An affinity-optimized CD47xPD-L1 bispecific antibody for dual immune checkpoint blockade
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Background PD-1/PD-L1 blockade and enhancement of T-cell activation NI-2901 is well-tolerated, demonstrating anti-tumor activity in
huCD47/huPD-L1 fransgenic mice
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Preclinical data have demonstrated the
synergistic benefit of combined SIRPa and PD-1
blockade with monoclonal antibodies
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& CDA7xPD-L1 bsAb _ 150000- = Exploratory single-dose (10mg/kg) and multiple dose (30mg/kg) tolerability study

kA body plaiform — Native, human bsAbs

= NO adverse events
= No change in body weight, food consumption, clinical chemistry and clinical pathology
= Red blood cells, platelets and leukocytes remained within the normal range
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Standard antibody discovery using common heavy chain libraries, kappa and lambda
variable light chains drive the specificity to the targets Red Blood Cels _ e o
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Two programs in clinical trials and multiple bsAbs in preclinical development CD47/5IRPa blocking on
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PK modeling and simulations predict favorable patient dosing regimen
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Blockade of CD47/SIRPa by NI-2901 increases phagocytosis
Phagocytosis of PD-L1NEC induced by an IgG1 anti-CD19 mAb
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60- Dosing regimen of magrolimab in clinical trials : 30 mg/kg QW = 30 mg/kg Q2W

Dosing regimen of anti-PD-LT mAbs: =10 mg/kg Q2W or 15 mg/kg Q3W 0 14 28 42 55 70 84 98 112
Time (day)

o

High affinity Moderate affinity
Blocks PD-1/PD-L1 axis Anti-PD-L1 i Anti-CD47 Blocks CD47/SIRPa axis

Cross-reacts with i (Eb Cross-reacts with 20- - +10ug/mL of Magrolimab analog Conclusions
cynomolgus and IR A cynomolgus ] * *+ 10ug/ml of CDA7xPD-LT bsAb

X . - 0- .
Mmaouse . ) QQ\ . \ S S S S A&~ & NI'290‘| .

N

o N .
N Q e & S o )
Q.°° Ny Q& S °

Antibody concentration (ug/mL) Antibody concentration (ng/mL) " FU”y human |gG4 CD4/7xPD-L1 bispecific OﬂﬂbOdy
= Antitumor activity in a PD-L1°% lymphoma xenograft model = Enhances phagocytosis of tumor cells, increases T-cell activation

Tumor volume= 250mms3 Tumor volume= 500mms3

Low Fc-mediated effector functions . Raji ] Single dose 20mg/kg 2500 Weekly doses 10mg/kg = Demonstrates anfitumor activity in a syngeneic mouse tumor model
(ADCF) T = Well tolerated in NHP, multiple doses at 30mg/kg (highest dose tested)
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The arms can act independently and also benefit from co-engagement lymphoma xenograft

model in NOD scid mice
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Moderate monovalent binding to CD4/7 on PD-L1-neg cells to mitigate safety concerns
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