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Inappropriate production Peripheral platelet destruction
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Targeting the humoral response in ITP
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N APA mechanisms of action

Audia et al., Hemasphere 2021



Inappropriate production Peripheral platelet destruction
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Complement pathways
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Complement activation in ITP

“Complement AND ITP”
— 234 results
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1972 2007 2020 2026

T R T
Hauch et al. Blood 1977 PA-complement Najaoui et al. Eur J Haematol 2012 PA-Ab / PA-cpt
McMillan et al. BJH 1981 PA-complement Peerschke et al. BJH 2010 in vitro C1s inhibitor
Myers et al. Blood 1982 PA-complement Unterberger et al. Platelets 2017 Ab against cpt inhibitors
Winiarski et al. Clin Exp Imm. 1983 PA-complement Castelli et al. Clin Exp Immunol 2020 Cpt & ITP phases
Cines et al. J Clin Invest 1985 IgM antibodies Cheloff et al. Res Pract Thr Haemost 2020  Serum cpt level
Tsubakio et al. BJH 1986 In vitro cpt activation/serum  Akesson et al. Platelets 2023 cpt & TPO-RA response
Usuki et al. Int J Cell Cloning 1986 serum/megakaryocytes Broome et al. Blood Adv 2023 RCT sutimlimab
Horstman et al. J Lab Clin Med 1994 lysis/opsonization Nakata et al. Blood 2026 IgM Ab/IPF% & cpt

Peerschke et al. BJH 2010 Cpt & NA-IPF Roth et al. Am J Hematol 2026 RCT iptacopan



Complement activation & peripheral destruction of platelets

* Deposition of C3 on platelet membrane during ITP

PLATELET-ASSOCIATED IgM

1.01
— Opsonization of platelets (C3b) => platelet phagocytosis .
— Platelet lysis by MAC (Tsubakio et al. BJH 1986) 0.8 .
IgG and C3 on platelet membrane g e k
. o a . & ]
Correlation btw PA-IgG and PA-C3 => classical CP activation : :
Complement activation in =<50% of patients T o *
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. . - - 1 . %o.oou
IgM antibodies also participate | A . e
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Hauch et al. Blood 1977 Myers et al. Blood 1982 Cines et al. ) Clin Invest 1985



Complement activation & inhibition of megakaryopoiesis

Inhibition of megakaryopoiesis
— N of MEK-colony formation by ITP serum +
complement (Usuki et al. Int J Cell Cloning 1986)

— Y Absolute-Immature Platelet Fraction (A-IPF,
bone marrow production) in ITP patients with high
complement activation (Peerschke et al. BJH 2010)

— Complement activation associated with a lower
response to TPO-RA (Akesson et al. Platelets 2023 )

Megakaryocyte Colonies from 2 X10* Marrow Cells
a8

(1 sTCC-highz (n = 5)
O sTCC-normalt (n = 10)

7774 MEK colonies + ITP serum

[T 3 MEK colonies + ITP serum + cpt

Case 1
10

Case B

total colonies types of colony

Usuki et al. Int J Cell Cloning 1986
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Akesson et al. Platelets 2023



Decrease in serum complement fractions in ITP

Baseline characteristic N=108 Value

Age, vy, median (range) 53(18-89)

Female, % 54

Platelet count (x 109/L) at time of complement testing, median (range) 66 (2-595)

ITP duration in years at time of complement testing, median (range) 8.0 (0.0-59.6)

Post-splenectomy, n (%) 17 (16) p

Platelet autoantibody® positive, n (%) 5%(73) Assay Patients with ITP Healthy subjects value
Anti-GPIllb/Illa antibodies?, n (%) 54 (71)
Anti-GPIb/IX antibodies, n (%) 47 (63) Mean serum C3, mg/dL 104.2 (97.6-110.8) 116.8 (113.0-120.3) <.001
Anti-GPla/lla antibodies,* % 31 (41) (95% CI)

On ITP treatment at time of complement testing,” n (%) 56 (52) Mean serum C4, mg/dL 20.4 (17.7-23.2) 24.1(22.83-25.33) <.001
Corticosteroids, n (%) 18 (17) (95% Cl)
Romiplostim, n (%) 17(18) Mean serum CH50, U/mL 62.9 (59.6-66.1) 68.4(66.2-71.1) 005
Eltrombopag, n (%) 16 (15) (95% C|)
Rituximab, n (%) 2(2)
Fostamatinib, n (%) 2(2)
Other, n (%) 8(7)

Serum level of classical complement pathway components (CH50, C3, C4):
v' N in ITP as compared to HC

v' 32% below the lower range for = 1 complement assay
v' 10% had N in all 3 complement assays

Cheloff et al. Res Pract Thr Haemost 2020



Therapeutic perspectives of complement inhibition in ITP

Platelet count (10%/1)

500 -
450 1
400 A
350 A
300 A
250 4
200 A
150 A
100 A

50 1

Complement

Cls inhibition by TNT003

1 2 3 4
CP complement activation ratio: C4d

deposition % Inhibition*

Clq 12-81 £ 13-23 (P < 0-001)
Cdd 44 + 43 (P < 0-001)
C3b 72 £ 17 (P < 0-001)
C5b-9 82 + 14 (P < 0-001)

e Classical complement pathway activation in ITP :
v' Complement activation in 47% of 55 ITP patients

v Negative correlation with platelet count

v' In vitro, cpt activation was reversed by C1s inhibitor
(murine TNT003 -> humanized sutimlimab)

Peerschke et al. BJH 2010



Safety and efficacy of classical complement pathway inhibition with @ blood advances
Sutimlimab in Chronic immune thrombocytopenia \?\Eﬁ?:,:nﬁ;&,:;OSQGAhﬂzzagizLEOth' David J. Kuter,” Marie Scully,” Roy Smith,” Jennifer Wana,” Caroline Reuter,

28 MARCH 2023 - VOLUME 7, NUMBER 6

Sutimlimab, anti-C1s
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m % c1QBpP Open-label Patients evaluated for —> Sutimlimab <6.5 g
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Cda 0 Duration pproximately weeks’ duration

9 Ba (
2 @ v .y _ |
CR1, CR2, MCP utimlimab IV Loading dose at Week 0, then dose every A-EO
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Safety and efficacy of classical complement pathway inhibition with
sutimlimab in chronic immune thrombocytopenia

Table 1. Patient demographic and baseline disease characteristics

Baseline characteristics, (N = 12)

Age, median (range) y
Sex, female, n (%)
Race, n (%)
White
Black or African American
Asian
Weight, kg [n = 11], mean (range)
Disease duration at screening, y [n = 7], median (range)
Platelet count,” median (range), x10%/L
Number of prior treatments, median (range)
Prior treatment received, n (%)
Rituximab
Corticosteroids
TPO-RA
Romiplostim
Eltrombopag
Vig
Fostamatinib
Rilzabrutinibt

Prior splenectomy, n (%)

415 (27-686)
9 (75.0)

8 (66.7)
3 (25.0)
1(8.3)
78.3 (57-114)
4.7 (2.0-36.4)
19 (1-57)
5.5 (2-10)

10 (83.3)
8 (66.7)

8 (66.7)
8 (66.7)
7 (68.3)
2 (16.7)
1(8.3)

4 (33.3)

*Average of all platelet counts at screening, including day O.

tinvestigational Bruton's tyrosine kinase inhibitor.

€ blood advances

Catherine M. Broome,' Alexander Réth,” David J. Kuter,® Marie Scu\ly,/' Roy Smith,” Jennifer Wana,® Caroline Reuter,®

William Hobbs,? and Ahmed Daak®

28 MARCH 2023 - VOLUME 7, NUMBER 6



Safety and efficacy of classical complement pathway inhibition with @ blood advances
Catherine M. Broome,' Alexander Réth,” David J. Kuter,® Marie Scully,/' Roy Smith,” Jennifer Wana,® Caroline Reuter,®

sutimlimab in chronic immune thrombocytopenia v o admmes baa

28 MARCH 2023 - VOLUME 7, NUMBER 6

Part A (N=1 P. N=
: art ( 2) A : art B ( 7) :
Table 1. Patient demographic and baseline disease characteristics
Baseline characteristics, (N = 12) Part A a
washout - 150
Age, median (range) y 41.5 (27-66) 300 -
Sex, female, n (%) 9 (75.0)
ry
Race, n (%) =~ 250 - 3
=
White 8 (66.7) = 13
. . = - L 100 ~
Black or African American 3 (25.0) £ 200 4 2]
Asian 1(8.3) 8 =
= ()
Weight, kg [n = 11], mean (range) 78.3 (57-114) = ==
= 150 =)
Disease duration at screening, y [n = 7], median (range) 4.7 (2.0-36.4) :i‘ @
= m
. : o d
Platelet count,” median (range), x10°/L 19 (1-57) é 104 5
Number of prior treatments, median (range) 5.5 (2-10) = )
D
Prior treatment received, n (%) = 5
Rituximab 10 (83.3)
Corticosteroids 8 (66.7) d
TPO-RA
Romiplostim 8 (66.7)
5]
Eltrombopag 8 (66.7) Q
o
Vg 7 (58.3) s
loig
Fostamatinib 2 (16.7)
Rilzabrutinibt 1(8.3)
Prior splenectomy, n (%) 4 (33.3)

*Average of all platelet counts at screening, including day O. Response : 5/12 (42%)

Hinvestigational Bruton's tyrosine kinase inhibitor. : NeEd for bioma rke rs
Rapid: 24 hours (25 to 54.10°/L)

identifying responders

Suspensive: relapse after withdrawal
Prolonged Resp. on ttt: 2 years follow-up




Iptacopan for Immune Thrombocytopenia and Cold AJH
Agglutinin Disease: A Global Phase 2 Basket Clinical Trial

Alexander Réth! (2 | Wilma Barcellini? | Christine Ademokun® | Junho Jang* | Maria Luisa Lozano® |
David Valcarcel Ferreiras® | Cristina Pascual-Izquierdo’ &2 | Shripad Chitnis® | Sofiya Matviykiv® | Alessandra Vitaliti® |
Chi Chen'® | Vasiliki Katsanou® | Raghav Chawla® | Hanny Al-Samkari'!

Lectin Classical
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American Journal of Hematology, 2026; 101:242-254
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MASP
c1QBP
Mannose Components of
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CD46, Factor |

Alternative complement pathway
Continually activated / regulated
d /1 activation by exogenous components
C3b (than can be generated from the classical CP)

C4BP, CD46,
Factor |

3

also participates to its activation

Its inhibition has demonstrated its efficacy in PNH
(Peffault de Latour et al. NEJM 2024 & Risitano et
al. Lancet Haematol 2025)

Membrane attack
complex (MAC)



Iptacopan for Immune Thrombocytopenia and Cold

Agglutinin Disease: A Global Phase 2 Basket Clinical Trial |
American Journal of Hematology, 2026; 101:242-254
Alexander Réth! (2 | Wilma Barcellini? | Christine Ademokun® | Junho Jang* | Maria Luisa Lozano® |
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/0

&

e 14 patients enrolled
4 screen failures,
1 discontinued during screening

‘ \ / ‘ 9 treated with iptacopan
4 in sC5b9 high group
5 in sC5b9 low group

5 discontinued treatment in Part A

@ csa 3 lack of efficacy

1 eligibility-related protocol deviation
1 patient’s decision

Cé-C9

| 4 completed Part A |

Membrane attack
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| 1 continued to Part B |
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Iptacopan for Immune Thrombocytopenia and Cold AJH

Agglutinin Disease: A Global Phase 2 Basket Clinical Trial
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Potential biomarkers of response to complement inh. in ITP

Clg C3d C4d Cluster 1 Cluster 2 Cluster 3
n=13) (=15 (=12
40 patients with primary ITP j T
v _l_ }: b . :" ‘ k Cdd on platelet | I I
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‘ . . ) .
» T T ° — 3 L ——
- | Washed . : @ Cluster 1:all negative
| platelet l T ® Cluster 2: elevated C1q with negative to
Flow Cytometry SRS S _ ] low C3d and C4d

@ Cluster 3: high C3d and C4d

) 4

Complement deposition on platelets in ITP

Presence of PA-IgG and PA-IgM 86 eV PP

Identification of 3 clusters " ———3 G TR

Cluster #3 showed : g g ;i -
v" High complement deposition - f . £n T T
v Associated with PA-IgM : : D L] § | % O %
v Associated with high Immature Platelet Fraction (IPF%) L R : =5 :b Lo Fﬂ T ;

No correlation with serum cpt fractions (C3, C4, sC5b-9)

Nakata et al. Blood 2026



Levels of complement activation could modulate platelet destruction

Cluster 1
(n=13)

Cluster 2
(n=15)

Cluster 3
(n=12)

I

@& Cluster 1:all negative

Cluster 2: elevated C1q with negative to
low C3d and C4d

€ Cluster 3: high C3d and C4d

C4d on platelet

C3d on platelet

C1q on platelet

Cluster 1: FcyR-mediated Sequestration

IgG
“ (Low amount)

Platelet

Phagocytosis
FcyR

Macrophage

Mechanism Note:
v Classical mechanism of ITP
v" Low complement activation
v" FcyR-dependent clearance

Cluster 2: C1g-mediated Modulation

IgG
(High amount)

No/Minimal
C4d/C3d
deposition

CR1
(Complement
Receptor 1)

Phagocyte
(e.g., Macrophage)

Mechanism Note:
In addition to FcyR-dependent mechanisms:
v’ “Stalled” Activation: Terminates at C1q
complex

v Clqdirectly binds to CR1 independent of
downstream factors

v Enhanced Phagocytosis / Signaling

Cluster 3: Classical Pathway Amplification

¥ Activated
v
Yo" Cis

CR1/CR3/CR4/CRIg
cad - .
deposition
,_ v 0
MAC GBd  Caycqdprecurso Phagﬁﬁe
are recursors >
-+ dEpOSItIOn (e,g.,C3l:C4b) ~—
Strong
Phagocytosis
Direct Lysis
HighIPF%
‘ (compensatory
response)

Mechanism Note:
In addition to FcyR-dependent mechanisms:
¥ Full CP Activation: High C3d/C4d, MAC formation
¥" Both destruction (lysis and phagocytosis)
v Correlates with high IPF%

Nakata et al. Blood 2026



Potential biomarkers of response to complement inh. in

Toward an identification of a cluster of
1. Complement involvement in
peripheral platelet destruction

S\
IgM anti-platelet ] ~4

antibody ~

inhibitor i platelet
deposition MAC -

ITP patients who could benefit from
complement-targeting therapies ?

2. Elevated IPF% as a surrogate marker
of complement activation ?

Controversial data as IPF was shown to be decreased due to CDC
against megakaryocytes (Peerschke et al. BJH 2010)

No correlation btw circulating antiplatelet antibodies and their
detection in bone marrow (Shrestha et al. Blood Adv 2020)

True Positive Rate
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IgM IPF%
* p=0.034 359
** p=0.009 ** p=0.006
301
- 251 .
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Cluster

Cluster

ROC analysis for predicting high platelet C4d deposition

TR —

ROC curve (AUC = 0.75)
® Optimal cutoff (%IPF = 11.10)

2 oa o8 an
False Positive Rate

High IPF% is a surrogate marker
for complement activation

Audia et al. Blood 2026



Complement pathway in ITP: summary

e Complement activation participates to :

— 1 platelet peripheral destruction (complement-mediated lysis, opsonization => phagocytosis)
— N BM platelet production

* Frequency : = 50% of ITP patients

Therapeutic perspectives
— Classical pathway complement inhibitors: sutimlimab (C1s inhibitor)
— Further developments ?
— In a subset of patients who need to be identified

Potential biomarkers :
— High IPF% as a surrogate marker of IgM Ab/cpt-mediated peripheral destruction of platelets ?

— IgM antibodies : not measured routinely
— Limited value of serum levels of complement fractions (C3, C4)




Inappropriate production Peripheral platelet destruction
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Role of FcRn (neonatal Fc Receptor)

Blood (physiological pH) &
FcRn S\
Serum MgG IgG dissociates
protein = at physiological pH

Recycling
endosome

Endocytic
vesicle

Acidified
endosome

FcRn binds Sorting of

= n FCRn-1gG Non-receptor bound proteins
acidified complexes are degraded in the lysosome
endosome

IgG
(Mr 150 kDa)

Lysosome

Monocyte or
endothelial cell

Roopenian et al., Nature Rev. 2007



FcRn inhibition : 7 clearance of pathogenic Ab

Blood (physiological pH) K
FcRn S\
Serum M%gG IgG dissociates
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FcRn inhibition : 7 clearance of pathogenic Ab

Rozanolixizumab
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FcRn inhibition
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FcRn binds
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acidified
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Molecules
* Rozanolixizumab (ITP, neurology)

Lysosome

Roopenian et al., Nature Rev. 2007
Zuercher et al. Autoimm Review 2019



Phase 2 multiple-dose study of an FcRn inhibitor, rozanolixizumab, in g blOOdl

patients with primary immune thrombocytopenia

Tadeusz Robak, Maciej Kazmierczak,? Isidro Jarql.lvs:,e"4 Vasile Musteata,® Jacek Trelinski,' Nichola C(.'Jlopsszr,Ei Peter Kiessling,7 Ute Massow.

Franz Woltering,” Rose Snipes,® Juan Ke,® Grant Langdon,'® James B. Bussel,'' and Stephen Jolles'?
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FcRn inhibition : 7 clearance of pathogenic Ab

Rozanolixizumab SYNTO001
rilanolimab
Blood (physiological pH 0
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Phase 2 study of efgartigimod, a novel FcRn antagonist,
in adult patients with primary immune thrombocytopenia

Patients (%)

60

&
o
|

N
o
|

50.0%
(n=6)

>50x10°/L

53.8%
(n=7)

human IgG1 antibody Fc-fragment, a natural ligand of the neonatal Fc receptor
(FcRn), engineered for increased affinity to FcRn, while preserving its characteristic

pH-dependent binding. Efgartigimod blocks FcRn, preventing IgG recycling, and caus-
ing targeted IgG degradation. In this Phase 2 study, 38 patients were randomized
1:1:1 to receive four weekly intravenous infusions of either placebo (N = 12) or
efgartigimod at a dose of 5 mg/kg (N = 13) or 10 mg/kg (N = 13). This short treat-
ment cycle of efgartigimod in patients with ITP, predominantly refractory to previous
lines of therapy, was shown to be well tolerated, and demonstrated a favorable
safety profile consistent with Phase 1 data. Efgartigimod induced a rapid reduction of
total IgG levels (up to 63.7% mean change from baseline), which was associated with
clinically relevant increases in platelet counts (46% patients on efgartigimod vs 25%
on placebo achieved a platelet count of 250 x 10%/L on at least two occasions, and
38% vs 0% achieved 250 x 107/L for at least 10 cumulative days), and a reduced pro-
portion of patients with bleeding. Taken together, these data warrant further evalua-
tion of FcRn antagonism as a novel therapeutic approach in ITP.
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Efficacy and safety of the neonatal Fc receptor inhibitor

efgartigimod in adults with primary immune

thrombocytopenia (ADVANCE IV): a multicentre,

randomised, placebo-controlled, phase 3 trial

Main trial
(24 weeks)

10 mg/kg IV efgartigimod (stable concurrent ITP therapy allowed)

IV placebo (stable

Screening/Randomization (2:1)

(up to 2 weeks)

From visit 1 to 4:
Fixed weekly dosing

AAAA

From visit 5 to 18:

ding to platelet count thresholds*

Kly/b Kly dosing ad

AAAA

AAAAAA

From visit 19 to 24:
Fixed weekly or biweekly dosing***

AAAAAA
Primary endpoint

Rescue therapy may be administered a maximum of 3 times during the 24-week trial treatment period (platelet counts are

excluded from the analyses of efgartigimod efficacy (i.e. censored) for 4 weeks after the first day of the rescue treatment)

Open-label
extension

trial****
(56 weeks)

www.thelancet.com Vol 402 November 4, 2023

Efgartigimod  Placebo Total
10 mg/kg (n=45) (N=131)
(n=86)
Age, years
Mean 46.9(16:55)  517(17-93) 486(1712)
Median 470 55-0 47-0
(19-85) (18-82) (18-85)
Sex at birth
Male 39 (45%) 21 (47%) 60 (46%)
Female 47 (55%) 24 (53%) 71(54%)
Ethnicity
Japanese 5(6%) 3 (7%) 8 (6%)
Hispanic or Latino 4 (5%) 1(2%) 5(4%)
Not Hispanic or Latino 77 (90%) 40(89%) 117 (89%)
Not reported o] 1(2%) 1(1%)

Time since diagnosis, years

Mean 103(12:05)  111(13-08) 106 (1237)
Median 415 607 457
(0:3-54-1) (0-5-53-4)  (0:3-541)
Disease duration category
Chronic 78 (91%) 40 (89%) 118 (90%)
Persistent 8 (9%) 5(11%) 13 (10%)
Baseline platelet count, x 10° per L
Mean 173(10-19) 14-2(9-19) 163(9-93)
Median 170 12-0 17-0
(0-0-51-0) (2:0-31:0)  (0-0-51-0)
Number of previous immune thrombocytopenia therapies received
1 14 (16%) 4(9%) 18 (14%)
2 13 (15%) 12 (27%) 25 (19%)
=3 59 (69%) 29 (64%) 88 (67%)
Previous immune thrombocytopenia therapy types
Corticosteroids 82 (95%) 40(89%) 122 (93%)
Intravenous g oranti-Dlg 42 (49%) 29 (64%) 71(54%)
Thrombopoietin receptor 48 (56%) 29 (64%) 77 (59%)
agonists
Anti-CD20 (rituximab) 31(36%) 14 (31%) 45 (34%)
Other 21(24%) 18 (40%) 39 (30%)
immunosuppressants
Danazol 10 (12%) 6 (13%) 16 (12%)
Dapsone 1(1%) 2 (4%) 3(2%)

(Table 1 continues in next column)

THE LANCET

Catherine M Broome, Vickie McDonald, Yoshitaka Miyakawa, Monica Carpenedo, David | Kuter, Hanny Al-Samkari, James B Bussel, Marie Godar,
Jaume Ayguasanosa, Kristof De Beuf, Francesco Rodeghiero, Marc Michel, Adrian Newland, with the ADVANCE Investigator Study Group*

Efgartigimod  Placebo Total
10 mg/kg (n=45) (N=131)
(n=86)
(Continued from previous column)
Fostamatinib 3(3%) 1(2%) 4(3%)
Splenectomy 32 (37%) 17 (38%) 49 (37%)
Receiving concurrent 43 (50%) 22 (49%) 65 (50%)

immune
thrombocytopenia
therapy at baseline

Concurrent immune thrombocytopenia therapy types at baseline

Corticosteroids 22 (26%) 12 (27%) 34 (26%)
Intravenous Igoranti-Dlg 2 (2%)" 1(2%)* 3(2%)*
Thrombopoietin receptor 20 (23%) 9 (20%) 29 (22%)
agonists

Anti-CD20 (rituximab) 0 1(2%)* 1(1%)*
Other 8(9%) 6 (13%) 14 (11%)
immunosuppressants

Danazol 2 (2%) 1(2%) 3(2%)
Ascorbic acid ] 1(2%) 1(1%)
WHO bleeding scoret

No bleeding 44 (51%) 16 (36%) 60 (46%)
Grade 1 38 (44%) 25 (56%) 63 (48%)
Grade 2 or higher 4 (5%) 4(9%) 8 (6%)

Data are mean (SD), median (range), or n (%). *Three patients had prohibited
medications classified as continued concurrent immune thrombocytopenia
therapies: two with intravenous Ig and one with intravenous Ig and rituximab.
These therapies were started before signing the informed consent form. Because
the end date for these therapies was not recorded in the database, these patients
were classified as receiving these medications as continued concurrent immune
thrombocytopenia therapies. However, it was confirmed via data query resolution
that the end date for these immune thrombocytopenia therapies occurred before
the protocol-specified washout period before random assignment. tGrade 0 (no
bleeding); grade 1 (petechial bleeding); grade 2 (mild blood loss); grade 3 (gross
blood loss); and grade 4 (debilitating blood loss). WHO-classified bleeding events
do not consider platelet counts.™

Table 1: Participant characteristics at baseline (full analysis set)

Broome et al., Lancet 2023
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thrombocytopenia (ADVANCE IV): a multicentre, , o S , , , .
. . Catherine M Broome, Vickie McDonald, Yoshitaka Miyakawa, Monica Carpenedo, David | Kuter, Hanny Al-Samkari, James B Bussel, Marie Godar,
random |5Ed, pIaCEbO'CO ntrol IEd, phase 3 tri al Jaume Ayguasanosa, Kristof De Beuf, Francesco Rodeghiero, Marc Michel, Adrian Newland, with the ADVANCE Investigator Study Group*
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Number of patients Number of patients Week
Efgartigimod 86 86 84 85 83 77 78 77 77 72 75 76 75 76 75 75 73 74 70 68 68 71 72 68 67 o
Placebo 45 44 45 43 44 42 40 42 40 40 38 40 38 36 38 38 37 37 37 37 38 37 38 37 39 Efgartigimod 80 7773 74 64 55 59 68 64 60 63 65 57 62 54 62 57 60 56 53 49 53 56 51 58

Placebo 45 42 45 42 36 35 39 38 34 37 34 34 31 26 31 30 29 28 30 28 30 28 31 28 39

Broome et al., Lancet 2023



Efficacy and safety of the neonatal Fc receptor inhibitor

efgartigimod in adults with primary immune
thrombocytopenia (ADVANCE IV): a multicentre,
randomised, placebo-controlled, phase 3 trial

www.thelancet.com Vol 402 November 4, 2023

| THE LANCET |

Catherine M Broome, Vickie McDonald, Yoshitaka Miyakawa, Monica Carpenedo, David | Kuter, Hanny Al-Samkari, James B Bussel, Marie Godar,
Jaume Ayguasanosa, Kristof De Beuf, Francesco Rodeghiero, Marc Michel, Adrian Newland, with the ADVANCE Investigator Study Group*

Efgartigimod
10 mg/kg (n=86)

Placebo (n=45)

Adjusted difference
in response (95% ClI)

pvalue

Primary endpoint in chronic population (n=118)

Sustained platelet count response* 17/78 (22%) 2/40 (5%) 16 (2-6-26-4) 0-032t
Key secondary endpoints in chronic population (n=118)
Extent of dis_ease control in the chronic popula_tion.t
Mean number of cumulative weeks 6-1(7-66) 1.5(3-23) 0-0009§ l
Median number of cumulative weeks (IQR) 2.0 (0-0-11-0) 0-0 (0-0-1-0)
Key secondary endpoints in overall population (N=131)
l Sustained platelet count response* 22 (26%) 3(7%) 19 (5-7-29-6) 0-011§ ]
e O e e g B e
J_ Mean number ofvisitswith WHO dassified bleeding events =1 _ _ | | _62(639) _ _ _ 83®ov _ __ - _______°8 J
Median number of visits with WHO-classified bleeding events =1 (IQR) 4-0 (1-0-10-0) 5-0 (2-0-14-0)
lDurabIe sustained platelet count response|| 19 (22%) 3(7%) 16 (2-8-25-8) NA** l
Additional secondary endpointsttin overall population (N=131)
Patients with overall platelet count response at any time}i 42 (49%) 7 (16%) 33(16-1-46-9) 0-0003
Patients with overall platelet count response until week 12§§ 30 (35%) 2 (4%) 31(17-7-41-3) 0-0001
Extent of disease control 4
Median (range) 1.00 (0:00-12-00) 000 (0-00-12-00) <0-0001
Mean (SD) 33(412) 05 (1-91)
Time to response
Median number of days|||| (95% Cl) 113.0 (57-0-NC) NC (NC-NC)
Median number of days|||| 25th quartile (95% Cl) 22.0(15-0-50.0) NC (92-0-NC)
Median number of days|||| 75th quartile (95% Cl) NC (NC-NC) NC (NC-NC)
Patients with two consecutive platelet counts =250 x 10° per L 42 (49%) 9 (20%)
Cumulative number of weeks over the 24-week treatment period with a platelet count of 230 x 10° per L and 220 x 10” per L higher than baseline
In the overall population, median (range) 6-00 (0-00-24-00)  0-00 (0-00-23-00) <0-0001
In patients with a baseline platelet count of <15x10° per L,*** median 5-00 (0-00-24-00)  0-00 (0-00-23-00) 0-018

(range)

G-related platelet count

Complete responsefft 24 (28%) 2 (4%)

Responsetit 44 (51%) 9 (20%)

Initial response§§§ 27 (31%) 3 (7%)
Change in concurrent immune thrombocytopenia therapy/ 14 4 (5%) 6 (13%)

Efficacy

Primary endpoint
v" % chronic ITP patients with sustained response
v'  i.e. 2 50x10°/L for > 4/6 visits btw W19-24

Secondary endpoints
Cumulative weeks with PC = 50x10°/L
Sustained response in overall population
Bleeding events
Durable sustained response = 6/8 visits btw W17-24

IWG criteria response
v' 51% (44/86) vs. 20% (9/45)

Recue therapies
v’ 34%vs. 49%

Broome et al., Lancet 2023
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thrombocytopenia (ADVANCE IV): a multicentre,

Catherine M Broome, Vickie McDonald, Yoshitaka Miyakawa, Monica Carpenedo, David | Kuter, Hanny Al-Samkari, James B Bussel, Marie Godar,

random iSEd, P lacebo-controll Ed, P hase 3 trial Jaume Ayguasanosa, Kristof De Beuf, Francesco Rodeghiero, Marc Michel, Adrian Newland, with the ADVANCE Investigator Study Group*
Efgartigimod Placebo
10 mg/kg (n=45)
(n=86)
Any TEAE 80 (93%) 43 (96%)
Any serious TEAE 7 (8%) 7 (16%)
Any grade 3 or higher TEAE 11 (13%) 9 (20%)
Any fatal TEAE 0 0
srr;r):cti:e:ltir:j::t i:;:zﬁd TEAE accordingto 15 (17%) 10 (22%) Safety
Any serious treatment-related TEAE 0 0 We"_tolerated
according to principal investigator
Any procedure-related TEAE according to 3(3%) 2 (4%) N (0] d eat h
principal investigator
Any TEAE leading to discontinuation of 4 (5%) 1(2%) NO increased riSk Of infections
study drug
Any TEAE leading to study discontinuation 3 (3%) 0
Any bleeding 61 (71%) 39 (87%)
| Anyinfection 25 (29%) 10(22%) |
Infusion-related reaction event 10 (12%) 5(11%)
TEAEs of interest
Headache 14 (16%) 6(13%)
Haematuria 14 (16%) 7 (16%)
Petechiae 13 (15%) 12 (27%)
Purpura 7 (8%) 4(9%) J
Asthenia 6 (7%) 0
Hypertension 5(6%) 0
Nausea 5(6%) 2 (4%)
Fatigue 4 (5%) 1(2%)
Data are n (%). TEAE=treatment-emergent adverse event.
s LTI A Broome et al., Lancet 2023




!Efflcacy anq Safety of Subcutaneous Efgartigimod l_’HZO American Journal of Hematology, 2026: 0:1-13 AJH
ln AdUItS WIth Prlmary Immune Thrombocytopenla Nichola Cooper! @ | Catherine M. Broome? & | Yoshitaka Miyakawa® | Vickie McDonald* | Hanny Al-Samkari® |
(ADVANCE SC)' A Multicente]_‘ Randomized Abderrahim Khelif® I Spfero R Qataland” | \Yilma Bar'ce‘]lirli’3 | Renchi Yang® | Heng Mf&i“’@ | Filip Matthijssens!! |

i ) ’ > Waloed Ghanima'” | Frinceseo Rodeghiers © | Tames B, Bussel O | the ADVANCE SC Invesigator Trs Group
Double-Blinded, Placebo-Controlled, Phase 3 Trial

: Main trial period (24 weeks) End-of-Treatment/

Early discontinuation

e NEsRIIEENLIIERIII RIS

Screening Efgartigimod PH20 SC 1000 mg
period s
Randomisation FoF:l;\i/:-:p
b : (8 weeks)

(up to 2 weeks) :

tessssssvrssene

“en

: From visit 1 to 4: From visit 5 to 16: From visit 17 to 25 (EoT):
Fixed weekly dosing Weekly or biweekly dosing adjusted according to platelet count thresholds* Fixed weekly or biweekly dosing™

19 Wi a A AR A LN £) £TL £ 2N STy T8 STy ST 17 18 BAAAAAA

Concurrent ITP therapy was allowed if the dose/schedule was stable 4 weeks prior to randomisation and did not change during the trial.
If the participant had an insufficient response as of week 12, then concurrent ITP therapy could start or the dose/schedule change*®

Cooper etal., AJH. 2026



Efficacy and Safety of Subcutaneous Efgartigimod PH20
in Adults With Primary Immune Thrombocytopenia

. . . Nichola Cooper! | Catherine M. Broome? | Yoshitaka Miyakawa® | Vickie McDonald* | Hanny Al-Samkari® |
(ADVANCE SC)' A Multlcenters Randomlzed, Abderrahim Khelif® | Spero R. Cataland” | Wilma Barcellini® | Renchi Yang® | Heng Mei'® &2 | Filip Matthijssens'!' |

DOllble-Blil‘lded, PlacebO-COI‘ltl‘Olled, Phase 3 Tl‘ial Anna Hultberg!! | Giorgia Ciurlia!’ | Domenica Gandini'' | Jaume Ayguasanosal! | Kristof De Beuf!! | Ségoléne Pastouret!! |

American Journal of Hematology, 2026; 0:1-13 AIH

Waleed Ghanima'? | Francesco Rodeghiero'? | James B. Bussel!* | the ADVANCE SC Investigator Trial Group
128G )
g Platelets Efgartigimod
A -k %_ 5 PH20 SC Placebo
H -1~ ~ -~ g 20
i. ¢ F op o o F- Ky £ (N=137); (N=70);
'g H PYFU 58.36 PYFU 30.21
£ E
%15
z - Efgartigimod P120 SC H n (%) ER n (%) ER
g 0 T Moo g Any AE 130(94.9) 2253 65(92.9) 22.64
C 10
¥ i Any SAE 14(10.2) 041  10(14.3) 036
E -~
g i Any Grade >3 22(16.1) 0.81 14 (20.0) 0.60
60 z 3
H g AE
f E -~ Efgartigimod PH20 SC
- . = Placcbo Any fatal AE* 1(0.7) 0.02 0 0
T3 3 T T ; o T pe p = o R Efgartigimod PH20 SC 137 136 135 133 132 129 127 126 126 123 119 122 120 118 119 116 113 112 115 114 107 108 110 111 113 Any treatment- 58 (42.3) 4.20 24 (34.3) 2.25
Number of Participants ' Weck N Placebo 70 69 68 69 68 67 65 67 66 64 66 63 62 63 65 59 58 58 60 62 61 59 61 60 59 related AE
FEfgartigimod PH20 SC 137 133 132 131 100 108 105 9 100 100 9 98 89 92 102 Visit 2 = 8 e m 8 s %3S =N F 8 ® 38 o= ooa
Pacho 70 67 64 64 514 2 S 51 s 45 5L #0S RN EEEEEEEEEEEEEE Any procedure- 33 (24.1) 176 152149 103
Brssz325>238 88338 P (

related AE

Efgartigi Any serious 1(0.7)° 0.03 0 0

related AE
PRIMARY ENDPOINT

Any AE 3(2.2) 0.12 0 0
for which
Sustained platelet count response* 17/124 (13.7) 11/68 (16.2) No 0.757 (0.299, 1.950) 0.514 treatment was
discontinued®
R ECOND N Any bleeding 112(81.8) 12.12  60(85.7) 14.47
Extent of disease control® 0.5 (0.0-4.5) 0.0 (0.0-4.0) NA 0(0, 0) 0.49f Any infection 65 (47.4) 178 25(357) 169
Any injection 51(37.2) 295 18 (25.7) 1.36
Sustained platelet count response® 22/137 (16.1) 11/70 (15.7) NA 0.967 (0.406, 2.402) 0.934 site reaction
X N g Any injection- 29(21.2) 1.76 8(11.4) 0.40
Durable sustained platelet count response 17/137 (12.4) 10/70 (14.3) NA 0.871 (0.341, 2.293) 0.74 related reaction
Incidence of WHO bleeding events' 9.0 (3.0-15.0)  10.0 (4.0-14.0) NA 0 (-2.000, 2.000) 0.77f

Cooper etal., AJH. 2026



Efficacy and Safety of Subcutaneous Efgartigimod PH20

in Adults With Primary Immune Thrombocytopenia
(ADVANCE SC): A Multicenter, Randomized,
Double-Blinded, Placebo-Controlled, Phase 3 Trial

Hypotheses for differences
btw IV and SC trials :

High response rate in placebo group
(16% in the SC vs. 5% in IV trial)
due to concurrent ttt, shorter duration of ITP?

Different mechanisms of action
v IV: could also inhibit FcyR (“IVIg-like”)
v' SC: action only mediated by FcRn inhibition

No neutralizing antibodies detected
Predose concentration were similar (=15 pug/mL)

rigimod PH20 SC 67 67 66 63 65 65 64 64 64 64 61 A4 &0 59 59 60 5

American Journal of Hematology, 2026; 0:1-13 AIH
Nichola Cooper? | Catherine M. Broome? | Yoshitaka Miyakawa® | Vickie McDonald* | Hanny Al-Samkari® |
Abderrahim Khelif® | Spero R. Cataland” | Wilma Barcellini® | Renchi Yang® | Heng Mei'® | Filip Matthijssens!? |
Anna Hultberg!! | Giorgia Ciurlia!’ | Domenica Gandini'' | Jaume Ayguasanosal! | Kristof De Beuf!! | Ségoléne Pastouret!! |
Waleed Ghanima'? | Francesco Rodeghiero® © | James B. Bussel'* (2 | the ADVANCE SC Investigator Trial Group
No concurrent ITP therapies Concurrent ITP therapies
at baseline at baseline o~ Efautigimod PHU SC

=~ Placebo

utation) chunge from bascline (mean + SE)

Platelets {x 10%L) (MMRM imp

Placcho 38 37 37 37 36 33 34 35 35 33 35 32 3] 32 33 30 29 30

_____________
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—> Phase 3 ADVANCE NEXT IV study

Cooper etal., AJH. 2026



FcRn inhibition in ITP: summary

/ FcRn inhibitors : \

— Strong rational for their use in Ab-mediated diseases
— Positive results in a subset of ITP patients
— Expected to be only a suspensive therapy
— Repeated IV injections are required
— Responsible for a decrease in total IgG => no higher risk of infections in CT / long-term ?

\— Further developments in ITP? /
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