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The Major Types of ITP Therapies Under Investigation

Efgartigimod Rilzabrutinib lanalumab
Neonatal Fc Receptor Antagonist Bruton’s Tyrosine Kinase Inhibitor BAFF Receptor Antagonist
5 T a9
NL Ay \) ~f
f A , | o
Status: Completed Phase 3 Status: Completed Phase 3 (Adults) Status: Ongoing Phase 2 and Phase 3

ADVANCE IV Study (Intravenous): Positive LUNA 3 Study (Adult Portion): Positive VAYHIT1 (15t Line + Steroids): Ongoing
ADVANCE SC Study (Subcutaneous): LUNA 3 Study (Pediatric Portion): Ongoing | VAYHIT2 (2 Line + Eltrombopag): Ongoing

Negative VAYHIT3 (Later line): Ongoing
Povetacicept Anti-CD38 Antibodies Novel SYK Inhibitors
BAFF and APRIL Antagonist Mezagttamab Daratumumab, CM313 Sovleplenib and Cevidoplenib
D Ho-0-43
— e ey
& @f% &
Status: Ongoing Phase 2 Status: Completed and Ongoing Phase 2 | Status: Completed Phase 2 and Phase 3
RUBY-4 Study (Basket Trial): Ongoing TAK-079-1004 (Mezagitamab, SC): Positive Sovleplenib Phase 2: Positive

2022-CM313-ITP (CM313, IV): Positive ESLIM-1 (Sovleplenib Phase 3): Positive
Cevidoplenib Phase 2: Positive

Al-Samkari H. Amer J Hematol 2024
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Novel Agents for ITP: Neonatal Fc Receptor Antagonists
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Efgartigimod Competitively Inhibits FCRn
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Efgartigimod Phase 3 Study (ADVANCE V) Platelet Counts

Platelet Counts Over Time

A
—e— Efgartigimod

*g‘ . —&— Placebo
Sg  40- 33 (38.4%) of efgartigimod
3 = treated participants compared to
B A 5 (11.1%) placebo reached a
= platelet count of 30X10° platelets
s g 207 at week 1
g = Sustained platelet count
s 5 1 response achieved in 90% (9/10)
g2 0 B e A S e i : of participants who switched from
§ S weekly to every other week
- -10 T T 1 1 dOSing

| I | | | -I- | | | | | I | | | I | |
01 2 3 45 6 7 8 9101112 1314 1516 17 18 19 20 21 22 23 24
Number of patients

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
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

Broome et al., The Lancet 2023

sT
] European Research Consortium on ITP Meeting

INNOVATIONS IN IMMUNE THROMBOCYTOPENIA

Venice November 7-8, 2024



Efgartigimod Phase 3 Study (ADVANCE V) IgG Levels Fell 60%

Mean % Change from Baseline in Total IgG Levels over Time
B
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percentage change from baseline
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01 2 3 45 6 7 8 9101112 1314 1516 17 18 19 20 21 22 23 24

; Week
Number of patients
Efgartigimod 80 77 73 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., The Lancet 2023
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Efgartigimod Phase 3 Study (ADVANCE V) Endpoints

Primary endpoint

Proportion with sustained platelet count response, n/N (%)°¢
Platelet count of >50x10°/L for at least 4 of the 6 visits between weeks 19 and 24, in the 17/78 (218%) 2/40 (50%) 0'0316*

absence of intercurrent events®

Key secondary endpoints
Number of cumulative weeks of disease control,

Mean (SD) 6.1(7.66) 1.5 (3.23) 0.0009"
Number of weeks with platelet counts > 50 x 10°/L

Sustaine_d pIat_e_Iet count response, n/N (%)¢ 22/86 (25.6%) 3/45 (6.7%) 0.0108"
> 50 x 10%/Lin 24/6 visits during weeks 19-24

Number of visits with a WHO bleeding Score > 1,

Mean (SD)¢ 6.2 (6.39) 8.3 (8.01) 0.8287
Durable Sustained platelet count I’eSponse, n/N (%)d 19/86 (221%) 3/45 (6.7%) 00265

> 50 x 10%/Lin 26/8 visits during weeks 17-24

a All endpoints were statistically tested in a fixed sequence to maintain an overall statistical significance level or alpha value of 5%. Although endpoints were subjected to a
hierarchical testing procedure nominal p-values are always less than than 0.05 for platelet-based endpoints

b Analyzed on Full Analysis Set

¢ Chronic population (per protocol)

d Chronic + persistent population (per protocol)

Broome et al., The Lancet 2023
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Effects of BTK Inhibition
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Kuter et al., Ther Adv Hematol 2023
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BTK Inhibitor for ITP: Rilzabrutinib

Median Platelet Count
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Kuter et al., New Engl J Med 2022
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BTK Inhibitor for ITP: Rilzabrutinib

100+

Percentage of Patients with
Platelet Response

Kuter et al., New Engl J Med 2022
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BTK Inhibitor for ITP: Rilzabrutinib
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BTK Inhibitor for ITP: Rilzabrutinib
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Kuter et al., Blood 2020
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BTK Inhibitor for ITP: Rilzabrutinib

Figure. LUNA3 Phase lll Study Design

Long-term

Extension

Rilzabrutinib 400 mg bid * CS/TPO-RA

Primary ITP Patients
i i Screening: Non-responders* can join Responders® join open-label
* Persistent or chronic 28d € open—labeII)period after v{vk 12 I:)period anter wrf( 24
* n=194 adults aged >18 y - e = = = = o L -
with primary ITP >3 mo foffoﬂup
* n=30 adolescents aged
12-17 y with primary ITP
y with primary Placebo + CS/TPO-RA
>6 mo
Wk 1 Plat:T:tlc:zount Wk 24 Last Day of End of
. o . A
2:1 Randomization assessment Primary Endpoint Treatment Study
| Wk 1-12 Wk 13-24 | | Wk 25-53 |
Blinded treatment period Open-label period

*Non-responder: platelet counts <30x10°/L or <20x10°%/L above baseline on two consecutive visits.
'Primary endpoint: platelet counts 250x10%/L for 28 of the last 12 wk of the 24-wk blinded treatment period without rescue medication.
*Responder: platelet counts 250x10%/L or 230x10%L and at least doubled from baseline at 250% of visits without rescue therapy during the last 8 wk of the open-label period.

Kuter et al., Blood 2021
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BTK Inhibitor for ITP: Rilzabrutinib

- LUNA 3 Adult ITP Results presented at ASH 2024 Plenary Session

- N=133 randomized to rilzabrutinib, N=69 randomized to placebo, similar baseline
characteristics

— Median 5 prior ITP therapies, median duration of ITP 8.1 years
- Platelet response achieved in 65% RIL, 33% PBO
- Durable response achieved in 29% RIL
- 52% rescue therapy in RIL arm vs PBO arm
- Significant and clinically meaningful improvements in physical fatigue (ITP-PAQ)

- More diarrhea, nausea, and headache in RIL vs. PBO

Kuter et al., ASH Plenary Session 2024
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Novel Agents for ITP: Novel SYK Inhibitors
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Inhibition of the Spleen Tyrosine Kinase
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Deng et al., Frontiers in Immunology 2016 production activation
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Sovleplenib in ITP: Phase 2 Study

A
80 —8— Sovleplenib 300 mg (responders)

- 0 - Sovleplenib 300 mg (non-responders)
70— Placebo 300 mg

Platelet count (x 10” platelets per L)

0 I T T | I T T |
1 8 15 22 29 36 43 50 57
Number at risk Study day

Sovleplenib 300 mg 11 11 11 11 11 11 11 11 11
(responders)

Sovleplenib300mg 5§ 5 5 5 4 4 4 4 A
(non-responders)

Placebo 300mg 4 4 4 4 4 4 4 4 4

Liu et al., Lancet Haematol 2023
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Sovleplenib in ITP: Ph3 ESLIM-1 Study

130+ —®- Durable responders in the sovleplenib group
120 —A— Sovleplenib group

110 —- Placebo group

100

Median platelet counts (x10°/L)
o
o
!

Study weeks

Durable responders in the sovleplenibgroup 61 19 60 59 60 61 59 60 60 61 59 61 61 61
Sovleplenibgroup 126 41 114 110 109 111 109 105 83 83 84 85 85 84
Placebogroup 62 22 54 52 47 50 47 49 8 8 8 8 8 8

Hu et al., Lancet Haematol 2024
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Sovleplenib in ITP: Ph3 ESLIM-1 Study

Sovleplenib Placebogroup Difference between p value
group (n=126)  (n=62) treatment groups (95% Cl)
Primary endpoint
Durable response rate* 61 (48%) 0 48% (40-57) <0-0001
Secondary endpoints
Overall response rate in 0-12 weeks* 86 (68%) 9 (15%) 53% (42-65) <0-0001
Overall response rate in 0-24 weeks* 89 (71%) 10 (16%) 54% (43-66) <0-0001
Patients with a platelet count of <15 x 10°/L at baselinet
Patients with a platelet count of =30 x 10°/L and an increase of 55 (73%) 8 (22%) 52% (36-68) <0-0001
>20x10°/L from baseline in 0-12 weeks*
Patients with a platelet count of =30 x10°/L and an increase of 56 (75%) 8 (22%) 53% (37-69) <0-0001
>20x10°/L from baseline in 0-24 weeks*
Patients with two consecutive platelet counts of 230 x 10°/L and a platelet 92 (73%) 4 (6%) 67% (57-76) <0-0001
count doubling from the baseline in 0-24 weeks*
Patients who received rescue treatment in the 24-week period 28 (22%) 22 (35%) -13% (27 to 0) 0-0451

Patients who received concomitant treatment for anti-immune
thrombocytopenia at baselinet

Patients who reduced or discontinued baseline concomitant treatment 11 (27%) 2 (10%) 16% (-3 to 35) 01471
for anti-immune thrombocytopenia in 0-24 weeks

Time to response (from treatment initiation to first platelet count 8(8-12) 30 (24-46) NA NA
250x10%/L), days§

WHO bleeding scale score in 0-12 weeks 0-586 (0-0766) 0-786(0-0838) -0-199 (-0-324 to -0-075) 0-0019
WHO bleeding scale score in 0-24 weeks 0-555 (0-0743)  0-786 (0-0813)  -0-231(-0-351to-0-110) 0-0002

Data are n (%), median (IQR), or least square mean (SE), unless otherwise specified. NA=not applicable. SE=standard error. *Not caused by rescue treatment during the
treatment period. T75 patients in the sovleplenib group and 37 in the placebo group. 41 patients in the sovleplenib group and 20 in the placebo group. §Results are from
patients who initially signed informed consent form version 3.0 and above and had a response.

Hu et al., Lancet Haematol 2024
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Sovleplenib in ITP: Ph3 ESLIM-1 Study

Sovleplenib (n=126) Placebo (n=62)

Gradel Grade3 Grade4 Grade1l Grade3 Grade4
or2 or2

Any treatment-emergent adverse event 93 (74%) 19 (15%) 13(10%) 38(61%) 7(11%) 8 (13%)

Upper respiratory tract infections 34 (27%)  2(2%) 0 6(10%) O 0
Blood lactate dehydrogenase increased 30 (24%) 0O 0 4(6%) O 0
COVID-19 infection 29(23%) 1(1%) 0 8(13%) 0 0
Haemorrhage subcutaneous 24(19%) O 0 8(13%) O 0
Hyperuricaemia 23(18%) O 0 3(5%) 0 0
Hypokalaemia 22(17%) O 1(1%) 3(5%) O 0
Rash 21(17%) 1(1%) O 12%) O 0
Anaemia 20(16%) 2 (2%) 1(1%) 4(6%) 4(6%) O
Aspartate aminotransferase increased 20(16%) O 0 1(2%) O 0
Occult blood positive 20(16%) O 0 9(15%) O 0
Abnormal liver function 17(13%) O 0 2(3%) O 0
Alanine aminotransferase increased 16 (13%) 3(2%) 0 12%) 0 0
Gingival bleeding 16 (13%) O 0 7(11%) O 0
Neutrophil count decreased 15(12%) 4 (3%) 0 0 0 0
Blood creatine phosphokinase increased 14 (11%) 0 0 23%) O 0
Hypertension 11 (9%) 4 (3%) 0 3(5%) O 0
Headache 9 (7%) 0 0 5(8%) 1(2%) 0
Leukopenia 7 (6%) 1(1%) 0 1(2%) O 0
Neutropenia 7 (6%) 1(1%) 0 12%) O 0

Hu et al., Lancet Haematol 2024
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Cevidoplenib in ITP

- International randomized phase 2 trial (NCT04056195) has been completed
- Positive topline results announced in press release form

- Full results from this trial are awaited
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Novel Agents for ITP: Anti-CD38 Antibodies
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Jiang et al., Transfusion Med Reviews 2022
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Daratumumab to Treat ITP
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Mezagitamab (TAK-079) to Treat ITP

Kuter et al., ISTH 2024

Anti-CD38 drug TAK-079 selectively targets bone marrow

myeloma and plasma cells

Blood vessel 0

\\ 'I Anti-CD38

TAK-079

Red blood cell

W,

S Lowbindingin‘
[ the vasculature

| i r'v'
e I(’ l—:::
IgGIA y z

cD38
@ Bone marrow
Systemic reductions in
pathogenic effectors 0
(e.g. autoantibodies)
Enzymatic inhibition (direct)
Apoptosis (direct)

e Target cell death

ADCC/CDC/ADCP (indirect)

Ss<s ~,

W 7
1 &5
Platelet

High bioavailability
within targetorgans ' <
(e.g. bone marrow)

NG
High target ”b
cell binding

ADCC, antibody-dependent cell cytotoxicity; ADCP, antibody-dependent cell phagocytosis; CDC, complement-dependent cytotoxicity
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ISTH June 2024:
Positive phase 2
randomized,
PBO-controlled
mezagitamab
study in ITP

Response rate
~80%, favorable
side-effect profile

Ph3 ongoing
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CM313to Treat ITP

B Platelet Count in Overall Trial Population (N=22)
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Novel Agents for ITP: BAFF-R and BAFF/APRIL Inhibition

Sialidase inhibitor Complement inhibitors Blood vessel
Oseltamivir Iptacopan (factor B inhibitor) = y
Sutimlimab, BIVV020 Complement-mediated Syk inhibitors
i (C1s inhibitors) destruction / Fostamatinib
/ 2 & // SKI-0-703
P // HMPL-523
Increased platelet' .Qk //
; - - [
desialylation Ashwell-l\t/lorell ﬁ ” Selective BTK
Liver ; f fecopion [ inhibitors
// Orelabrutinib
it Rilzabrutinib
/ Zanubrutinib
[ v

| Thrombopoietin

Antiplatelet \
Direct cytotoxic ;L%z:i:s )‘ '\
T cell-mediated -
destruction

Potentiation of /
B cell response

Endosomal
Plasma cell-directed recycling

Bortezomib
(proteosome inhibitor)
Daratumumab, TAK-079
(Anti-CD38 Ab)

//

Reduced platelet
production

AN

Impaired Treg
cell function

TPO-RAs /
Avatrombopag
Eltrombopag .
Romiplostim A’g:ui?nfg: 2 B FcRn antagonist
hrTPO (China) > Batoclimab
Hetrombopag (China) Efgartigimod
j 2 Rozanolixizumab
: -
Broad immunosuppression ) Endothelial cell
Corticosteroids Vinca alkaloids "
Antimetabolites (MMF, azathioprine) Cyclophosphamide

Calcineurin inhibitors (Sirolimus, cyclosporine)

Jiang et al., Transfusion Med Reviews 2022

sT
] European Research Consortium on ITP Meeting

INNOVATIONS IN IMMUNE THROMBOCYTOPENIA




lanalumab (VAY736) Iin ITP

N CD16
ianalumab
J'. i ) :
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Dual mechanism of action:
1) BAFF-R blockade

— Prevents activation and
differentiation of B-cells and
iInduction of long-lived plasma cells

— May overcome rebound/resistance
mechanisms (including loss of
CD20, BAFF-driven B-cell
hyperactivation)

2) Enhanced ADCC-mediated B-
cell depletion

— Provides more potent, sustained B-
cell depletion in blood and tissues

Venice November 7-8, 2024




lanalumab (VAY736) in ITP: VAYHIT1 Study

Figure. VAYHIT1 study design

For patients without treatment

failure:

= Efficacy follow-up until treatment

failure or up to 39 months after
Screening Higher ianalumab dose + randomization of the last patient
Day -1 to -28 standard-of-care corticosteroid (n=75)
For all patients:
= Safety follow-up for at least
Placebo + 20 weeks and up to 2 years after the

standard-of-care corticosteroid (n=75) last dose of ianalumab or placebo

Treatment period Follow-up period

*Randomization will be stratified by the type of first-line corticosteroid treatment (predniso[lo]ne or dexamethasone)
R, randomization

Cooper et al. HemaSphere 2023
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lanalumab (VAY736) in ITP: VAYHITZ2 Study

Figure. VAYHIT2 study design

= Patients eligible to taper For patients without treatment
(platelet counts =250 G/L for at failure:
least two consecutive = Efficacy follow-up until treatment
assessments at the end of the failure or up to 39 months after
Screening Higher ianalumab dose + treatment period) will continue randomization of the last patient

Day -1 to -14 eltrombopag (n=50) tapering only if platelet count
remains 230 G/L For all patients:
Patients not eligible to taper = Safety follow-up for at least
will continue eltrombopag and 20 weeks and up to 2 years after the
Placebo + enter the safety follow-up last dose of ianalumab or placebo

eltrombopag (n=50)

Treatment period Tapering of eltrombopag Follow-up period

*Randomization will be stratified by the time since ITP diagnosis (newly diagnosed versus persistent and chronic ITP)
ITP, immune thrombocytopenia; R, randomization

Zaja et al. HemaSphere 2023
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lanalumab (VAY736) In ITP: VAYHIT3 Study

VAYHIT3 Study Design

Figure. VAYHIT3 trial design

24 months
Week 1 Day 1 since last dose End of study?*

Full safety monitoring until 20 weeks since last

I
Safety monitoring for all patients I
ianalumab dose, then long-term safety monitoring* I

Screening

(14 days) every 4 weeks |

(n=40)

Continued efficacy monitoring for patients with platelet count
230 G/L and 24 weeks since last rescue treatment and
no new ITP treatment at Week 25 Day 1t

| lanalumab

*Long-term safety monitoring includes only the collection of AEs and SAEs potentially related to B-cell depletion or assessed by the
investigator as related to AMPs and SAEs assessed by the investigator as possibly related to ianalumab. If a different B-cell-depleting therapy
starts, AEs and SAEs assessed by the investigator as related to AMPs and SAEs assessed by the investigator as possibly related to
ianalumab will be collected; TEfficacy monitoring will end if, after Week 25 Day 1, the patient’s platelet count is <30 G/L, they start a new line of
ITP therapy or they require a rescue treatment; ¥The study will end once all patients have completed 24 months of safety follow-up since their
last dose of ianalumab or discontinued from the study earlier

AE, adverse event; AMP, auxiliary medicinal product; ITP, immune thrombocytopenia; SAE, serious adverse event
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VAYHIT3 Interim Results ASH Abstract

- 39 patients enrolled by data interim analysis cutoff date, 10 completed 6 months
of therapy (or discontinued by data cutoff)

- 8 completed 4 infusions, 2 discontinued
- Median time from diagnosis 3 years, but heavily pretreated

- 5 patients (50%) achieved confirmed response (Plt 250K at 22 assessments at
least 7 days apart), 4 of which achieved this within the first 8 weeks

- Mild-to-moderate infections and infusion reactions noted

Kuter et al., ASH 2024

sT
] European Research Consortium on ITP Meeting

INNOVATIONS IN IMMUNE THROMBOCYTOPENIA

Venice November7-8,2024



Povitacicept (ALPN-303) in ITP

o Multiple immunogenic factors

Povetacicept
Neutralizes both BAFF and APRIL

P ol = (e.g., microbes) can trigger
e pathogenic antibody-forming B cells
~ MYELOID CELLS 2
- (i.e., DC, monocytes)
K
© .
Povetacicept reduces pathogenic ot
antibody production by . ‘:\\
plasma cells and suppresses -
{(membrane-bound) repopulation of self-reactive B cells ‘i ' X
APRIL LN
BAFF A ~.
< . i) \ 4 ( TACI
. N S ) / 4 ] \ /Hv
AL \\ 4/ / \
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AR Va Y i }s LONG-LIVED
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B cells is mediated by BAFF and &
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SHORT-LIVED
PLASMA CELL \ 0
.2 - !
Microbes

LEGEND APRIL | BAFF

Blair et al., ACR Convergence 2023
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Povitacicept (ALPN-303) in ITP: RUBY-4 Study

RUBY-4: Phase 1b Autoimmune Cytopenia Basket

Study Populations ITP: 240 mg SC Q4W (N=7-14) Study Endpoints

- Adults; active cytopenia - Disease activity — response
and durable response; use
of rescue therapy

- ITP =23 months: sustained Warm AlIHA: 240 mg SC Q4w (N=7-14)

plt < 30,000/ mL; =2

prior treatments - Change in disease-related
Cold Agglutinin: 240 mg SC Q4W (N=7-14) antibodies, e.g., anti-
- wAlHA or CAD 2 3 | | platelet, anti-RBC

months; sustained Hb <10
g/dL; = 2 prior treatments | - Safety, PK, ADA

- Stable immuno- « Open-Label, 2-Stage Fleming Design - PD/biomarkers — Soluble

suppression, if applicable - Primary treatment of 24 weeks, optional ligands (APRIL, BAFF);

24 week extension serum IgG, IgA, IgM;

- Excluded: Secondary circulating B cell subsets

cytopenia (e.g., systemic - Consider dose de-escalation based on
autoimmune safety/tolerability

disease, infection,

malignancy), Evans Sx AIHA  Autoimmune Hemolytic Anemia
ImP Immune Thrombocytopenia
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Questions?
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