Long-term efficacy of Syk-inhibition in ITP.
Real-world data and the importance of
tailored therapy.
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What is Spleen Tyrosine Kinase (SYK)?
et
Y

Immune complex

« Spleen tyrosine kinase (SYK).
« Cromosome 9922, 635 aa, 72 kDa.
 FcyRs active SYK

 SYK active a signs cascade
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Y551 ' Y223 « Change in cytoskeleton and phagocytosis

) —-*%%iﬁf*—?* . SYK Induces:

Q SE— PLCy2 é\_/ - Lymphocite B activation
- Antibodies production
. NFxB - Activation fo GPVI y CLEC-2 (platelet activity)

« Activation

- Proliferation

- Differentiation

- Cytokines

. D'EQ ranulaton Zarrin AA, et al. Nat Rev Drug Discov. 2021 Jan;20(1):39-63 n
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Syk inhibitors porfolio

ITP

wAIHA

CLL AML

B-cell lymphoma Hematologic malignancies COVID-19 CLE Sjogren’s

Fostamatinib

RA

Entospletinib

HMPL-523 {_Phase 3 -
~_-—--—!
GSK2646264
Lanraplenib
Ceviplenib
\ : :
. Avoid autoantiplatelet B-Cell:
\ ant'bof"les production Platelets autoantibodies production %
. Svt 9 d * Impare megakaryocyte maduration ‘
\ F c?{: Iin?\ibitors  Megakaryocyte apoptosis Platelets
. BTK inhibitors . PIateIer Antibodies induce dest_ruct_ion autoantibodies Complement
\ M h lat (opsonized and complement activation)
ycophenolate *
mofetil
,‘ Azathioprine Helper T-Cell:
I I P . e ~ Active B-Cell
. P 2o v‘ . ._ A # : ; 5% i .-
do 7 SR I e 7 Macrophage
_ _ _ ” Megaf(aryocyte - Antigen presentation and T-Cell
Avoid autoantibodies w7 447 activation through
b ¥ AP A AP » Opsonization of platelets
Decrease Macrophage activit el .
S (g
p g y . 9, Avoid platelets

| opsonization:
: + lvig

I » Steroids

:  Vincristina

» Splenectomy

» SyK inhibitors

Cooper N, et al. Platelets. 2023 Dec;34(1):2131751;
Mingot-Castellano ME, et al. Pharmaceuticals (Basel).

. . = Direct complement
2022 Jun 23,15(7):779 CVtOtOXI C T-Cel I mediated platelet
* Platelets T-Cell mediated destruction destruction

* Megakaryocyte T-Cell mediated destruction



FOSTAMATINIB: STUDIES FIT-1/FIT-2
FIT-1/FIT-2: Randomized control/placebo, doble blinded
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Ongoing Fostamatinib Treatment

* Reasons for discontinuation included in total fostamatinib exposure population information
**4 discontinued due to AEs

T Other may include: lost to follow-up, non-compliance, physician decision, subject decision
* After completing initial study (FIT1 or FIT2), patient chose not to enter extension study

1. Bussel J, et al. Am J Hematol. 2018;93(7):921-30. 2. Cooper N, et al. Ther Adv Hematol.
2021;12:1-12 3. Bussel JB, et al. Am J Hematol. 2019;94(5):546-53.




FOSTAMATINIB: STUDIES FIT-1/FIT-2
FIT-1/FIT-2: Randomized control/placebo, doble blinded
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What to wait from Fostamatinib

« The sooner the better

» Patients who response maintained this response, high stability

Fostamatinib - Response and Durability by Line of Therapy

Response rate by line of therapy Durability of response by line of therapy
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Boccia R, et al. Br J Haematol. 2020 Sep;190(6):933-938.



Sovleplenib, fase

236 patients assessed for eligibility

) 48 :I'rFl m_:t meet eligibility
criteria
188 randomily assigned
126 assigned to sovleplenib and 62 assigned to placebo and
started treatment started treatment
39 discontinued treatment &4 discontinued treatment
31 lacked efficacy within 51 lacked efficacywithin
17 weseks 17 weeks
4 due to intolerable adverss 1 pregnant dwring study
events 2 other reasons
4 other reasons 0 lost to follow up
0 lost to follow up
126 induded in intention-to-treat 62 induded in intention-to-treat
and safety analysis and safety analysis

Hu Y, et al. Lancet Haematol. 2024 Aug;11(8):e567-e579.

Baseline platelet count

<15 10%L 75 (60%) 37 (60%)
=15x 10%L 51(40%) 25 (40%)
Previous splenectomy
Yes 5(4%) 3(5%)
No 121 (96%) 59 (95%)
Concomitant anti-immune thrombooytopenia therapy at baseline
Yes 41 (33%) 20(32%)
No B85 (67%) 42 (68%)
Lines of previous anti-immune 4-0(1-10) 4-0(1-9)
thrombocytopenia therapiest
Therapy type (=10%)
Glucocorticoid 121(96%) 60 (97%)
Traditional Chinese medicine 74 (59%) 37 (60%)
Thrombopoietin receptor agonists 65 (52%) 32 (52%)
Intravenous immunoglobulin 63 (50%) 29 (47%)
Thrombopoietin 60 (48%) 21 (34%)
Platelet transfusion 53 (42%) 13 (21%)
Danazol/Stanozolol 41(33%) 21 (34%)
Caffeic acid 23 (18%) 11 (18%)
Anti-CD20 antibody 20 (16%) 7 (11%)
Othert 19 (15%) 8(13%)
Ciclosporin 18 (14%) 10 (16%)
IL-11 16 (13%) 10 (16%)
Previous thrombopoietin or thrombopoietin receptor agonists
medication, or both
Yes Q4 (75%) 40 (65%)
No 32 (25%) 22 (35%)

3 study In ITP
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Fostamatinib and thromboembolic events

Thromboembolic Event Incidence in ITP Trials (Drug vs Control)

B Active Drug
_ 0.0% 1 Control (Placebo/SoC)
Sovieplenib - Hu 2024 (ESLIM-01, 24 wks)|
0.0%
0.0%
Fostamatinib - Kuwana 2023 (Japan RCT, 24 wks);
0.0%
0.0%
Fostamatinib - FIT1/2 pooled 2018 (RCTs, 24 wks); 0.0%
. (o]

9.4%
Avatrombopag - Jurczak 2018 (RCT, 26 wks)

Romiplostim - Kuter 2008 (2 RCTs, 24 wks)

0.0%
0.0%

Eltrombopag - Bussel 2009 (RCT, 6 mo);

10.0 12.5 15.0 17.5 20.0

Thromboembolic Events (%)

0.0 2.5

Bussel JB, et al. Lancet. 2009;373:641-648; Kuter DJ, et al. Lancet. 2008:371:395-403; Jurczak W, et al. Br J Haematol. 2018:;183:479-490; Bussel JB, et
al. Am J Hematol. 2018;93:921-930; Kuwana M, et al. Br J Haematol. 2023;200:802-811; Hu Y, et al. Lancet Haematol. 2024:11:e567—e579.




Fostamatinib and haemostasis
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Fostamatinib Studies — Comparative Summary

FOSTAMES — FOSTASUR — . GIMEMA [TP1122 —
Varable Gonzalez-Lopez et al., Jiménez-Barcenas 2024 Mmriiit ﬂjﬂi{f{i}mﬁ‘ﬂ“ EEL;E["}: i:ﬂﬂgﬂﬁ’} Lucchini et al., 2025
2024 (Spain) (Andalusia, Spain) gle-teniet 7= (Japan extension, (Italy)
M 138 44 31 33 95
Median prior lines 4 (IQR 2-5) 4 (range 1-7) 4 (2-7) NH 4
Median age (y) 66 (IQQR 56—80) 58 50 (25—88) 62 (25—81) 64
Women (%) 55.8% 47 7% 58% 79% 59%
Primary 88%, Secondary Primary (ND 6.8%, P : : Primary (ND 0%, P 11%,
ITP type 11% 13.6%, C 79.5%) Refractory chronic ITP Primary TP C 899%): Secondary 6%
Overall response (%) 79% 70% (end of study) 45% 55% (=30K); 48% (=50K) 68% (=12 weeks)
Complete response (%) 53.6% 47 5% (end of study) NR NR 32%
Time to first response 3 o median 4.6 weeks;
(days) 11 (IQR 7-21) (56.8% by week 2) NH ;ange 1-56 wks
Helapse a{tt}f; 1eSponse 13.8% 6.8% (3/44) NR 18% 17.6% (12/68)
o
Median follow-up {I}bsewatmrgﬂwmdﬂw 2/ Study window 15 mo NH Expmsurigiman e =6 months (per protocol)
Durable response 32%:
: Time in response 83.3% 6 months 70% of durable : 3.5 months
DLz lstivilespnze over 27 mo: median NR | (Range: 1-14) responses maintained at il L= L (IQR 1.18 - 10.13)
24 mo

NR: Non reported;

Gonzalez-Lopez TJ, et al. Blood. 2024;144(6).646-657; Jiménez-Barcenas R, et al. Br J Haematol. 2024;00:1-9: Moore DC, et al. Blood Coagul Fibrinolysis. 2024;35:316-320; Kuwana

M, et al. Int J Hematol. 2025;121:356-362; Lucchini E et al. Br J Haematol. 2025 Aug 25. doi: 10.1111/bjh.70069. Epub ahead of print. PMID: 40855761.
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Fostamatinib in real world: Safety

Gonzalez-Lopez 2024 Jiménez-Barcenas Kuwana 2025 GIMEMA ITP1122 2025
Fostames (Spain) 2024 FOSTASUR (Japan) (Italy)
(Spain, Andalusia)

Diarrhea 15.2% 13.6% 30% 37.5%
Hypertension 10.7% 4.5% 30% 21.8%
Transaminase 4.3% 4.5% NR 21.8%
elevation

Neutropenia NR NR NR 9.3%
Headache 7.8% 2.3% NR 3.0%
Infections NR NR NR NR

Gonzalez-Lépez TJ, et al. Blood. 2024;144(6).646-657; Jiménez-Barcenas R, et al. Br J Haematol. 2024;00:1-9:; Kuwana M, et al. Int J Hematol. 2025;121:356-362; Lucchini E et al. Br n
J Haematol. 2025 Aug 25. doi: 10.1111/bjh.70069. Epub ahead of print. PMID: 40855761.
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Fostamatinib in real world: Safety
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49 18(15.64-154.61)

Wei W, et al. Expert Opin Drug Saf. 2025 Aug;24(8):997-999.
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Real-World Use of Fostamatinib in the world

SAFETY INFORMATION

Parameter, n (%) Fostamatinib Eitrombopag Romiplostim Avatrombopag
(n = 51) (n = 87) (n =127) (n = 44)
AEs reported during therapy 46 (90.2) 27 (31.0) 53 (41.7) 24 (54.5)
AEs associated with drug discontinuation 4 (7.8) 13 (14.9) 6 (4.7) 5(11.4)
AEs leading to unplanned clinic visit 1 (2.0) 2 (2.3) 1 (0.8) 2 (4.5)
AEs leading to ER visit 2 (4.0) 1(1.1) 6 (4.7) 0 (0.0)
AEs leading to hospital visit 508 . 2(23) 8(63) 0000 __
Type of AE
Diarrhea 9 (17.68) 4 (4.6) 3 (2.4) 0 (0.0)
Fatigue 6 (11.8) 6 (6.9) 13 (10.2) 5(11.4)
Headache 5 (9.8) 2 (2.3) 6 (4.7) 4 (9.1)
Nausea 5 (9.8) 2 (2.3) 4 (3.1) 3 (6.8)
Hypertension 4 (7.8) 0 (0.0) 0 (0.0) 0 (0.0)
Abdominal pain 2 (3.9) 1(1.1) 4 (3.1) 0 (0.0)
Rash 1 (2.0) 1(1.1) 4 (3.1) 2 (4.5)
Chest pain 1 (2.0) 0 (0.0} 0 (0.0)) 0 (0.0)
Neutrope nia 1 (2.0 0 (0.0) 0 (0.0) 0 (0.0)
Other! 12 (23.5) 11 (12.6) 19 (15.0) 10 (22.7)
Thromboembolic events 2 (3.9) 8 (9.2) 6 (4.7) 5(11.4)

AEs, adverse events; ER, emergency room. 'These include transaminitis, hematuria, muscle aches, constipation, fluid retention,
leg swelling, loss of taste, pancytopenia, dizziness, edema, and vomiting.

Dranitsaris G, et al. Acta Haematol. 2024;147(3):333-343. n E




Fostamatinib: Tapering and Sustained Response

N with sustained Time on fostamatinib until  ITP Type (chronic /

response off treatment discontinuation persistent / ND)
Auteri 2023 1 =4 years before taper/stop Chronic ITP
Ghanima 2025 4 (case series) Case-specific: 7 weeks; ~2.5 3 Chronic; 1 Persistent

months; 6 months; ~13 months

Gonzalez-Lépez 2024 5/138(>9 months off drug) NR Among SROT:
(FOSTAMES) 3 Chronic; 2 Persistent
Mingot-Castellano 2024 7/ of 9 who discontinued (2 Median: 116 d to start taper + 112.5 Chronic ITP
relapses) d taper = 229 d total
7/ in 61 patients
Lee 2020 0 (long-term on-therapy NR (no discontinuation) Chronic ITP
responses)
GIMEMA ITP1122 2025 2 in 95 patients NR (endpoint not reported) Chronic ITP cohort;

detailed split NR

Auteri G, et al. Heliyon. 2023 Feb 4;9(2):e13462.

Ghanima W, et al. Hematology. 2025 Dec;30(1):2456687 .

Gonzalez-Lopez TJ, et al. Blood. 2024 Aug 8;144(6):646-656.

Mingot-Castellano ME, et al. J Clin Med. 2024 Oct 22;13(21):6294.

Lee Ej, et al. Br J Haematol. 2020 Apr;189(2):379-382.

Lucchini E, et al. Br J Haematol. 2025 Aug 25. doi: 10.1111/bjh.70069. Epub ahead of print.




Fostamatinib: Tapering and Sustained Response

150mg/12 h
\ . 61 patients
150mg/100mgaday  Tapering:
l * Patients under Complete remission |
100mg/12 h | | | 13 started tapering
\ * Patients will be monitor every 2
100mg/24 h weeks
l * |If platelets above 50x10°/L after 4 9 discontinue
100mg/48 h weeks, to to next step
100mg twice a week 7 SROT
Discontinue 1|7

Mingot-Castellano ME, et al. J Clin Med. 2024 Oct 22;13(21):6294 m E



Fostamatinib: Tapering and Sustained Response

Platelet > 100x10°/L at week 12, only positive predictive factors for tapering and discontinuation

« Time to start tapering: 116 days (IQR: 42-140)

* Duration of tapering: 112.5 days (IQR 94.5-191).

~
(e}

*
§2)
)
3 -
S 150
o
100
50 }
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0
Diagnosis Baseline 2 weeks 4 weeks
ESR
450

« Median platelet count at tapering: 232x10°/L (IQR 152-345x10°/L)

« Median platelet count at discontinuation: 190x10%/L (IQR 142.5-
316.5x109/L).

* Median follow-up since discontinuation: 263 days (IQR: 247-313 days)

l * Only 2 patients relapsed

} « Platelet counts higher than 100x10°%/L at week 12 was the only positive

predictive factors for successful tapering and discontinuation.
s R ‘[

Mingot-Castellano ME, et al. J Clin Med. 2024 Oct 22;13(21):6294




Combined therapy: Fostamatinib Italian experience
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Fostamatinib was initially 100 mg BID in all patients

Need increase dose 40% patients

80% Response, median time of 9 days (IQR 7-19)

/3% Complete response, median time 13 days (IQR 9-39)

40% discontinued steroids or TPO-RA, median time of 80 days

(IQR 43-142)

40% no possible discontinued

Fostamatinib discontinued:

- 20% for intolerance

- 13% relapses

Passucci M, et al. Br J Haematol. 2024 May;204(5):2129-2132
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Combined Therapy: Avatrombopag+Fostamatinib

112 treat with AVA

¥

28 no response to AVA

!

18 treated with AVA-FOS

Median age: 60 years-old (IQR: 37-69)

78% males.

Chronic 12, Persistent 5, 1 Newly diaghose

median 5 lines of treatment (IQR: 4-7).

Rituximab 4 patients, 12 eltrombopag, 15 romiplostim

Overall response of the combination was 83.3% (8 CR, 7 R, 3 NR)

Median time to maximun response of 15 days (IQR: 8-35 days).

Median dose at response AVA 280mg a week and FOS 2100mg a week.
Median dose at last visit AVA was 140mg a week and FOS 1400mg a week.

2 relapses in tapering, recovered introducing drug again.

Mingot-Castellano ME, et al. Br J Haematol. 2024 Oct;205(4):1551-1555.
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112 treat with AVA AVATROMBOPAG:

v

28 no response to AVA
@ 6 days and reintroduction at a lower dose, from 140mg to 60mg weekly.

* Headache 1 patient

* WHO grade 2 liver in 1 patient which was solved after the interruption of AVA for

18 treated with AVA-FOS  rosTaMATINIB:

* Diarrhoea grade 1 was communicated in 3 patients

* Neutropenia grade 3 in 2 patient

No vascular event or infection

Mingot-Castellano ME, et al. Br J Haematol. 2024 Oct;205(4):1551-1555.




Fostamatinib in combination: TPOa+Fostamatinib

Proportion of patients with platelet response (n=113)

87% 8304
73%
60%

>30,000/uL 250,000/pL

mz1 platelet count
250% platelet counts

Proportion of patients with doubling of platelet count
and 230,000/uL or 250,000/uL (n=113)

mz1 platelet count

75% 739, z50% platelet counts

I 42% I 38%

Doubling and 230,000/pyL  Doubling and 250,000/uL

Patients received fostamatinib for =230 days

combined with =21 dose of TPO-RA.

Median duration of fostamatinib treatment was

6.9 months (range 3.0-70.0).

Possible AEs Patients (%)

Diarrhea 23
Increased blood pressure 18
Bruising/bleeding 12
Fatigue 8
Headache 5
Thrombotic event 4

Bowhay-Carnes et al. ASH2024. Abstract 5080 and poster.
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Real-World Use of Fostamatinib in the world:

Efficacy No difference

Cost little difference

Parameter, mean Fostamatinib (n = 51) Eltrombopag (n = 87) Romiplostim (n = 127) Avatrombopag (n = 44)
Primary drug therapy’ 596,401 $89,341 $106,069 $127.247
Rescue therapy? 52,472 51,830 51,731 52334
AE management? $101.50 $32.56 $62.90 $69.46
TE management 5234 51,222 5619 51,399
Total mean cost per patient $99,209 592426 $108,482 $131,050
(95% CI) (559,595-5115,074) (568,331-5115,519) (584,782-5132,182) (583,327-5179,897)

AE, adverse events; TE, thromboembolic events. 'Includes the pharmacy dispensing fee in the case of oral agents and the
administration fee in the case of subcutaneous romiplostim. “Includes infusions of intravenous immune globulin, platelets, and
corticosteroids. *Consists of resources to manage the drug related adverse events presented in Table 3. Most events were mild to

moderate.

Dranitsaris G, et al. Acta Haematol. 2024;147(3):333-343.




GEPTI recommendations: Spanish guidelines

Rituximab Splenectomy
Hierarchy First Strategy First Strategy
Respose >80% Response >80% as second [RGE le]a=R10EC057R Response 50%
Positive Complete Response >30% line treatment, >40% in Complete response 20% | complete response 50-70%
Aspects Good safety profile VT:: ill:ll_'t:,fractary patients Eggi;ﬁ::ﬁg:;gﬁtneed for Low cost Currently the only

potentially curative option
Patients with high

cardiovascular risk*
Negative Cost Cost B cell depletion, Short and long-term effects:
neutropenia, thrombosis, infections, need for
hypogammaglobulinemia vaccination, Possibility of
postoperative complications

Aspects

Mingot-Castellano ME, et |: Spanish ITP Working Group (GEPTI). J Clin Med. 2023 Oct 10;12(20):6422. doi: 10.3390/jcm12206422. PMID: 37892566; PMCID: PMC10607106.
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