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[Bcuckground \[Study Design ) Demographics

- Inrtheumatic diseases like systemic lupus erythematosus (SLE) and other + Randomized, double-blind, placebo-controlled and DisposiIion

autoantibody-related disorders, current treatments fail fo achieve remissionin the « N=4:2 (ALPN-303:Placebo) per cohort
majority of patients. Agents targeting the B-cell cytokines B-cell activating factor - Parallel SC/IV dose escalation after 24 mg IV -
Su
il -
(N=66)

(BAFF) and/or a proliferation-inducing ligand (APRIL), including the monoclonal

antibody belimumab and the wild-type (WT) transmembrane activator and calcium
modulating cyclophilinligand interactor (TACI)-Fc fusion proteins atacicept and Age (year)!l 32 (18, 64)
telitacicept, have demonstrated promising clinical potentialin such diseases. Female 46 (70%)
+ ALPN-303 is an Fc fusion protein of a variant, engineered TACI domain which
mediates significantly more potent inhibitory activity than WT TACI-Fc or BAFF- or r >ELES Ra\fvehne 40 (61%)
APRIL-specific monoclonal antibodies when evaluated head-to-head in preclinical 1 Asian 13 (20%)
studies, with enhanced pharmacokinetic (PK) and immunomodulatory properties. Other 13 (20%)
< RUBY-1 (NCT05054484) is a Phase 1 trial evaluating single ascending doses of 2.4 to ! o BMI (kg/m?l 25 (18, 31)
960 mg ALPN-303 administered IV or SC fo healthy volunteers.
" ALPN-303 has Significantly AT eorRe 29 (69%)
Enhanced Affinity for BAFF and 60-89 13 (31%)

APRIL as Compared to WT TACI-Fc

Affinity measurements of ALPN-303 and WT
TACIc binding fo recombinant human BAFF
and APRIL as determined by surface plasmon
resonance (SPR). SPR sensorgrams are shown
in black ines and results from non-inear least

Completed¥ 39 (59%)
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("ALPN-303 is Well-Tolerated Overall Most Common!'l TEAEs - ALPN-303 hos been well-folerated
(TEAE) (N=22) rade) events (AEs) include mild (G1)
Any TEAE! 12 (55%) 27 (61%) ey e e sasw 1uesw headache, dizziness, low g (an
g::g; zgg?gm 260 g‘l’j::))m Grade 1 208%)  9@ow) expected pharmacodynamic [PD]
@8 1 (5% 1w Crade)2) ® 2.6% - effect), or back pain. Incidence of
(2]
Adverse Event of Interest e T Inlér:r:g:sl 9 gm gg:g |fnfec1|c|>n hc:)s not significantly differed
Administration-Related Reaction(* 1 (5%) 1(2%) Grade 2 1 (5% 1 2%) rom placebo.
Injection Site Pain (Grade 1) 1(5%) 1(2%) . +No G4-5 AEs, serious AEs, serious or
Serious or Severe Infection 0 0 Dizziness®! 1(5%) 5 (11%) severe infection, severe
Severe Hypogammaglobulinemia 0 0 GrE2d ) EE) =Y .
Cytokine Release Syndrome 0 0 Cracel2 ® (230 hypogammaglobulinemia, or
) Fotonaptrouah day 2 poscose Hypogammaglobulinemialél 0 4.(9%) cytokine (elecnse (no significant
{2} Upper mZp.ram‘imé .mé'c.mn o each) Grade 1 4(9%) changesin: GM-CSF, IFN-y, IL-3, IL-5,
{3} rinary tract nausea, and back pain (n=1 (n=2) eomeras by vt 91 st v AV . - IL-6, IL-7, IL-8, IL-10, IL-18, MIP-1a,
5l orectenstooscwen g MIP-18, MCP-1, TNF-a,, or TNF-B)
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Dose-Dependent Pharmacokinetics Garget Coverage: Circulating Free APRIL A
1000000 4 24mgIV-m- 80mgIV 1000000 -0~ 80 mg SC 7000- v —e- 480mg IV 24mgIV 7000 o 480mg SC
IV & smgiv e 240mgiv SC -0~ 240mg SC = 6000 e~ 240mg IV e Placebo IV 60004 SC = 240mg SC
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Nominal Day Post-Dose Nominal Day Post-Dose Nominal Day Post-Dose lominal Day Post-Dose
« Dose-dependent PK (preliminary) is observed by both IV and SC routes with good | | + Dose-dependent reductions, and durations thereof, in free APRIL observed
bioavailability (60 to >100% at 80 to 240 mg) - Through Day 28 post-dose, >95% coverage achieved by both IV and SC
{Esﬁmofed half-life (t, ;) at 80 to 240 mg: 3.1 to 7.7 days ) \240 mg doses (preliminary) Y
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(PD: Circulating Immunoglobulins (Ig)

IgA lgG IgM

* In this first-in-human study, ALPN-303 has been

® Placsis v

55 7 i L well—ToIgrc:Ted as single IV or SC doses of up to
v - \?F{ 1 ] '#* == g 960 mg in adult healthy volunteers. The most
P N B frequent adverse event has been mild
T T T headache. No severe infections,

;- ; T hypogammaglobulinemia, or cytokine release
) R T P —— .
M e BT cams have been observed.
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o’ e C e + ALPN-303 demonstrates dose-dependent PK/PD.
- Dose-dependent, on-target reductions in circulating IgM>IgA>IgG (preliminary) Coverage of free APRIL is maintained for

-\Moximo\ negative slope observed at doses 2 80 mg, suggesting saturated PD Y, >4 weeks with a 240 mg dose IV or SC,

e - - - - Y corresponding to reductions in serum Ig and
PD: Circulating Antibody-Secreting Cells (ASCs) antibody-secreting cells (ASCs).
28 o - Pt 23 100]
g: +aamgy E3 o .
R —emgy 2§ o Placstosc: « Further clinical development of ALPN-303 in SLE
R + 2amgiv g2 o 80mgsC . ! :
3§ w3 < 20mg s and other autoantibody-related diseases is
N < H = womgsc o S
gk :‘: Ty 13 ’ strongly supported. Clinical frials in SLE, as well as
TTE £ 2 = RN other related disorders (e.g., cytopenias,
Day (Nomina) J (omina o : :
« Dose-dependent, on-target reductions in the frequency of circulating glomerulonephnhdes, bullous d|sorders), arein
CD19+CD38+CD27+IgD- ASCs (includes plasmablasts, plasma cells; preliminary) prepqrqﬁon.

« Maximal reductions observed at doses > 80 mg, suggesting saturated PD




