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What is Spleen Tyrosine Kinase (SYK)? 

Zarrin AA, et al. Nat Rev Drug Discov. 2021 Jan;20(1):39-63
Liu D, et al. J Hematol Oncol. 2017 Jul 28;10(1):145 

• Spleen tyrosine kinase (SYK). 

• Cromosome 9q22, 635 aa, 72 kDa.

• FcγRs active SYK

• SYK active a signs cascade

• Change in cytoskeleton and phagocytosis

• SYK Induces: 

- Lymphocite B activation

- Antibodies production 

- Activation fo GPVI y CLEC-2 (platelet activity)



Syk inhibitors porfolio

Cooper N, et al. Platelets. 2023 Dec;34(1):2131751; 
Mingot-Castellano ME, et al. Pharmaceuticals (Basel). 
2022 Jun 23;15(7):779

ITP: 
Avoid autoantibodies

Decrease Macrophage activity



FOSTAMATINIB: STUDIES FIT-1/FIT-2

FIT-1/FIT-2: Randomized control/placebo, doble blinded

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. 

Placebo (n = 49)

No difference in response in less than 3 years from diagnose 



FOSTAMATINIB: STUDIES FIT-1/FIT-2

FIT-1/FIT-2: Randomized control/placebo, doble blinded

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. 

Placebo (n = 49)



What to wait from Fostamatinib

Boccia R, et al. Br J Haematol. 2020 Sep;190(6):933-938.

• The sooner the better

• Patients who response maintained this response, high stability



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

Sovleplenib, fase 3 study in ITP

No better response:

Splenectomized

ECOG 1

(few patients?)



Fostamatinib and thromboembolic events

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.



Harbi MH, et al Int J Mol Sci. 2022 Jun 23;23(13):6982.

Fostamatinib and haemostasis



Fostamatinib in real world: Efficacy

González-López TJ, et al. Blood. 2024;144(6):646-657; Jiménez-Bárcenas 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.

NR: Non reported;

3.5 months
(IQR 1.18 – 10.13)

6 months
(Range: 1-14)

18%

9 (4–55)



Fostamatinib in real world: Safety

González-López 2024 

Fostames (Spain)

Jiménez-Bárcenas 

2024 FOSTASUR

(Spain, Andalusia)

Kuwana 2025 

(Japan)

GIMEMA ITP1122 2025 

(Italy)

Diarrhea 15.2% 13.6% 30% 37.5%

Hypertension 10.7% 4.5% 30% 21.8%

Transaminase

elevation

4.3% 4.5% NR 21.8%

Neutropenia NR NR NR 9.3%

Headache 7.8% 2.3% NR 3.0%

Infections NR NR NR NR

González-López TJ, et al. Blood. 2024;144(6):646-657; Jiménez-Bárcenas 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 
J Haematol. 2025 Aug 25. doi: 10.1111/bjh.70069. Epub ahead of print. PMID: 40855761.



Fostamatinib in real world: Safety

Wei W, et al. Expert Opin Drug Saf. 2025 Aug;24(8):991-999. 



Real-World Use of Fostamatinib in the world

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

SAFETY INFORMATION



Fostamatinib: Tapering and Sustained Response

Auteri G, et al. Heliyon. 2023 Feb 4;9(2):e13462. 
Ghanima W, et al. Hematology. 2025 Dec;30(1):2456687. 
González-López 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. 

Study N with sustained

response off treatment

Time on fostamatinib until 

discontinuation

ITP Type (chronic / 

persistent / ND)

Auteri 2023 1 ≈4 years before taper/stop Chronic ITP

Ghanima 2025 4 (case series) Case-specific: 7 weeks; ~2.5 

months; 6 months; ~13 months

3 Chronic; 1 Persistent

González-López 2024 

(FOSTAMES)

5/138(>9 months off drug) NR Among SROT: 

3 Chronic; 2 Persistent

Mingot-Castellano 2024 7 of 9 who discontinued (2 

relapses)

7 in 61 patients

Median: 116 d to start taper + 112.5 

d taper ≈ 229 d total

Chronic ITP

Lee 2020 0 (long-term on-therapy

responses)

NR (no discontinuation) Chronic ITP

GIMEMA ITP1122 2025 2 in 95 patients NR (endpoint not reported) Chronic ITP cohort; 

detailed split NR



Fostamatinib: Tapering and Sustained Response

Tapering: 

• Patients under Complete remission

• Patients will be monitor every 2 

weeks

• If platelets above 50x109/L after 4 

weeks, to to next step

150mg/12 h

150mg/100mg a day

100mg/12 h

100mg/24 h

100mg/48 h

100mg twice a week

Discontinue

61 patients

13 started tapering

9 discontinue

7 SROT

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



Fostamatinib: Tapering and Sustained Response
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• Time to start tapering: 116 days (IQR: 42-140)

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

• Median platelet count at tapering: 232×109/L (IQR 152-345×109/L) 

• Median platelet count at discontinuation: 190×109/L (IQR 142.5-

316.5×109/L). 

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

• Only 2 patients relapsed 

• Platelet counts higher than 100x109/L at week 12 was the only positive 

predictive factors for successful tapering and discontinuation. 

Platelet > 100x109/L at week 12, only positive predictive factors for tapering and discontinuation

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



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

• Fostamatinib was initially 100 mg BID in all patients

• Need increase dose 40% patients

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

• 73% 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

Combined therapy: Fostamatinib Italian experience



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

• 78% males. 

• Chronic 12, Persistent 5, 1 Newly diagnose

• 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.  

112 treat with AVA

28 no response to AVA

18 treated with AVA-FOS

Combined Therapy: Avatrombopag+Fostamatinib

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



AVATROMBOPAG: 

• Headache 1 patient

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

6 days and reintroduction at a lower dose, from 140mg to 60mg weekly. 

FOSTAMATINIB: 

• Diarrhoea grade 1 was communicated in 3 patients

• Neutropenia grade 3 in 2 patient 

No vascular event or infection

112 treat with AVA

28 no response to AVA

18 treated with AVA-FOS

33%AEs

Fostamatinib in combination: Avatrombopag+Fostamatinib

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



Patients received fostamatinib for ≥30 days 

combined with ≥1 dose of TPO-RA.

Median duration of fostamatinib treatment was 

6.9 months (range 3.0-70.0).

Bowhay-Carnes et al. ASH2024. Abstract 5080 and poster. 

Possible AEs Patients (%)
Diarrhea 23

Increased blood pressure 18

Bruising/bleeding 12

Fatigue 8

Headache 5

Thrombotic event 4

Fostamatinib in combination: TPOa+Fostamatinib



Real-World Use of Fostamatinib in the world: 

Efficacy No difference

Cost little difference

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



Treatment TPO-RA Fostamatinib Rituximab Splenectomy

Hierarchy First Strategy First Strategy Second Strategy Second Strategy

Positive 

Aspects

Respose >80%

Complete Response >30% 

Good safety profile

Response >80% as second 

line treatment, >40% in 

multirrefractary patients 

with ITP

Patients with high 

cardiovascular risk*

Response 50-60%, 

Complete response 20% 

Good tolerance, no need for

long-term treatment

Response 50%

Complete response 50-70%

Low cost Currently the only

potentially curative option

Negative 

Aspects

Cost Cost B cell depletion, 

neutropenia, 

hypogammaglobulinemia

Short and long-term effects: 

thrombosis, infections, need for

vaccination, Possibility of

postoperative complications

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

GEPTI recommendations: Spanish guidelines
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