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Background Figure 1: RUBY-1 Study Design Figure 2: ALPN-303 is Well-Tolerated Overall

Agents targeting the B-cell cytokines B-cell activating factor (BAFF) and/or a proliferation-inducing \ Demographics and Disposition ALPN-303 has been well-tolerated overall; most common adverse events (AEs) include mild
ligand (APRIL), including the monoclonal antibody belimumab and the wild-type (WT) ' Study Design . j (G1) headache, dizziness, low Ig (an expected pharmacodynamic [PD] effect), or back pain.
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the majority of patients fail to achieve remission. to 960 mg ALPN-303 administered IV or Female 46 (70%) cytokine release (no significant changes in: GM-CSF, IFNy, IL-3, IL-5, IL-6, IL-7, IL-8, IL-10, IL-18,

SC to healthy vol Race MIP-1a, MIP-18, MCP-1, TNFa, or TNFB).
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than WT TACI-Fc or BAFF- or RIS dose escalation 1 480 mg 60-89 13 (31%) Administration-Related Reaction!®! 1(5%) 1(2%) Srade 2 LREE) 1
o fter 24 v \'2 g Injection Site Pain (Grade 1) 1(5%) 1(2%) Dizziness’*! 1(5%) 5(11%)

APRIL-specific monoclonal Tre® arterzamglv. 240 mg Serious or Severe Infection o 0 Grade 1 1(5%) 4(5%)
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Pharmacokinetics and Target Coverage Circulating Immunoglobulins and Antibody-Secreting /Summary and Conclusions N\

Dose-dependent PK is observed by both IV and SC routes with good bioavailability (60 to >100% at 80 Cells (ASC)

to 960 mg). Estimated half-life (t1/2) at 80 to 240 mg is 3.1 to 7.5 days. Effects appear generally saturated >80 mg for >4 weeks In this first-in-human study, ALPN-303 has been well-tolerated as

Through Day 28 post-dose, >95% coverage of APRIL achieved by both IV and SC 240 mg doses. Vs N single IV or SC doses of up to 960 mg in adult healthy volunteers. The

4 woome _ Parmacokinetics Circulating Free APRIL | . IgG " IsM most frequent adverse event has been mild headache. No severe
7 . g“mé"lgv"’ E 3, 3 s o . infections, severe hypogammaglobulinemia, or cytokine release have
E ) ga 85 §5
v & « 2amglv & 2. 5% S been observed.
gs = gomglv 5 H .
£¢ o 240mglv 3 §Sa 5 o £° e i ALPN-303 demonstrates dose-dependent PK/PD. Coverage of free
< = 480mglv £ 2 g See legends below g : . i . :
o 960mg IV ——————— — T, APRIL is maintained for 2-3 weeks and 24 weeks with 80 and 240 mg,
T T 1 8 15 22 29 5
Y ominalDay Postise S Day (Nominal Day (Nominal) Day (Nominal) J respectively, corresponding to reductions in serum Ig and antibody-
25 Placebo 28 100 SC g ;’(‘ffnzm secreting cells. These data support dose regimens of 80-240 mg SC
= o somgsc E ASC it 24ms BY o o 240mg every 4 weeks in future studies.
5C L o 240mgsc % £s zmg £2 % % 3 ° 480 mg o )
2t 0 480mgSC g ‘ €038 plasmablasts € 3 SO - B e A oL o 960mg Further clinical development of ALPN-303 in SLE and other
; g o 960 mg SC % & plasma cells, of ﬂg’! § 80mg 56 . . . . . . .
z 3 2000 gated CD19°CD27*  § & 20mg 58 s $ % 3 autoantibody-related diseases is strongly supported. Clinical trials in
< L 1gD- memory Beells G & - a0mg O 3 - . :
| - Sl o o osomg X vl SLE, as well as other related disorders (e.g., cytopenias,
0 7 14 21 28 14 8 15 22 29 e . H
K Nominal Day Post-Dose Nominal Day Post-Dose / \§ Time (Days) Day (Nominal) J \ glomerUIonephrlt|des): arein preparatlon' /

AlpinelmmuneSciences.com @AlpinelmmuneSci © 2022 Alpine Immune Sciences, Inc. All rights reserved.



	Slide Number 1

