acute myeloid leukemia (AML) and — CDA47 is a negative regulator of innate immunity; o 3 '; > 3 ] Tog_TogTh2Tatc- . ) INTEH'“?EE“E%E’E:E%EEEEE' ++_' 5
. . — —_ reg_Treg- u - - § s
higher-risk myelodysplastic syndromes therapeutic blockade of CD47 has the potentialto € . o - . vV NS Mo [ % wsrs sounc] e -
(HR MDS) receiving magrolimab and trigger both innate and adaptive antitumor activity> & S a v -~ 5 LLoGRAT REJETION ] e
azacitidine ™ C : ey n - n 97 g © v immunelnfitrate_ProtumorCytokine - 1o & . XENOBIOTIC_METABOUISM- —p—
— e COmblnathn O azaCItIdlne, a ; 4 - —— ; 4 _ . Immunelnﬁltrai;iizz:;r;gi[;i:fpflfﬁ: . L § _HEME_METAEIDLISM- ® ﬁ
.. hypomethylating agent that can deliver a pro- © ., © ., | OO o w  Grandlocytes. GranulocytesTraftic o = FarTy scio vETAsOLeM] el £
— A trend towards a reduction in inflammatory Y 1yiating a9 . ' pre o 3 v o 3 Aaa G Cylotoxic T . CHOLESTEROL_OMEOSTASIS|  —n] :
phagocytic signal to tumor cells in combination ™, 00 o, — % Cytotoxic_NK e PLEACDMETASOUSK |
pathways such as |IL-6 and complement . . . . Q@ - 00 @ O o v 2 Cytotoic_EfectorTafic- X s
. with magrolimab, tips the balance in favor of S 4 4.8 080......... V... S q 4B o e eeenns AN o Cylotoxic_EffectorCel . - ]
was observed as well, suggesting an overall hagocvitosis of tumor cells? o 0 o 5 o ~83 vy = Chockont Checkpontibior . —P— S KT T T 8 s
Improvement in the bone marrow environment PHagocy 0 . P y 0 .  CAF_Matnx- . WNT_BETA_CATENIN_SIGNALING | ——
. . . CR mCR PD+SD CR mCR SD+PD CAF_CancerAssociatedFibroblast - & . ATEFFFE-FJQ_EEE:H:E: _._:._
of patients with AML and MDS following - - et 1, ACTMTOR_SIGNALING]  ~@F
magrolimab and azacitidine treatment act ) ) Jottner - — wie proers va| —e—| g
g ObjeCtlve @) 4 — @) 10 — A Antitumor_Cytokine - @ MYC_TARGETS V1 *— %
AntigenPresentation_MHCII 4 L 5 . . =
.g 'g 9 _ Ant?genpresentation__MHCI- —o— HE%TEIL_HLIIS_T;J%_Iﬂg— _—._l— &
1 ¢ tigenPresentation_CoActivation T—— KRAS_SIGNALING_DN - —&—
— TO report the pharmaCOdynamIC effeCtS g 3 — g 8 At ;giogen;is_{énjmhe”um_ ° HEDGEHOG_SIGNALING - ——
C I i ns . TEDR T (& O [ ﬂngiogenesis__ﬁngimgenesis- @ EETHGGEH_HESPGNSE—LATE: T
onciusio of magrolimab + azacitidine on the tumor 7z S 6 ° R S T aoRoo Mot a1
microenvironment in patients with untreated HR ‘%, 29 ‘%, 2 1 ° A (C}a*? %ESSEC:R%EN,} 0.050-0.6250.000 0.025 0.0%0
C e ey : : — using ss Scores C3D1 vs. SCREEN,
This initial study of a subset of 5SF9005 MDS or AML in a phase 1b trial (NCT03248479)*> 0 1 ooo - s Q 3| Significance Sing SSGSEA Scores)
] ] ] O AR o -
aill patients treated with magrolimab + L ... . L f 1, Ll L - Nominal P < 0.10, Down -® Nominal P < 0.10, Up -@ Nominal P = 0.10
.. . . . > — A > —_ ..: ......................... oo
azaCItIdlne demOnStrated a Shlft In O 0 e : ’:F"‘_ o 0 ° ‘AA RNA-seq was performed on MDS Biopsies at Screening (N= 14) and (?yclgBDay1 (Nf22) and A) TME and B) hallmark gene enrichment scores were calculated for each
the bone marrOW enVIFOn ment that IS m CR PR SD CR PR SD sample using age, sex, baseline platelet counts, and WHO MDS classification as covariates.

dominated by a phagocytic response
shown by increased detection of proteins
associated with macrophages including
LYVE1 and LRP11. Anti-tumor proteins,

Dosing: Patients with untreated HR MDS or
AML received magrolimab intravenously (1V) as a
priming dose (1 mg/kg) on days 1 and 4, followed
by a ramp-up to a 30-mg/kg weekly or biweekly

Bone marrow biopsies were taken from patients at screening and Cycle 3 Day 1 and evaluated for the percentage of CD8+ or CD4+ by immunofluorescence.

Figure 2. Differential Abundance in Bone Marrow Plasma
Proteins Suggests Increased Macrophage Activity and
Decreased Inflammation Post Treatment

Figure 4. Immune Cytolytic Activity Profiles of Patients with
Increased CD8+ T Cells in Bone Marrow at Cycle 3 Day Using
Integrative Analysis of IHC, RNAseq, and SomaScan’*
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Bone marrow aspirates were collected at screening (N = 94) and cycle 3 day 1 (N = 92) from AML (N = 28) and MDS (N = 66) patients. Proteomic analysis of
7260 analytes using the SOMAscan hybridization microarray platform identified 232 proteins that were increased and 94 that were decreased at Cycle 3 Day
1 compared to Screening.
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across different modalities.®

A) A platform to integrate multimodal data was used to identify cytolytic activity scores from bone marrow biopsies. Bulk RNA-seq was performed on FFPE biopsies, and

Correspondence: Lisa.Johnson8@gilead.com the cytolytic activity score was calculated using GRZA and PRF1 expression in B) AML C) MDS D) AML and E) MDS cases with increased CD8+ over baseline.
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