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A Phase 2 Study of lanalumab in Patients With KEY FINDINGS & CONCLUSIONS
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administered intravenously (IV) in heavily pretreated patients with primary immune thrombocytopenia (ITP),

Treated With 22 LineS of Therapy (VAYHIT3) with no new safety signals detected up to the data cutoff

— Nearly half of the patients (44%) achieved a confirmed response (ConfR), with most experiencing it
during the first 2 months, and more than half of the responders (56%) maintained a stable response at

6 months
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INTRODUCTION Figure 1. lanalumab’s Proposed Dual Mechanism METHODS

of Action « This phase 2, open-label, single-arm study Figure 2. VAYHIT 3 Study Design

« The B-cell-activating factor (BAFF) Blockage of S R W enrolled adults with primary ITP previously Week 1 Week 17 Week 25 ” S
signaling pathway is crucial for B-cell [ BAFF-R signaling ] \W(” [ via ADCC ] treated with at least a corticosteroid and a Day 1 Day1 Day1 it s':ud(;,
proliferation, differentiation, and survival, thrombopoietin receptor agonist (TPO-RA) last dose
and it has the potential to become a ‘_ and with no previous splenectomy | | |
compelling therapeutic target for ) *”)k\, ‘ 0 — Eligible patients had loss of response, no | | |
autoimmune conditions such as ImimUne o N Al NKcell or insufficient response, or intolerance to | i |
thrombocytopenia (ITP) (Figure 1)" . ' the last ITP therapy; had a platelet count — EYSTesate | | Safetz;:tlilgv;;?sfor i :
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receptor monoclonal antibody with a dual @ ==
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. VAYHIT3 (NCT05885555) assesses the B cells in blood and tissues =14 days before ianalumab initiation Opglonz;ll sec;):ld ctours: of
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safety and efficacy of ianalumab in (Figure 2)

patients with primary ITP who did not Suppression of autoimmune response  The primary end point is ConfR, defined as

respond to =2 prior treatment lines > > i Data cutoff: February 5, 2025.

P P platelet count of 250 G/L at 22 consecutive Participants were allowed to continue background corticosteroids and/or TPO-RA on which they had not
Here. we present the results of the A7 assessments 27 days apart between weeks 1 responded at time of study entry. The dosage of the background treatment must have remained stable
- ” _ ﬁ( lanalumab {V BAFF ﬁ BAFF-R and 25. without rescue for =4 weeks or start for 214 days prior to initiating ianalumab and could not be increased once the study drug commenced.
primary anaIyS|s, which was conducted f ’ITP ¢ ¢ t bef - hi ConfR Patients received premedication prior to the first 2 ianalumab infusions (paracetamol 1000 mg,
i of new reatment berore reacning Lon antihistamine per institutional guidelines, and corticosteroid [prednisolone 50 mg or equivalent]).
whgn aII.patlerllts Complgted the week 25 ADCC, antibody-dependent cellular cytotoxicity; BAFF, B-cell-activating factor; _ _ _ ITP, i_mmune thrombocytopenia; IV, intravenous; g4w, every 4 weeks; TPO-RA, thrombopoietin receptor
visit or discontinued earlier BAFF-R, B-cell-activating factor receptor; NK, natural killer. L Secondary ObJeCtlveS were quallty Of agonist.

a At week 25 day 1: platelet count of 230 G/L and =4 weeks since last rescue and no new ITP treatment.
response and safety

RESULTS

« At data cutoff (February 5, 2025), 41 patients were enrolled, of whom 39 completed the primary end point * Median platelet count continued to increase over time (Figure 5)
assessment period (Figure 3) « Rates of any-grade bleeding events (according to the World Health Organization Bleeding Scale) decreased
— Two patients discontinued treatment early due to patient decision from 59% at baseline (n/N=24/41) to 22% at week 25 (n/N=8/37), and 10% at week 33 (n/N=3/30)

Figure 3. Patient Disposition Figure 5. Platelet Count Over Time
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« Baseline demographics and disease characteristics are shown in Table 1 =
— Median (range) patient age was 55 (18-80) years; 51% of patients were female
— All patients received prior corticosteroids and TPO-RAs; 46% received prior rituximab, and 51% received
other immunosuppressants
0 :
No. of observations
Table 1. Patient Demographics and Baseline Disease Characteristics 181516 151513131516 16 17 16 14 15 15 13 13 15
231710121213 1212 11 10 12 12 10 10 10 10 7 6
Characteristic lanalumab (N=41) - ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘ ‘
Age, median (range), years 55 (1 8_80) 1 2 3 4 5 6 7 8 9 11 1 3 1 5 1 7 1 9 21 23 25 29
Male, n (%) 20 (49) Week
Race, n (%)?
Asianb 8 (20) Platelet counts collected <4 weeks after the rescue treatment or after the start of a new ITP therapy were excluded for all postbaseline visits. Baseline is the worst value
during the screening period or the value on the date the first course of ianalumab treatment was started.
White 32 (78) ITP, immune thrombocytopenia; WHO, World Health Organization.
Hispanic or Latino, n (%)? 6 (15)
Platelet count, median (range), G/L 8 (0-29)
ITP duration, median (range), years® 4.2 (0-41) - Safety data are shown in Table 2
No. of prior lines of treatment, median (range) 6 (2-13)  IRRs were reported in 6 participants (15%); all IRRs were grade 1 or 2, and no discontinuations were due to
24 Prior lines, n (%) 36 (88) IRRs
Type of prior medications, n (%) « Infections were reported in 15 participants (37%); 1 participant (2%) experienced a grade 3 infection
Corticosteroids 41 (100) (Clostridioides difficile)
TPO-RA 41 (100) « One patient died in the posttreatment phase due to an AE of pulmonary edema. The event was reported b
ry y
IVIG or anti-D immune globulin 33 (81) the investigator as not related to ianalumab
Rituximab 19 (46)
Other immunosuppressantd 21 (51)
Other treatment 23 (56) Table 2. Overview of On-Treatment AEs in VAYHIT32
Fostamatinib 10 (24) lanalumab
ITP, immune thrombocytopenia; IVIG, intravenous immunoglobulin; TPO-RA, thrombopoietin receptor agonist. Event, n (%) (N=41)
a 1 patient had a missing race and ethnicity assessment. ® Includes Chinese (n=4), Korean (n=2), Indian (n=1), and other (n=1). ¢ Time from initial diagnosis of ITP was All grades Grade >3
calcullatea.d from the date of initial diagnosis to the screening date. ¢ Azathioprine (n=10), cyclosporine (n=7), mycophenolic acid (n=12), sirolimus (n=2), tacrolimus (n=1), =
and vincristine (n=2). AEs 35 (85) 9 (22)
« Of the 41 patients included in the efficacy analysis, 18 (44%) achieved ConfR (Figure 4
P y analy (447%) (Fig ) Study drug related 15 (37) 1(2)
— Of the 18 participants with ConfR, 8 responded in the first month, 5 in the second month, and 5 between
the third and fifth months SAEs 6 (15) 6 (15)
— Median time to ConfR in responders was 6 weeks ey el e 0 0
« 9 of 10 patients with a stable response had a complete response at week 25, defined as a platelet count of
=100 G/L in the absence of rescue treatment or new ITP treatment Fatal AEs 0 0
Figure 4. Key Efficacy End Points: ConfR (Primary End Point), SR, IWG-ConfR, and IWG-SR® AE0 (R M 10 S e e T IS EUD T L L
Primary End Point: Confirmed Response Stable Response Most frequent AEs (>10%)°
» Platelet count of 250 G/L at 22 consecutive assessments 27 * Platelet count of 250 G/L on a 275% of assessments between
days apart between weeks 1 and 25 weeks 19 and 25 Headache 9 (22) 0
* No rescue therapy within 24 weeks of platelet count assessment * No rescue therapy within 24 weeks of platelet count )
or start of new therapy before ConfR assessment or start of new therapy before SR Contusion 8 (20) 0
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o 80% A © 80% -
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. . » Platelet count of 230 G/L on 275% of assessments between
days apart between weeks 1 and 25 with 2a 2-fold increase ks 19 and 25 with >a 2-fold i ; baseli _ _
oo e weeks 19 an with =a z-fold Increase irom baseline Allergy to immunoglobulin therapy 1(2) 1(2)
i * No rescue therapy within 24 weeks of platelet count
* No rescue therapy within 24 weeks of platelet count assessment assessment or ST;/rt of a new thera t?efore SR
or start of a new therapy before ConfR Py Arterial disorder 1(2) 1(2)
o _ o - . .
100% 100% Chronic kidney disease 1(2) 1(2)
80% 80% - . _
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o . 49% (34-64)° o
2 60% 1 (n/N=20/41) 2 60% A L
S S Upper gastrointestinal hemorrhage 1(2) 1(2)
o _43)d
8 40% - 8 40% A 27% (14-43)
o o (n/N=11/41)
[0) . [v) .
20% 20% AE, adverse event; CTCAE, Common Terminology Criteria for Adverse Events; IRR, infusion-related reaction; MedDRA, Medical Dictionary for Regulatory Activities; SAE,
serious adverse event; URTI, upper respiratory tract infection.
0% 0% a On-treatment AEs started during the period from the day of the first administration of the study drug to 28 days after the last administration of the study drug. Participants
with multiple severity grades for an AE are counted only under the maximum grade. MedDRA version 27.1, CTCAE version 5.0. ® No grade =3 AEs were reported among
ConfR, confirmed response; IWG, International Working Group; SR, stable response. the most frequently observed AEs. ¢ SAEs occurring during treatment or within 28 days of the last dose of the study drug were considered in this analysis. A participant
a 95% Bayesian credibility interval. ® 95% CI. ¢ 95% Bayesian credibility interval for corresponding modified end points. ¢ 95% Cl for corresponding modified end points. with multiple severity grades for an AE is only counted under the maximum grade. MedDRA version 27.1, CTCAE version 5.0. No grade 5 AEs were reported.
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