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Inhibition of BAFF with Belimumab
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Outlines:

* Role of BAFF in the pathophysiology of ITP
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Role BAFF level in the pathophysiology of auto-immune disorders

BAFF (B cell activating factor) is a cytokine critical for B cell homeostasis:

* promotes B cell maturation and survival, counters B cell apoptosis

e promotes B cell differentiation to Ig producing PCs

* increases autoreactive B cell survival pivotal in producing anti-platelet autoantibodies

BAFF-R is present on immature and mature B cells,including plasmablasts and some plasma cells,

but excluding long lived PCs Naive _ Antigen-specific -
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Serum BAFF level in ITP
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The mechanism of action of BAFF/BAFF-R signaling

BAFF is the natural ligand of 3 TNF receptors: BAFF-R, TACI, and BCMA

mbrane
BAFF

* BAFF-R: triggers the survival and maturation of naive B cells e — ’
g8 ) J
* BCMA: increased long-lived PCs survival in the bone marrow i / S°"‘*"T’“’F \
* TACI: T-cell-independent B cell responses and isotype switching O
) il
 BAFF-R, TACI and BCMA: are found on the surface of mature B cells l ! l

Transient and naive  T-cell-independent B Plasma cell survival
B cell survival and  cell responses Anti-inflammatory
maturation Ig isotype switching B cell function

e BAFF-R and TACI are found on THF and activated T-cells

Nilforoushzadeh MA et al 2024, Semple JW 2009
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BAFF/BAFF-R signaling

B cell proliferation is an energy demanding process. BAFF lead to higher mitochondrial membrane potential and increased

expression of genes supporting glucose uptake and glycolytic metabolism.
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BAFF/BAFF-R signaling

BAFF

O
BAFF-R

B Ce” ‘ alternative NFkB Macrophage

Y N\ l
MAPK canonical NFkB
v v

Proliferation - Survival

Phagocytosis

BAFF/BAFF-R signaling leads to the phosphorylation of Iga and SYK and transduces signals via the BCR
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KEY POINTS

The B-cell depletion paradox ® Modication of
the splenic
microenvironment
induced by B-cell
depletion creates a
BAFF in culture supernatants of spleen cells Quantification of PC (EFYP+B220- cells) in the spleen and BM dependence of PCs on
. = S L BAFF and CD4* T cells.
100 =1 o ns dokkk * ns . ns
6 e = 1000 4 = ® Combining anti-CD20
= 80 = = and anti-BAFF reduces
£ O L S » 8001 the number of splenic
= 60 - o D2 4 83 P :
= £ £ < 600 Cs, opening
L 40 - = = therapeutic
< 5 a, 5 = 400 perspectives for
. - On 23 82 antibody-mediated
20 o 2 g 200
S = cytopenia.
(| = = /
—————
e A T
Controls Anti-CD20
autoreactive B-cell clones
B-cell depletion induced by rituximab may promote new environmental conditions e

suitable for the maturation and survival of autoimmune long-lived splenic plasmacell | Vemv8eels b

Mahevas M et al 2013, Thai LH et al Blood 2018
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Outlines:

* |nhibition of BAFF with Belimumab
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Belimumab

* Fully human IgG1/A monoclonal antibody

Immune cells:
* Binds to the soluble BAFF with high affinity B thiges
B cells
1. Interferes with the interaction of BAFF with mltggmss
Mast cells

all 3 BAFF receptors (BAFF-R, TACI, BCMA) Dendritic cells

Membrane
—— .).( BAFF

‘) Furin
[ )(' protease

Soluble BAFF

Belimumab
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Efficacy, safety and immunological profile of
combining rituximab with belimumab for
adults with persistent or chronic immune
thrombocytopenia: results from a prospective
phase lib trial

e Single arm, prospective, phase 2 trial in adult patients with persistent or chronic ITP

* Primary endpoint: overall response at week 52 according to IWG criteria

W52
Patients 15 (12F, 3M) (Bf(')”:q‘j;sgk;
Median age, yr (range) 50 (20-70) | | | ! | %
WO+2days W2+2days W4 W8 w12 I
Median PLT count, x 10°/L (range) 16 (3-28) Hﬁ §
Median duration of ITP, months (range) 11 (4-52) W0 W2 W12-24 =
Rituximab Safety =
Persistent/Chronic ITP 60% / 40% (16)

Mahevas et 2l de Ao By (




Rituximab plus belimumab in ITP

Efficacy Outcome | Outcome | Outcome | Outcome
_ at W12 at W24 at W36 at W52

* ORRat week 12: 87% (13/15), with 60% CR

* ORR at week 52: 80% (12/15), with 66% CR 9 CR 9 CR 10CR 10CR

Among responders, one patient in CR relapsed after a 4R 4R 2R 2R

follow-up of 18 months 5 NR 5 NR 3 NR 3 NR

Mahevas M et al Haematologica 2021
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Safety: A : . B
20+ * 20+
* No infusion-related reactions with belimumab s, e i s
* No severe infections 2 — 3 10 ,,%A’
. . ‘_é ................. Ei {:5 6 gL (_3, ;:,l — !
* No severe hypogammaglobullnemla' although 5 = ‘ L3 O - WS e i e, DD 45g/L
significant decrease in IgG and IgM titres “TWo wrz wa wis  we W wiz war wee  wez
C o = D

IgM level (g/L)
w S
IgA level (g/L)
L ?
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2 e =
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WO W12 W24 W36 W52 WO W12 W24 W36 W52

Figure 1. Serum level of total y-globulins and immunoglobulin isotypes (IgG, IgA, IgM) during the study of rituximab and belimumab combined. Serum level of total
y-globulins (A) and 1gG (B), IgM (C), and IgA (D) were assessed by nephelometry at week 12 (W12), W24, W36, W52. Dotted line represents normal threshold for each
isotype. *P<0.05, **P<0.01, ***P<0.001; ns: not significant.

Mahevas M et al Haematologica 2021
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Clinical outcome Clinical outcome
MAIPA Wo W24 W52
at W24 at W52

_ Neg: 4 CR:3,NR: 1 Neg: 7 CR: 6, NR: 1

Anti-Gpllb/Illa 9
Pos: 5 CR:4,R: 1 Pos: 2 CR:1,R:1

Anti-Gplb/IX 1 Neg: 1 R:1 Neg: 1 R: 1
Negative 3 Neg: 3 CR:2,NR: 1 Neg: 3 CR:2, NR: 1
Undetermined 1 Not performed: 1 CR: 1 Not performed: 1 CR: 1
Not performed 1 Neg: 1 CR: 1 Neg: 1 CR: 1

Mahevas M et al Haematologica 2021
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T 9 S— RITUX-PLUS 2 CLINICAL TRIAL m
PUBLIQUE DE PARIS

RITUX-PLUS 2 CLINICAL TRIAL SUMMARY

The RITUX-PLUS 2 clinical trial is an international multicentre institutional trial sponsored by the Assistance
Publique — Hopitaux de Paris (AP-HP) [Paris Public Hospitals].

Title: A phase 3 randomized and double-blind controlled trial comparing the efficacy and safety of subcutaneous
Belimumab or placebo in addition to Rituximab in adult patients with persistent or chronic immune
thrombocytopenia (ITP).

Population: Adults 218 years of age with a definitive diagnosis of ITP.

Primary objective:

To evaluate the superiority, after 52 weeks, of treatment with weekly subcutaneous injections of Belimumab for 24
weeks (arm A) or placebo (arm B) combined with Rituximab (Mabthera®© or biosimilar) at a fixed dose of 1000 mg
on days 7 and 21.

Number of patients: 132

Number of participating sites: 31, of which 23 in France, 4 in Italy, 4 in Spain Primary endpoint Secondary endpoint
Efficacy Efficacy
Total study duration: 60 months wo w24 w52 w104
¢ ¢ ¢ ¢

- Duration of enrolment: 36 months (planned at the start of the research) :
. P . Belimumab SC 200 mg / week
- Duration of participation for each patient: 24 months (n=50)

Treatment regimen: tht\m}m;?zlg | Observational phase l l Observational phase ‘

Beli b Pl
- Arm A: Belimumab 200 mg — 1 SC injection per week for 24 weeks ¢ 'mu(r::m) acebo

- Arm B: Belimumab PLACEBO 200 mg — 1 SC injection per week for 24 weeks

meeti i
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Outlines:

* |nhibition of BAFF-R with lanalumab
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IANALUMAB CLINICAL TRIALS

IN PATIENTS WITH PRIMARY ITP

There are four trials investigating ianalumab in primary ITP

VAYHIT1:2 &)

VAYHIT234 Sg)

VAYHIT356 g

VAY RE-HIT7 88§

Type

Randomized, double-blind,
placebo-controlled trial

Randomized, double-blind,
placebo-controlled trial

Open-label, single-arm trial

Double-blind,
exploratory trial

Phase

Active treatment

lanalumab in addition
to corticosteroids

lanalumab in addition
to eltrombopag

lanalumab$

lanalumab

lanalumab dosing

IV every 4 weeks for
four infusions in total

IV every 4 weeks for
four infusions in total

IV every 4 weeks for
four infusions in total

IV every 4 weeks for
four infusions in total

Treatment setting

1L

2L

3L+ (patients who have been treated
with at least one corticosteroid and
one TPO-RA)

Patients previously treated
with ianalumab

Primary endpoint

Time from randomization to
treatment failure (TTF)*

Time from randomization to
treatment failure (TTF)*

Confirmed response
(ConfR)ll

Proportion of patients who are free
from treatment failure*
at 12 months

Key secondary endpoint

Response rate and complete
response rate’

Stable response at 6 months*

Response rate and complete
response ratet

Response rate and complete
response ratet

NCT number

NCT05653349

NCT05653219

NCT05885555

NCT07039422

Presented/published

ASH 2025 and NEJM 2025

ASH 2024 and 2025

Propsed at ASH 2025

Ny .
meeting of the European Research Consortium on ITP
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https://classic.clinicaltrials.gov/ct2/show/NCT05653349?term=NCT05653349&draw=2&rank=1
https://classic.clinicaltrials.gov/ct2/show/NCT05653219?term=NCT05653219&draw=2&rank=1
https://clinicaltrials.gov/study/NCT05885555
https://clinicaltrials.gov/study/NCT07039422

VAYHIT3, a phase 2 study of lanalumab in primary ITP patients
previously treated with at least two lines of therapy

Key inclusion criteria

e >18vyears with primary ITP treated with at least a corticosteroid (xIVIg) and aTPO-RA, with no previous splenectomy
* Loss of response, no or insufficient response or intolerance to the last ITP therapy

* Platelet count of <30G/L and assessed by the investigator as needing treatment

Week 1 Week 17 Week 25 24 months after End of
Day 1 Day 1 Day 1 the last dose study

Screening

(14 days) |
I
I

1
[
I
I
I
I
I

lanalumab 9 mg/kg IV

lanalumab will be administered every
4 weeks for four infusions in total

] |

1
1 |
Data cutoff: 5 February 2025 Optional second course of ianalumab treatmentt

Primary endpoint: confirmed response (ConfR) platelet count of 250 G/L at >2 consecutive assessments that are at least

7 days apart between Week 1 and Week 25 in the absence of rescue treatment
Choi P et al. ASH 2025

alaindid meeting of the European Research Consortium on ITP SaiSRlasulu il
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VAYH |T3 * 4] patients

* median age: 55y, median n. of prior lines of therapy: 6 (2-13), 88% having received >4 prior lines
* 38 (93%) received all four planned infusions of ianalumab

ConfR Stable response at 6 months Quality of stable response

10%
90% (1/10)

44%
(18/41)

(9/10)

Response = Complete response
"=Yes No =Yes No
= Eight patients achieved a ConfR in the first 4 weeks of treatment, with the remaining patients achieving this
between Week 4 and Week 8 (n=5) or Week 8 and Week 20 (n=5)"

= Median time to ConfR was 6 weeks among patients with a ConfR

= ConfR rates across all subgroups analyzed were: prior ITP treatments (2-3: 40%; 4-5: 67%; 26: 33%),
age (18—<65 years: 42%; 265 years: 50%), and sex (female: 48%; male: 40%)? Choi P et al. ASH 2025

i 2 meeti -
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VAYHIT3: safety profile analysis

Overview of on-treatment AEs*'

lanalumab (N=41)
n (%)

All grades Grade 23
AEs 35 (85) 9 (22)
lanalumab related 15 (37) 1(2)
SAEs 6 (15) 6 (15)
lanalumab related 0 0
Fatal AEs 0 0
AEs leading to study drug discontinuation 0 0

On-treatment SAEs*"
lanalumab (N=41)

n (%) All grades  Grade 3/4
Thrombocytopenia 2(5) 2(5)
Allergy to immunoglobulin therapy 1(2) 1(2)
Arterial disorder 1(2) 1(2)
Chronic kidney disease 1(2) 1(2)
Liver disorder 1(2) 1(2)
Upper gastrointestinal hemorrhage 1(2) 1(2)

y V7%

No new safety concernst were detected with ianalumab in the
primary analysis of VAYHIT3!

Most frequent on-treatment AEs (occurring in >10% of patients)
were headache (22%), contusion, petechiae, purpura (each 20%),
IRR (15%) and upper respiratory tract infection (12%); all were
Grade 1 or Grade 21

IRRs were reported in six patients (15%), all of which were Grade 1
or Grade 2; there were no discontinuations because
of IRRs'

On-treatment infections were reported in 15 patients (37%); one
patient (2%) experienced a Grade 3 infection (Clostridium difficile)

One patient died in the post-treatment follow-up period because of
an AE of pulmonary edema; this was assessed by the investigator
as being unrelated to ianalumab’

No opportunistic infections observed?

meeting of the European Research Consortium on ITP

NEW INSIGHTS INTO IMMUNE THROMBOCYTOPENIA

April 23-24, 2026



VAYHITZ The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

[analumab plus Eltrombopag
in Immune Thrombocytopenia

A. Cuker,' T. Stauch,** N. Cooper,* H. Al-Samkari,* M. Michel,®* W. Ghanima,”*
P. Urban,’ ). Fronczek,® M. Foster,'® M. Weill,’ L. Zhang,!* M. Hou,'? T. Zander,*
A. Sharif,'* ). Sun,* U.K. Nath,'® R. Schutgens, E. Rossi,'* L. Deleu,®
L. Cervinek,’ J.-H. Yoon,?! H. Chang,???* T. Ruchutrakool,” M. lino, T. Goto,”
and F. Zaja,” for the VAYHIT2 Investigators*

New England Journal of Medicine 2025 Dec 9
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e meeting of the European Research Consortium on ITP SRSl

NEW INSIGHTS INTO IMMUNE THROMBOCYTOPENIA April 23-24, 2026



ESTIT - StUdy design Start of treatment 88

fondazione GIMEMA
FRANCO MANDELLI

Treatment
Eltrombopag 50 mg/day, then adjusted according to [ NR ‘ ’ OFF study ]
platelet count (50—150 x 10°/L)
Week 24
Tapering [ CRorR }
Dose reduction of 25 mg every 2 weeks, up to
a minimum of 25 mg every 4 days, then STOP Week 32

 Patients who achieved SROT: 25% (13/51)
Observation * 38% of responders (13/34)
* 50% of complete responders (9/18)

Lucchini E et al BJH 2021 Week 52

) et :
meeting of the European Research Consortium on ITP Sl asTis il
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VAYHIT2 Study Design

* Adults with primary ITP previously treated with only corticosteroids? (+/- IVIG), who had an insufficient response® or relapsed¢

* Platelet counts <30 x 10%/L
* No prior second-line therapy and indication to initiate eltrombopag treatment

16 weeks 8 weeks

Up to 39 months after randomization of last patient

v

[ &
» <«

Treatment period

Data cut-off:
20 June 2025

v
A

A

lanalumab 3 mg/kg
(4 once-monthly

infusions)
+ eltrombopag

lanalumab 9 mg/kg

Tapering of
eltrombopag until
discontinuation®

(4 once-monthly
infusions)

—>

+ eltrombopag

End of treatment

Placebo
(4 once-monthly

infusions)
+ eltrombopag

L

[ P

Follow-up period

Patients without treatment failure
Efficacy and safety assessments

Once treatment
failure occurs

v

Patients with treatment failure
Safety assessments

End of study

[ &
» <«

A

Week 25
day 1

Week 17
day 1

Week 1
day 1

NCT05653219

NEW INSIGHTS INTO IMMUNE THROMBOCYTOPENIA
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VAYHIT2 : Endpoints and Statistical Analysis

Primary endpoint Key secondary endpoint

Time to treatment failure (TTF): Time from Stable response at 6 months (SR6): Proportion of
randomization until the first occurrence of any of patients with:
the 4 following events that reflect key treatment 1. Platelet count >50 x 10%L on >75% of planned
needs of patients with ITP: bi-weekly assessments between Weeks 19 to
1. Platelet counts <30 x 10°/L or start of rescue 25

therapy beyond 8 weeks from randomization 2. No rescue therapy within the last 4 weeks or
2. Start of a new ITP therapy at any time start of new ITP therapy

3. Inability to taper or discontinue eltrombopag

4. Death

v

¥ meeting of the European Research Consortium on ITP  SilElEEASRIIT
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VAYH ITZ 152 Patients were enrolled and

underwent randomization

l Y l
50 Ww to receive ianalumab, 51 ww to receive ianalumab, 51 Were assigned to recei@

9 mg/kg plus eltrombopag 3 mg/kg plus eltrombopag plus eltrombopag

1 Was not treated owing

- T
to protocol deviation
| Y
50 Received =1 assigned trial dose 50 Received =1 assigned trial dose 51 Received =1 assigned trial dose
2 Discontinued ianalumab 3 Discontinued ianalumab . .
. . 1 Discontinued placebo
1 Had unsatisfactory 2 Had unsatisfactory . e
— - ! — = . —*| owing to unsatistactory
therapeutic effect therapeutic effect th tic effect
1 Withdrew 1 Had an adverse event erapeutic eftec
Y Y Y
48 Completed the assigned trial regimen 47 Completed the assigned trial regimen 50 Completed the assigned trial regimen

96% 92% 98%

meeti i
meeting of the European Research Consortium on ITP GGl
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Table 1. Demographic and Clinical Characteristics of the Patients at Baseline.*
VAYH ITZ lanalumab, 9 mg/kg  lanalumab, 3 mg/kg Placebo

Characteristic (N=50) (N=51) (N=51)
Age —yr 40.2+15.3 45.5+19.7 40.5+16.6
Age group — no. (%)

18 to <65 yr 48 (96) 43 (84) 46 (90) <

65 to <85 yr 2 (4) 8 (16) 5 (10)
Female sex — no. (%) 33 (66) 31 (61) 35 (69) <
Race or ethnic group — no. (%)}

White 25 (50) 26 (51) 22 (43)

Asian 22 (44) 24 (47) 25 (49)

American Indian or Alaska Native 0 1(2) 3 (6)

Unknown 3 (6) 0 1(2)
Body-mass indexi: 27.7+7.0 25.845.5 27.6+7.6
Median time since initial ITP diagnosis (range) 3.6 (0.4-432.3) 4.2 (0.3-160.8) 3.4 (0.5-259.3) €=

— mof
Received IVIG before screening — no. (%6) 17 (34) 15 (29) 11 (22)
Received platelet transfusion before screening 12 (24) 11 (22) 17 (33)
— no. (%)

Received TPO-RAs before screening — no. (%) 5 (10) 4 (8) 4 (8)

) eet i
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VAYHIT2: Primary Endpoint: Time to Treatment Failure

Kaplan-Meier Estimates of TTF

Week 24: Stop
eltrombopag
tapering

100 - —<— lanalumab 9 mg/kg + eltrombopag
—“— lanalumab 3 mg/kg + eltrombopag

Placebo + eltrombopag

TTF at 12 months:

80

60 -

* lan 9 mg/kg + ELT: 54%

40 -

* lan3 mg/kg + ELT: 51%

Week 16: Start
eltrombopag
tapering

20

 Placebo + ELT: 30%

Event-free probability (%)

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28

Time (months)
Placebo + eltrombopag 51 45 33 13 11 8 8 7 6 4 3 3 1 1 0
lanalumab 3 mg/kg + eltrombopag 51 46 31 26 17 14 12 9 6 4 3 1 1 0 0
lanalumab 9 mg/kg + eltrombopag 50 46 38 26 20 17 12 7 2 1 0 0 0 0 0

» TTF was longer with ianalumab 9 mg/kg + eltrombopag (HR 0.55, 95% Cl 0.32-0.92; P=0.021) and 3 mg/kg + eltrombopag (HR 0.58,
95% ClI 0.34-0.98; P=0.023*) vs placebo + eltrombopag

* The median TTF was 13.0 months with ianalumab 9 mg/kg + eltrombopag, not reached with ianalumab 3 mg/kg + eltrombopag, and
4.7 months with placebo + eltrombopag

) et i
meeting of the European Research Consortium on ITP  SilElEEASRIIT
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VAYHIT2: Key Secondary Endpoint: stable response at 6 months

Table 2. Stable Response at 6 Months.*
Trial Group Stable Response at 6 Months Risk Difference (95% Cl) P Value::
no. with event/ % with event
total no. (95% CI){
lanalumab, 9 mg/kg 31/50 (47 to 75) 22.7 (3.8 to 41.5) 0.045
lanalumab, 3 mg/kg 29/51 42 to 71) 17.7 (-0.9to 36.2) 0.07
Placebo 20/51 (26 to 54) - -

SR6: Proportion of patients with:
* Platelet count 250 x 10%L on >75% of planned bi-weekly assessments between Weeks 19 to 25

* No rescue therapy within the last 4 weeks or start of new ITP therapy
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VAYHIT2: Other Secondary Endpoints: Response and Bleeding

1. Response and complete response at 6 months

73.5%
(n=36)

55.1%
(n=27)

54.0%
(n=27) 48.0%

(n=24)

Response

Complete Response

m|analumab 9 mg/kg ®lanalumab 3 mg/kg = Placebo

2. Bleeding events

Baseline (%)

Week 25 (%)

lanalumab 9 mg/kg 50 10.4
lanalumab 3 mg/kg 58.8 12.2
Placebo 60.8 20
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Change from baseline
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VAYHIT2: Other Secondary Endpoints: Fatigues

3. Changes in PROMIS-Fatigue Scores from Baseline

Higher score denotes a greater degree of fatigue

| I 1 |
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4. Changes in ITP-PAQ-Fatigue

Higher score denotes higher HRQoL

25 - 22.1

) (22.3)
ED .

= i
<8y 14.8
g (17.1)

()

s & o 15 A 11.2
Sa = (22.1)
2 E =
g = g0

L O
C
s .S &
v 9 5 1
2 3

T T T T T T T T T T T Q
Week 5 Week 9 Week 13 Week 17 Week 21 Week 25 Week 33 Week 45 Week 57 Week 69 Week 81 O 1 T 1
Time point -~ - - -
[=--& - - lanalumab 3 mg/kg + eltrombopag(N=51) — @ — lanalumab 9 mg/kg + eltrombopag(N=50) ——&— Placebo + eltrombopag(N=51) | lanalumab 9 mg/kg g lanalumab 3 mg/kg :
_ + eltrombopag + eltrombopag
cper | 1 (n/N=36/48) (n/N=32/49)
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VAYHIT2: On- and Post-Treatment Adverse Events of Special Interest

lanalumab 9 mg/kg + lanalumab 3 mg/kg + Placebo +

eltrombopag (n=50) eltrombopag (n=50) eltrombopag (n=51)
Category, n (%)

All grades Grade 23 All grades Grade 23 All grades Grade 23

Infections 24 (48.0) 2 (4.0) 28 (56.0) 1(2.0) 27 (52.9) 1(2.0)
Neutropenia 8 (16.0) 7 (14.0) 6 (12.0) 3(6.0) 1(2.0) 0
Infusion-related reactions 7 (14.0) 0 4 (8.0) 0 4 (7.8) 0
HVPOg.amm.a 1(2.0) 0 0 0 0 0
globulinemia
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VAYHIT2: Changes in Ig level and B-cell depletion

Absolute IgG Levels Over Time
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- ———— 800

1= —
) TN B-cell Count Over Time
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[ 1 [ =@ Placebo+ eltrombopag =@ lanalumab 3 mg/kg +eltrombopag ~ e=@=mlanalumab 9 mg/kg + eltrombopag
| | | /\ No. of Observations
Pbo 42 46 46 43 1 43 43 37 31 10 8 24 9 7 19 / 7 15 6 4 1 29
/ \ lana3 46 44 43 41 13 39 38 35 30 18 16 24 15 13 18 12 7 12 6 6 7 20
'\X\ = I A 7 / \ lana9 46 44 44 44 15 43 43 38 34 20 17 29 14 1 18 7 5 13 2 2 6 20
= i . / ~
{ —— a4 %
e . Lo

o ZW : :
5 meeting of the European Research Consortium on ITP GGEERUEREISIL

NEW INSIGHTS INTO IMMUNE THROMBOCYTOPENIA April 23-24, 2026




VAYHIT2: Eltrombopag Cumulative Dose and Duration of Exposure

Ianalumab 9 mg/kg Ianalumab 3 mg/kg Placebo
(N=50) (N=50) (N=51)
Total number of patients receiving eltrombopag, n (%) 50 (100) 49* (98.0) 51 (100)
Cumulative dose, median (IQR), mg 3600.0 3375.0 4900.0
(1562.5 to 6700.0) (1787.5 to 6575.0) (2675.0 to 7650.0)

Duration of exposure, mean (£SD), weeks 16.3 (+£8.3) 18.1 (£6.9) 19.7 (+£6.8)
Duration of exposure, median (IQR), weeks 19.0 (10.1 to 23.9) 20.3 (14.0 to 24.0) 23.6 (18.1to 24.1)
Duration of exposure, range, weeks 04t024.4 3.6 t0 24.6 2.0to 25.1

IQR, interquartile range; SD, standard deviation.

*Patient did not receive eltrombopag as they responded well to rescue therapy and maintained platelet counts >100 x 10°/L throughout the treatment period.
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VAYHIT2: Take home messages

* A short course of ianalumab in combination with eltrombopag induced durable disease control in patients
with primary ITP previously treated with corticosteroids

o lanalumab 9 mg/kg and 3 mg/kg in combination with eltrombopag both significantly prolonged TTF;
patients receiving ianalumab 9 mg/kg achieved a significantly higher rate of SR6 vs placebo +
eltrombopag

o More patients treated with ianalumab vs placebo were able to taper and discontinue eltrombopag and
maintain safe platelet counts without need for additional ITP therapy or rescue therapy

o lanalumab 9 mg/kg vs 3 mg/kg: higher rate of SR6, higher 6 months R and CR, higher neutropenia

o Fatigue improved in all treatment groups; this trend was more pronounced in patients receiving
ianalumab + eltrombopag, particularly the 9 mg/kg group

o lanalumab was well tolerated, with similar infection severity and frequency relative to placebo

e Longer-term follow-up is necessary to confirm the disease-modifying impact of ianalumab in primary ITP

) et i
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lanalumab in addition to 1L corticosteroids is being investigated @
as a short-course therapy for patients with primary ITP

VAYHIT1 is a randomized, double-blind, placebo-controlled, Phase lll study of ianalumab
in addition to 1L corticosteroids in adults with primary ITP12 (NCT05653349) ’9

Screening Double-blind treatment period .
(228 days) (16 weeks) Follow-up period
Key inclusion criteria For patients:

Aged 218 years > >
Primary ITP diagnosed Without treatment failure With treatment failure
within 3 months of initiating . ; Follow-up for efficacy and Follow-up for safety for
L= L ’ > sl el ea 1 } safety up to 39 months 20 weeks then quarterly for
Platelet count <30 G/L before and a corticosteroid* (n=75) after randomization of up to 2 years after the last
starting 1L therapy for ITP Randomization' the last patient or until dose of ianalumab
Response (platelet count (N=225) treatment failure or placebo
250 G/L) to corticosteroids* > Placebo IV >
(zIVIg) prior to randomization and a corticosteroid* (n=75)

lanalumab/placebo will be administered
every 4 weeks for four infusions in total

Primary endpoint: time from randomization to treatment failure (TTF);
treatment failure is defined as platelet count <30 G/L later than 8 weeks from randomization, start of a new
ITP treatment, need for rescue therapy (any treatment for ITP given during the study with the aim of
rapidly increasing platelet count) later than 8 weeks from randomization, or death

et :
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Second-course ianalumab is being investigated in patients with ITP
and wAIHA who have previously benefited from ianalumab

VAY RE-HIT is a multicenter, double-blind, exploratory, Phase Il study of second-course
ianalumab after treatment failure in ITP and wAIHA Phase lll trials' (NCT07039422) \s

Screening

Double-blind treatment period
(16 weeks)

\ 4

Follow-up period

ITP-specific key inclusion criteria
Patients aged 218 years
Previously enrolled and treated with ianalumab
or placebo in VAYHIT1 or VAYHIT2
Treatment failure in VAYHIT1 or VAHIT2
22 years after the last infusion of ianalumab

v

lanalumab 3 mg/kg IV*
(n=30)

>
>

lanalumab 9 mg/kg IVt
(n=30)

lanalumab/placebo will be administered
every 4 weeks for four infusions in total

>
>

Without treatment failure

For patients with ITP:

With treatment failure
Follow-up for safety up to
2 years after the last
dose of ianalumab

Follow-up for efficacy and
safety up to 2 years
after last dose or until
treatment failure

defined as in VAYHIT1 and VAYHIT2)23

Primary endpoint for patients with ITP: proportion of patients who are free from
treatment failure 12 months after the start of second-course ianalumab (treatment failure

NP
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UCO Ematologia, Trieste, Italy

* Mario Ballerini

* Laura Ballotta

*  Manuela Caizzi

* Eleonora De Bellis

* Giovanni De Sabbata

* Davide Griguolo

* Elisa Lucchini

* Sara Mohamed

* Monica Poiani

* Simona Puglisi

* Eugenio Shisa

* Rossella Stella

e Cristina Ancora (Med in formazione)
* Matteo Turoldo (Med in formazione)
* Rebecca Stefani (Med in formazione)
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Thank you for your attention
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