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1 PART I: PRODUCT OVERVIEW

An overview of the product is provided in Table 1.

Table 1: Product Overview

Active substance
(INN or common name)

Fostamatinib disodium (fostamatinib)

Pharmacotherapeutic 
group
(ATC Code)

B02BX09

Marketing Authorisation 
Applicant

Instituto Grifols, S.A.
Can Guasch, 2
08150 Parets del Vallès
Barcelona
SPAIN

Medical products to 
which this RMP refers 1

Invented name in the 
European Economic Area 
(EEA)

Tavlesse

Marketing authorisation 
procedure Centralised

Brief description of the 
product

Chemical class: Phosphoric acid
Chemical name: [6-({5-fluoro-2-[(3,4,5-
trimethoxyphenyl)amino]pyrimidin-4-yl}amino)-2,2-dimethyl-
3-oxo-2,3-dihydro-4H-pyrido[3,2-b]-1,4-oxazin-4-yl]methyl
disodium phosphate hexahydrate

Summary of mode of action: Fostamatinib is a potent and 
relatively selective spleen tyrosine kinase (SYK) inhibitor. It 
prevents platelet destruction by interrupting Fc receptor-
mediated platelet engulfment on macrophages through 
inhibition of SYK signalling 

Important information about its composition: Not applicable

Hyperlink to the Product 
Information See product information



Indication in the EEA

Current: Fostamatinib is indicated for the treatment of chronic 
immune thrombocytopenia (ITP) in adult patients who are 
refractory to other treatments

Proposed: Not applicable

Dosage in the EEA

Current: The recommended starting dose of Tavlesse is 100 mg 
twice daily. After initiating Tavlesse, the dose can be increased 
to 150 mg twice daily after 4 weeks based on platelet count and 
tolerability. A daily dose of 300 mg must not be exceeded.
Fostamatinib dosing requirements must be individualised based 
on the patient’s platelet counts. The
lowest dose of fostamatinib to achieve and maintain a platelet 
count of at least 50,000/μL should be used. Dose adjustments 
are based upon the platelet count response and tolerability.

Proposed: Not applicable

Pharmaceutical forms 
and strengths

Current:
• Fostamatinib 100 mg film-coated tablet
• Fostamatinib 150 mg film-coated tablet

Proposed: Not applicable

Is/will the product be 
subject to additional 
monitoring in the EU?

This medicinal product is subject to additional monitoring in
EU. This will allow quick identification of new safety 
information. Healthcare professionals are asked to report any 
suspected adverse reactions.



2 PART II: SAFETY SPECIFICATION

2.1 Module SI – Epidemiology of the Indication and Target Population

2.1.1 Chronic immune thrombocytopenia (ITP) in adult patients who are refractory to 
previous treatments

2.1.1.1 Incidence

Immune thrombocytopenia (ITP), also referred to as idiopathic thrombocytopenic purpura or 
immune thrombocytopenic purpura, is a disorder manifested by immune mediated platelet 
destruction, impairment of platelet production and a variable bleeding tendency. The MAH
conducted an exhaustive PubMed literature search to retrieve published articles relative to the 
epidemiology of ITP in the European Community. Literature references over the past ten years 
(i.e. since 01 January 2007) were considered, with no geographical restriction as data are not 
available for the whole Community. Therefore, national incidence data are gathered in Table 2.







The reported incidence data of ITP varies somewhat from country to country in the EU and 
ranges from 1.6 to 4.4 per 100,000. The same range of incidence is reported in the United 
States: the National Organization of Rare Disorders reports an incidence of 3.3 ITP cases per 
100,000 adults per year.

2.1.1.2 Prevalence

The reported incidence data for ITP varies somewhat from country to country in the European 
Union (EU) and ranges from 1.6 to 4.4 per 100,000 (Moulis 2014; Schoonen 2009; Neylon 
2003; Frederiksen 1999). The same range of incidence is reported in the United States: the 
National Organization of Rare Disorders reports an incidence of 3.3 ITP cases per 100,000 
adults per year. There are an estimated 50,000 adult patients with chronic ITP in the EU 
(Gernsheimer 2008).

The duration of ITP varies between children and adults. Among children, ITP is typically acute 
in duration (<6 months), while in adults it is usually a chronic condition lasting for some years 
(Bennett 2011). The average disease duration (including children and adults) is reported as D 
= 0.5-1 year. The highest reported figure is used for calculation purposes.

2.1.1.3 Demographics of the population in the proposed indication and risk factors for the 
disease

ITP affects people of both sexes and all ages. ITP prevalence (among adults in Europe) was 
shown to be higher in women and increased with age and over time (Bennet, 2011). However,
in a Danish survey, this sex difference was only apparent in patients younger than 65 years 
(Frederiksen 1999; Michel 2009). As life expectancy in Europe increases, the number of elderly 
patients with ITP and subsequent comorbidities is also set to increase. In the Danish study, the 
incidence rate more than doubled in those individuals aged over 60 years compared with 
younger patients. This observation was confirmed by the results from a UK cohort study, where 
patients aged over 60 years had the highest incidence of ITP (Neylon, 2003).

There are several genetic risk factors that predispose to ITP, including polymorphisms in 
immunity-related genes. Many studies have reported associations between ITP and single 
nucleotide polymorphisms in immunity-related genes. Polymorphisms in genes encoding 
specific cyto- or chemokines, such as interleukin (Garnett et al.)-1, IL-2, IL-4, IL-6, IL-10, IL-
17, tumour necrosis factor-α, tumour growth factor-β, and interferon-γ, have been associated 
with ITP (Wu, 2005; Emmerich, 2007; Rocha, 2010; Pehlivan, 2011; Saitoh, 2011).
Polymorphisms in Fcγ receptors (FcγRs) have also been associated with the onset and 
pathogenesis of ITP (Foster, 2001; Carcao, 2003; Bruin, 2004; Breunis, 2008; Amorim, 2012; 
Eyada, 2012; Papagianni, 2013; Wang, 2014).

It has been suggested that infections may comprise an important trigger for the development 
of auto-immunity against platelets in ITP [Swinkels, 2018]. Some of the most occurring and 
most studied infectious agents are Helicobacter pylori [Takahashi, 2004; Stasi, 2009], Hepatitis 
C virus (Rajan, 2005; Zhang, 2009) and human immunodeficiency virus (HIV) (Hohmann, 
1993; Bettaieb, 1996; Dominguez, 1998; Nardi, 2004; Li, 2005; Nardi, 2007). Evidence also 
exists for Cytomegalovirus (DiMaggio, 2009; Wu, 2013), Epstein Barr virus (Wu, 2013), and 
some other viruses (Wright, 1996; Musaji, 2004).



2.1.1.4 The main existing treatment options

First-line treatment options for ITP include corticosteroids, intravenous immunoglobulin 
(IVIG) and intravenous anti-D immunoglobulin (Ig). IVIG and anti-D Ig are usually used as 
rescue treatments for acute rather than chronic management of ITP. Many patients fail to 
achieve a durable remission or will find the long-term side effects of corticosteroids 
unacceptable (George, 2012).

Second-line treatment options for adult ITP patients have been reviewed through an 
international consensus report on the investigation and management of primary immune 
thrombocytopenia (Provan, 2010). The main goal of second-line therapy is to attain a sustained 
increase of the platelet count that is considered haemostatic for the individual patient:

Available medical treatment modalities have quite different mechanisms of action and
can be broadly categorised into those that are given only once (or for only one course)
and are intended to induce long-term remission (rituximab), and those that need
continued or chronic administration (corticosteroids, immunosuppressive agents:
azathioprine, cyclosporine A, cyclophoshamide, mycophenolate mofetil, and
thrombopoietin receptor agonists (TPO): romiplostim and eltrombopag).

Long-term risks/ effects from use of TPO-receptor agonists are still being determined. Potential
risks with eltrombopag are bone marrow fibrosis and thrombosis, hepatic and ocular toxicities. 
Romiplostim requires a weekly injection. TPO-receptor agonists as a class are associated with 
overshoot and potential thrombosis.

It appears there is also off-label use of rituximab, which can be associated with severe toxicities 
in 2 to 6% of patients. According to the American Society of Hematology practice guideline 
for ITP (2011), rituximab may be considered for patients at risk of bleeding who have failed 
one line of therapy such as corticosteroids, IVIG, or splenectomy (Ghanima, 2012; Neunert, 
2011).

Splenectomy provides long term efficacy in approximately 60% of cases. Nonetheless,
splenectomy is invasive, irreversible, associated with post-operative complications, and
its effectiveness is currently unpredictable, leading many physicians and patients
toward postponement and use of alternative approaches.

Hematopoietic stem cell transplantation
Remissions have been induced in some patients with chronic refractory ITP using
autologous or allogeneic hematopoietic stem cell transplantation (HSCT). However,
potentially fatal toxicities such as neutropenic fever, cerebral haemorrhage, and
septicaemia may occur (Provan, 2010). HSCT is warranted only in patients with severe,
chronic refractory ITP with bleeding complications unresponsive to other modalities.
However, very few long-term responses have been recorded.

2.1.1.5 Natural history of the indicated condition in the untreated population, including 
mortality and morbidity

Immune thrombocytopenia (ITP) arises in 2 clinical contexts. The first is in a paediatric setting 
and is usually short lived with recovery within weeks to months. However, this is beyond the 
scope of this application. 



Immune thrombocytopenia (ITP) in adults is typically a chronic disease, with a low 
spontaneous remission rate. Although responses to glucocorticoids, IVIG, splenectomy, and 
thrombopoietic agents may be encouraging, a significant number of patients remain severely 
thrombocytopenic for long durations and subject to risk of spontaneous or trauma-induced 
haemorrhage. Even in asymptomatic patients, platelet counts below 20,000–30,000/μL often 
prompt the need for treatment.

There is evidence for anti-platelet antibodies in most, though not all, patients. The targets of 
the antibodies are often various glycoproteins found on the surface of platelets and occasionally 
megakaryocytes, the bone marrow platelet precursor. The circulating antibody-platelet 
complexes are cleared by the reticuloendothelial system, principally in the spleen, with the 
liver participating. A normal platelet count is between 150,000 and 400,000/μL of blood. A 
platelet count <100,000/μL, with no other reason for low platelets count, is considered to be 
suggestive of ITP (Rodeghiero, 2009).

The clinical severity of ITP is inversely proportional to the platelet count and may depend on 
the underlying illnesses as well. Platelet counts above 50,000/μL are rarely associated with 
spontaneous bleeding and would only be clinically threatening in the event of interruption of 
vascular integrity (surgery, trauma). Platelet counts below 30,000/μL are more worrisome. 
Many patients are asymptomatic or may have minimal bruising. Others experience serious 
bleeding, which may include gastrointestinal haemorrhage, extensive skin and mucosal 
haemorrhage, or intracranial haemorrhage. The severity of thrombocytopenia correlates with 
the risk of bleeding to some extent, but not completely. The latter is a life-threatening event. 
For those patients with severely depressed platelet counts, their daily life is one of repeated 
minor haemorrhage linked to the fear of a life-altering one, filled with the anxiety attached to 
the latter (Rodeghiero, 2009; Lakshmanan, 2012).

Patients with ITP typically have severe thrombocytopenia, putting them at risk for serious 
bleeding. While ITP is generally a benign disease, the risk of mortality in affected patients is 
roughly twice that of the general population, particularly in patients who are older or who have 
more advanced disease with a history of bleeding. Causes of death in ITP include severe 
gastrointestinal bleeding and intracranial haemorrhage, post-splenectomy complications, and 
infections secondary to long-term immunosuppression from therapy. In a follow-up study
looking at morbidity and mortality in adults with ITP, 12 (9%) of 134 patients, all with severe 
thrombocytopenia, had refractory disease and suffered a mortality risk of 4.2 (95% confidence 
interval, 1.7–10.0). Bleeding and infection equally contributed to the death of these patients 
and are the most frequently reported causes of death in ITP (Rodeghiero, 2009; Lakshmanan, 
2012; Portielje, 2001).

2.1.1.6 Important co-morbidities

ITP may be primary or secondary to a variety of conditions, including generalised autoimmune
disease (as in systemic lupus erythematosus), lymphomatous disease, or chronic viral diseases 
(as in hepatitis and HIV infection).

In a study by Feudjo-Tepie et al. (2009), ITP was shown to be associated with haematological 
diseases, dermatological conditions, bleeding disorders and constitutional conditions such as 
chills, rigors, malaise, and lethargy. 



2.2 Module SII – Non-clinical Part of the Safety Specification

A summary of key non-clinical findings and their relevance to humans is outlined in Table 3.









2.3 Module SIII – Clinical Trial Exposure

The fostamatinib clinical development programme consists of 57 studies (Table 4), including 
26 clinical pharmacology studies in healthy subjects, 5 studies in ITP, 13 studies in RA,  4 
studies in oncology (B- and T cell non Hodgkin lymphomas and solid tumours), 3 studies in 
autoimmune haemolytic anemia (AIHA), 1 study in COVID-19, and 1 study in IgA 
nephropathy. An additional 4 “Other Clinical Pharmacology” studies were performed. 
Cumulatively, 4,680 subjects have been exposed to fostamatinib in 52 completed clinical trials 
and 411 subjects have been exposed to fostamatinib in 5 ongoing clinical trials. 

In addition to studies in ITP, the majority of the safety data for fostamatinib is derived from 
studies in rheumatoid arthritis (RA), studies in oncological indications (lymphomas and solid 
tumours), and studies in healthy subjects. In February 2010, AstraZeneca signed a global 
license agreement with Rigel to develop and commercialise fostamatinib. AstraZeneca 
conducted a comprehensive programme for the treatment of RA (through Phase 3). Although 
fostamatinib showed a significant, consistent, favourable effect with regard to RA signs, 
symptoms, and functional improvement (primary endpoint in all 3 Phase 3 studies), 
fostamatinib did not affect bone erosion and joint destruction in 2 of the studies, which led 
AstraZeneca to return the development rights to Rigel. Licensure in RA is not being pursued. 
Data from the RA programme support the clinical safety of fostamatinib and contributed to the 
selection of the dose and regimen of fostamatinib evaluated in the Phase 3 studies in ITP. 

The oncology subjects (n=204 total) provide safety data for higher doses (200-500 mg/day) of 
fostamatinib than were used in the RA or ITP subjects and hence are less relevant. Development 
and licensure in oncology also has not been pursued. Four studies of fostamatinib were 
conducted in adult patients with malignancies, 3 studies in B cell or T cell lymphomas (total 
n=167) and 1 in advanced solid tumors (n=37). The similarities of the 3 lymphoma studies 
allowed pooling of data across studies. Each study was open-label and employed similar 
methods of safety data collection. Safety data from the 3 company-sponsored lymphoma 
studies are thus presented in an integrated fashion in the tables below.

Safety data from studies in Healthy subjects and in Other studies were based primarily on single 
dosing or short duration multiple dosing. Since the safety data from these studies and the one 
conducted in patients with IgA nephropathy (n=51)did not add clinically important information 
to the safety profile of fostamatinib, details are not included in the tables below.The 
fostamatinib clinical development programme also includes five ongoing studies, three in 
AIHA (C-935788-053, C935788-057 and C935788-058), one in ITP (R788-1301), and one in 
COVID-19 (C-935788-061). Since these studies are ongoing, they are not included in the 
analyses of safety that follow.









2.3.2 Rheumatoid arthritis

An overall summary of fostamatinib exposure across all 9 RA studies is provided in Table 7.
A total of 2,414 subjects received fostamatinib during the treatment period. Doses ranged from 
100–300 mg per day all given on a bid basis. A total of 1,303 subjects with RA received a 
fostamatinib dose of 100–150 mg bid (i.e., 200–300 mg/day), which is the clinical dose for the
intended indication in ITP. The combined placebo groups consisted of 1,169 subjects. Mean 
duration of fostamatinib exposure across dose groups was 545.6 days, ranging from 1 to 2,481 
days; hence, dosing in some subjects extended beyond 6 years. Almost 60% of subjects were 
treated for 1 or more years, and 334 patients (9.7%) were treated for 3 or more years. Exposure 
in this population was 5,134 PY.























2.6 Module SVI - Additional EU Requirements for the Safety Specification

2.6.1 Potential for misuse for illegal purposes

There is no potential for misuse of fostamatinib for illegal purposes.

2.7 Module SVII – Identified and Potential Risks

2.7.1 Identification of safety concerns in the initial RMP submission

2.7.1.1 Risks not considered important for inclusion in the list of safety concerns in the RMP

Reason for not including an identified or potential risk in the list of safety concerns in the 
RMP:

1. Risks with minimal clinical impact on patients (in relation to the severity of the
indication treated)

The indication for treatment with fostamatinib is ITP. Untreated ITP is associated with a
risk of spontaneous or trauma-induced haemorrhage. The following ADRs are expected to
have a minimal impact when viewed from the perspective of the seriousness and severity
of the indication and the low numbers/low percentage of patients experiencing these events:

Dizziness

Dysgeusia

Rash

Rash erythematous

Rash macular
2. Adverse reactions with clinical consequences, even serious, but occurring with a low

frequency and considered to be acceptable in relation to the severity of the indication
treated

Chest pain

Dizziness



3. Known risks that require no further characterisation and are followed up via routine
pharmacovigilance, namely through signal detection and adverse reaction reporting,
and for which the risk minimisation messages in the product information are adhered to
by prescribers (e.g., actions being part of standard clinical practice in each EU Member
state where the product is authorised)

Pregnancy and lactation
Based on findings from animal studies and its mechanism of action, fostamatinib can
cause foetal harm when administered to a pregnant woman. In animal reproduction
studies, administration of fostamatinib to pregnant rats and rabbits during
organogenesis caused adverse developmental outcomes including embryo-fetal
mortality (post-implantation loss), alterations to growth (lower fetal weights), and
structural abnormalities (variations and malformations) at maternal exposures (AUCs)
approximately 0.3 and 10 times the human exposure at the maximum recommended
human dose (MRHD) respectively. Pregnant women should be advised about the
potential risk to a foetus.

Some pregnancies occurring during clinical trials resulted in healthy newborns as well
as stillbirths/spontaneous abortions and miscarriages.

If a patient becomes pregnant while taking fostamatinib, therapy should be
discontinued. Fostamatinib is contraindicated during pregnancy.

It is unknown whether fostamatinib/metabolites are excreted in human milk.

4. Available pharmacodynamic/toxicological data in animals have shown excretion of
fostamatinib /metabolites in milk. A risk to the suckling child cannot be excluded.
Breast-feeding should be discontinued during treatment with fostamatinib and for at least
one month after the last dose.

5. Known risks that do not impact the risk-benefit profile

Fatigue

Influenza like illness

6. Other reasons for considering the risks not important

None.

For information on the frequency of each ADR please see Section 4.8 or the SmPC for 
fostamatinib.

2.7.1.2 Risks considered important for inclusion in the list of safety concerns in the RMP

The rationale for considering the important identified and potential risks and missing 
information to impact the risk-benefit balance of fostamatinib in the ITP indication is presented 
in Table 13 and Table 14, respectively. 

The following categories of important identified risks have been observed throughout the 
fostamatinib clinical development program. These risks are easily ascertained by routine 
clinical monitoring; they are mostly mild to moderate in severity; they are rapidly reversible 
upon reduction or interruption of dose; and they are manageable by readily available 
therapeutics, such as loperamide (for diarrhoea), or antihypertensive agents. 







2.7.2 New safety concerns and reclassification with a submission of an updated RMP

There are no new safety concerns that should be considered in addition to the information 
included in product labelling.

2.7.3 Details of important identified risks, important potential risks, and missing 
information

The primary basis of the evaluation of safety in subjects with ITP is derived from the following 
3 studies:

Study C788-047: Phase 3, randomised study in subjects with chronic ITP (N=76)

Study C788-048: Phase 3, randomised study in subjects with chronic ITP (N=74)

Study C788-049: Phase 3, open-label extension study in subjects with chronic ITP
participating in Study C788-047 or Study C788-048 (N=123; interim data cut-off 08
March 2018).

The subjects participating in Studies C788-047, C788-048, and C788-049 had previously 
treated, persistent or chronic ITP. The identical designs of Study C788 047 and Study 
C788-048 allowed pooling of data to assess the short-term safety and tolerability profile of 
fostamatinib in a placebo-controlled safety population. To assess the long-term safety and 
tolerability profile of fostamatinib, data from all subjects receiving fostamatinib in Studies 
C788-047, C788-048, and C788-049 were pooled in the fostamatinib treated population.

Two treatment periods were defined as follows:

Placebo-controlled period: Time on treatment during Studies C788-047 and C788-048
(i.e., placebo controlled). Data obtained after subjects enrolled in Study C788-049 were
excluded, regardless of randomised treatment. This treatment period was used for
analyses of the placebo-controlled safety population.

Fostamatinib exposure period: Time on fostamatinib, regardless of randomised
treatment, including both double-blind fostamatinib data (from Study C788-047 or
Study C788-048) and open-label fostamatinib data (from Study C788-049). Subjects
randomised to placebo in Studies C788-047 or C788-048 were included after switching
to fostamatinib in Study C788-049. This treatment period was used for analyses of the
fostamatinib treated population.

2.7.3.1 Presentation of important identified risks and important potential risks

Information on important identified and potential risks for fostamatinib is summarised in Table 
15 (Diarrhoea), Table 16 (Hypertension), Table 17 (Hepatotoxicity), Table 18 (Neutropenia), 
and Table 19 (Infections); Table 20 (Off label use in paediatrics [effect of fostamatinib during 
bone formation and regrowth during development]); Table 21 (Use in patients with
osteoporosis, patients with fractures, or young adults where epiphyseal fusion has not yet 
occurred).















































4 PART IV: PLANS FOR POST-AUTHORISATION EFFICACY STUDIES

There are no plans for fostamatinib post-authorisation efficacy studies.



















6 PART VI: SUMMARY OF THE RISK MANAGEMENT PLAN

6.1 Summary of risk management plan for fostamatinib

This is a summary of the risk management plan (RMP) for fostamatinib. The RMP details 
important risks of fostamatinib, how these risks can be minimised, and how more information 
will be obtained about fostamatinib’s risks and uncertainties.

Fostamatinib’s summary of product characteristics (SmPC) and its package leaflet give 
essential information to healthcare professionals and patients on how fostamatinib should be 
used. 

This summary of the RMP for fostamatinib should be read in the context of all this information 
including the assessment report of the evaluation and its plain-language summary, all which is 
part of the European Public Assessment Report (EPAR). 

Important new concerns or changes to the current ones will be included in updates of 
fostamatinib's RMP.

6.2 The Medicine and What it is Used For

Fostamatinib is authorised for the treatment of chronic immune thrombocytopenia (ITP) in 
adult patients who have received or are not candidates for three or more other treatments
(see SmPC). It contains fostamatinib as the active substance and it is given orally in a film 
coated tablet.

Further information about the evaluation of fostamatinib’s benefits can be found in 
fostamatinib’s EPAR, including in its plain-language summary, available on the European 
Medicines Agency website, under the medicine’s webpage.

6.3 Risks Associated with the Medicine and Activities to Minimise or Further 
Characterise the Risks

Important risks of fostamatinib, together with measures to minimise such risks and the 
proposed studies for learning more about fostamatinib’s risks, are outlined below.

Measures to minimise the risks identified for medicinal products can be:

Specific information, such as warnings, precautions, and advice on correct use, in the
package leaflet and SmPC addressed to patients and healthcare professionals;

Important advice on the medicine’s packaging;

The authorised pack size — the amount of medicine in a pack is chosen so to ensure
that the medicine is used correctly;

The medicine’s legal status — the way a medicine is supplied to the patient (e.g. with
or without prescription) can help to minimise its risks.















6.3.3.2 Other studies in post-authorisation development plan

A non-interventional post-authorisation study (PASS) will be conducted with the objective to 
to collect information on the long-term safety/tolerability of fostamitanib in clinical practice, 
for the treatment of chronic ITP in adult patients who have received or are not candidates for 
three or more other treatments.



7 PART VII: ANNEXES



7.4 Annex 4: Specific adverse drug reaction follow-up forms

No data. 



7.6 Annex 6: Details of proposed additional risk minimisation activities (if applicable) 

Not applicable.




