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FOSTAMATINIB: Pivotal studies and long-term analysis




The FIT Phase 3 Program Evaluated Efficacy, Safety,
and Durability of Response?

Two Identically Designed Studies®

FIT-1 and FIT-21 FIT-32

Phase 3, double-blind, placebo-controlled (short-term, 24-week) studies Open-label extension (long-term) study

Fostamatinib
n=101 Day 1-week 12 Weeks 14-24
100 mg twice daily biweekly visits biweekly visits

Fostamatinib (N=123)

150

atients : i i
rarﬁ)domized (post hoc (assessed primary Median duration of response
Placebo assessment of endpoint of stable - Interim analysis*: >2.3 years (28 months)
2:1¢ n=49 overall response) response) - [LOMEHIEIT ENENS S Syeare

v v

ook ————— Gy

Patients who had platelets < 50 x 10°/L, regardless of treatment group, after 12 weeks or patients
who completed 24 weeks of treatment were eligible to enter FIT-312

- Concomitant treatment: Glucocorticoids (<20 mg prednisone), azathioprine or danazol
- Rescue medication: IVIG (upto 1 g/ kg for 1 to 3 days), anti-D (up to 50-75 pg / kg for 1 to 2 days), or corticosteroids (intravenous methylprednisolone (up to 19
/ day for 1 to 3 days) or oral dexamethasone (up to 40 mg / day for 1 to 2 days) or oral prednisone (up to 1 mg / kg / day for 1 to 3 days). Platelet transfusion.

aDuration of response analysis endpoint: The number of days from achieving a platelet count 250 x 109/L to reaching a platelet count <30 x 10%/L at 2 consecutive visits.

Patients were classified as losing response if platelet counts dropped below 30 x 109/L for 2 consecutive visits 28 days apart or if rescue medication was used.?

b Differed in participating centers and recruitment time frame only.

¢ Each study had a similar number of patients randomized to each group: FIT-1, fostamatinib, n=51 and placebo, n=25; FIT-2, fostamatinib, n=50 and placebo, n=24.

dInterim analysis, April 2017.2 ¢Long-term analysis, Dec 20193

1. Bussel J et al. Am J Hematol. 2018;93(7):921-930. 2. Bussel JB et al. Am J Hematol. 2019;94(5):546-553; 3. Cooper et al Ther Adv Hematol. 2021 Apr 30;12:20406207211010875. doi: 10.1177/20406207211010875. eCollection 2021



FIT-1 and FIT-2 Studies: Eligibility, Dosing, and Efficacy Analyses

Key Eligibility Criterial Fostamatinib Dosing*?
> 18 years of age with persistent or chronic primary ITP Starting fostamatinib dose: 100 mg twice daily
= 3 months past diagnosis If platelet count did not increase to = 50 10%/L, dose could be

increased to 150 mg twice daily after 4 weeks (88% of patients were

9 .
Average platelet count < 30x10%/L during past 3 months maintained at 150 mg twice daily)

Insufficient response to = 1 prior treatment : . . : :
P P Patients taking fostamatinib who continued in the open-label

Patients with ITP Bleeding Scale Grade 2 at screening extension trial (FIT-3) maintained their existing dose if platelet counts
visit were excluded were =50 x 10°/L

FIT-1 and FIT-2 Efficacy Analysis?

To assess stability of response during weeks 14-24

Stable response Primary efficacy endpoint, defined as achievement of a platelet count 2 50 x 10°%/L on at
(primary endpoint) least 4 of 6 visits without need for rescue treatment during weeks 14-24

To assess response during the first 12 weeks

Overall response Post hoc measurement, defined as a platelet count = 50 x 10%/L at 21 visit within 12
(post hoc analysis) weeks without rescue medication in preceding 4 weeks

(initial 12 weeks selected because most non-responding patients from both groups discontinued FIT-1 and FIT-2 and
entered open-label extension study at or very soon after week 12)

1. Bussel J et al. Am J Hematol. 2018;93(7):921-930. 2. Bussel JB et al. Am J Hematol. 2019;94(5):546-553.



FIT Program Included Adult Patients With Chronic ITP Who Had
Received 2 1 Prior Therapy?

Demographics and Baseline Patient Characteristics in FIT-1 and FIT-2

Placebo (n=49) Fostamatinib (n=101)
Median time since diagnosis, years 7.8 8.7
Median age (range), years 53 (20-78) 54 (20-88)
Sex, % female/male 61/39 60/40
Mean baseline platelet count, /uL 19,818 16,052
Platelet count <15 x 109/L, % 57 54
Median number of unique prior therapies (%) 3 3
Corticosteroids 96 93
Immunoglobulins 55 51
TPO-RAs 51 47
Immunosuppressants 45 44
Rituximab 29 34
Splenectomy 39 34

TPO-RA, thrombopoietin receptor agonist.
aRepresentative of general adult chronic ITP population.
Bussel J et al. Am J Hematol. 2018;93(7):921-930.



FIT-1 and FIT-2 (Pooled): Overall and Stable Responses

Week r=»Nonresponders allowed to enroll in FIT-3

(0 (2 O (&) (&) (19 (12) (14) (19 (18 29 22) 24)

50 B Fostamatinib (n=101: [FIT-1, n=51: FIT-2 n=50])
B Placebo (n=49; [FIT-1, n=25; FIT-2 n=24])
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Overall Response Stable Response
Post hoc analysis Primary efficacy endpoint

(=250 x 10%/L, weeks 1-12) (250 x 10°/L at 4 of 6 visits, weeks 14-24)

a Using the most conservative sensitivity analysis where missing data are imputed as <50x109/L,
1 patient in FIT-2 is then considered a nonresponder, leading to 17/101 (17%) stable responders.
Bussel J et al. Am J Hematol. 2018;93(7):921-930.



Median Platelet Counts Through Week 24 in FIT-1 and FIT-2
Median Platelet Counts by Study Visit (Pooled FIT-1 + FIT-2)

Overall Responders?

Stable Responders?

250 250
=@ [-0stamatinib overall responder @ [-0stamatinib overall responder
= =8 Fostamatinib nonresponder = =@ Fostamatinib nonresponder
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Week Week

Fostamatinib Fostamatinib

overall responder n=43 38 41 40 40 38 37 31 27 26 23 21 20 stable responder n=18 15 16 17 18 17 17 18 18 17 17 17 17
Nonresponder n=58 48 45 41 40 39 42 7 7 5 4 3 4 Nonresponder n=83 71 70 64 62 60 62 20 16 14 10 7 7
Placebo n=49 43 4 35 31 33 3211 6 3 4 2 3 Placebo n=49 43 4 35 31 33 3211 6 3 4 2 3

Median time to first response: 15 days?
Median post-baseline platelet count: 49 x 10°/L
A total of 99 patients exited the placebo-controlled trials at week 12 and entered the OLE (Open-Label Extension) study (FIT-3)P

OLE, open-label extension.

a Stable response was the primary efficacy endpoint. Overall response and time to response were post hoc analyses.
b Remaining 24 patients who entered the OLE study entered upon completion of 24-week FIT-1 and FIT-2 studies.
Bussel J et al. Am J Hematol. 2018;93(7):921-930.



Incidence of Bleeding Events in FIT-1 and FIT-2

Bleeding events?!:?
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The incidence of bleeding in patients who received
fostamatinib (regardless of responder status) was 29%
compared with 37% in patients who received placebo?

1. Data on file, Rigel Pharmaceuticals, Inc.
2. Bussel J et al. Am J Hematol. 2018;93(7):921-930.
3. Tavlesse Prescribing Information. Rigel Pharmaceuticals B.V.

Patients (%)

Severity of bleeding events?

50 - i Fostamatinib overall responder (n=43)
# Fostamatinib nonresponder (n=58)
m Placebo (n=49)

40

Any Mild Moderate Severe Serious

No severe or serious bleeding events were observed in overall
responder patients!?



Use of Rescue Medication in FIT-1 and FIT-2

Use of rescue medication
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There was a trend for patients on fostamatinib to receive rescue medication less often than those on placebo (30% vs 45%; P=0.07)

Bussel J et al. Am J Hematol. 2018;93(7):921-930.



Fostamatinib Demonstrated Efficacy Across Patient
Subgroups Compared With Placebo (Overall Response)

Treatment benefit favored fostamatinib in FIT-1 and FIT-2

Patient Subgroup Difference (95% Cl)
All patients (N = 150) e 28.29  (14.54,42.04)
Baseline platelet count |
=15x10°/L (n = 82) L —e—i 35.85  (16.40, 55.29)
<15x10%L (n = 68) —e— 20.26  (2.14, 38.39)
Prior splenectomy :
Yes (n = 53) —_— —e— 13.62  (-8.81, 36.06)
No (n = 97) | —e— 3592 (18.85,52.99)
Prior rituximab
Yes (n = 48) —_— 21.01  (-3.36, 45.38)
No (n =102) e 31.98  (15.34,48.62)
Prior TPO-RA
Yes (n=71) | —— 22,78  (4.03, 41.54)
, No (n =79) . —e— 3242 (12.50, 52.35)
ge !
<65 years (n = 111) e 30.68  (15.02, 46.33)
265 years (n = 39) —_— 2110 (-7.99, 50.20)
Sex :
Male (n = 59) | —e— 26.97  (6.59, 47.36)
Female (n = 91) | —e— 29.23  (10.95, 47.52)
Duration of ITP at baseline
<8 years (n=73) L —e— 34.0 (13.84, 54.16)
28 years (n =77) L L —e— 2%.35 (4.86, 41.84)

|
Favors placebo  -100 -75 -50 -26 0 25 50 75 100 Favors fostamatinib

A

TPO-RA, thrombopoietin receptor agonist.
Bussel J et al. Am J Hematol. 2018;93(7):921-930.



Most Common Adverse Drug Reactions in FIT-1 and FIT-2

Adverse reactions
associated with Incidence Comments
fostamatinib

Hypertension Fostamatinib group, 27.5% * Most reactions were mild or moderate in severity
Placebo group, 12.5% » Dose modification (reduction or interruption) was required for 4 patients receiving
’ o ' ' o - - : ' - 1 patient
Severe adverse reactions observed in 2% of patients receiving fostamatinib were
ALT incre .
— Dyspnea and hypertension yatient
AST incre
Noninfectic - Sayere adverse reactions observed in 1% of patients receiving fostamatinib were . drug
— Neutropenia, arthralgia, chest pain, diarrhea, dizziness, nephrolithiasis, pain in
e — extremity, toothache, syncope, hypoxia fpa—

*"DOSE moarrcaton was required 1or 3 patients; Stuay arug was arscontunuea 1 patient

Infections Fostamatinib group, 30% * Respiratory tract infections accounted for 60% of the events in the fostamatinib group
Placebo group, 20% and 40% in the placebo group
* No systemic opportunistic infections were reported with fostamatinib
« Study drug was discontinued in 1 patient receiving fostamatinib

ALT, alanine aminotransferase; AST, aspartate aminotransferase.
Tavlesse Prescribing Information. Rigel Pharmaceuticals B.V.



The FIT Phase 3 Program Evaluated Efficacy, Safety, and
Durability of Response?

Two Identically Designed StudiesP

FIT-1 and FIT-21 FIT-32

Phase 3, double-blind, placebo-controlled (short-term, 24-week) studies Open-label extension (long-term) study

150 Fostamatinib (N=123)
pat|ents (Median duration of response)
randomized - Interim analysis@1: >2.3 years (28 months)
2-1¢ - Long-term analysis®2: up to 5 years

v v Patients who had platelets <50 x 10°/L, regardless of treatment

group, after 12 weeks or patients who completed 24 weeks of
treatment were eligible to enter FIT-312

- Concomitant treatment: Glucocorticoids (<20 mg prednisone), azathioprine or danazol

- Rescue medication: IVIG (up to 1 g/ kg for 1 to 3 days), anti-D (up to 50-75 pg / kg for 1 to 2 days), or corticosteroids (intravenous methylprednisolone (up to 1
g/ day for 1 to 3 days) or oral dexamethasone (up to 40 mg / day for 1 to 2 days) or oral prednisone (up to 1 mg / kg / day for 1 to 3 days). Platelet transfusion.

aDuration of response analysis endpoint: The number of days from achieving a platelet count 250 x 109/L to reaching a platelet count <30 x 10%L at 2 consecutive visits.
Patients were classified as losing response if platelet counts dropped below 30 x 109/L for 2 consecutive visits 28 days apart or if rescue medication was used.?

b Differed in participating centers and recruitment time frame only.

¢ Each study had a similar number of patients randomized to each group: FIT-1, fostamatinib, n=51 and placebo, n=25; FIT-2, fostamatinib, n=50 and placebo, n=24.
dInterim analysis, April 2017.2 eLong-term analysis, Dec 20193

1. Bussel J et al. Am J Hematol. 2018;93(7):921-930. 2. Bussel JB et al. Am J Hematol. 2019;94(5):546-553; 3. Cooper et al Ther Adv Hematol. 2021 Apr 30;12:20406207211010875. doi: 10.1177/20406207211010875. eCollection 2021



In an Interim Analysis of FIT-3, Fostamatinib Provided a Durable
Benefit Beyond 2 Years?

Duration of Response to Fostamatinib (Overall Responders in FIT-1 + FIT-2 + FIT-3)P

100

80 - | Censored with last platelet count measurement date
9 = e 44% of patients (64/146)
E; 60 - H H—t—t} in the OLE (Open-label
§ — | Q extension study) had an
Ug)_ 40 - overall response
)
o

20 -

Used with permission:
1 1 1 1 1 | | | | | | 1 I I 1 | 1 | | | I Bussel J et al. Am J Hematol. 2019.

| I | | | I | |
01 2 3 4 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28

o Duration of first response (months)
Fostamatinib responders

n=64 56 50 45 41 39 37 34 33 31 31 29 27 26 24 23 21 17 15 13 11 10 7 4 4 3 3 2 1

OLE, open-label extension.

aFostamatinib median duration of response not met at interim analysis; median >28 months. Interim analysis, April 2017.

b Duration of response: the number of days from achieving a platelet count 250 x109/L to reaching a platelet count <30 x109/L at 2 consecutive visits. Patients were classified as losing response if platelet counts dropped
below 30 x10%/L for 2 consecutive visits 28 days apart or if rescue medication was used. Patients who discontinued prior to meeting the criteria for response loss were censored on the last platelet count measurement date.
Bussel JB et al. Am J Hematol. 2019;94(5):546-553.



Fostamatinib Demonstrated Efficacy Across Patient
Subgroups Compared With Placebo (Overall Response)

Treatment benefit favored fostamatinib in FIT-1, FIT-2 and FIT-3

Patient Subgroup N Difference (95%Cl)
All Patients ‘ - 150  16.83 (9.53, 24.13)
Baseline Platelet Count<15,000/uL }—’—{ 68 10.64 (1.82, 19.45)
Baseline Platelet Count>=15,000/uL - ‘ | 82 2222 (11.13, 33.31)

Patient<65 years R 3 111 17.81  (9.03, 26.58)
Patient>=65 years | & 39 1429  (1.32, 27.25)
Male Patients | & 59  17.50  (5.72, 29.28)
Female Patients -0 - 91 16.39 (7.10, 25.68)
Splenectomy — & — 53 17.65  (4.83, 30.46)
No Splenectomy —0— 97 16.42 (7.65, 25.29)
Previous TPO Medication o 71 13.04  (3.31, 22.78)
No Previous TPO Medication —— 79  20.00  (9.43, 30.57)
Previous Rituximab }—0—| 48 8.82 {-0.71, 18.36)
No Previous Rituximab — 102 20.90  (11.16, 30.63)
Duration of ITP (years)>=3 = = 111 18.42 (9.71, 27.14)
Duration of ITP (years)< 3 & | 39 12.00 (-0.74, 24.74)

Favors Placebo Favors Fostamatinib

[ 1
-100 -75 -50 -25 0 25 50 75 100

Difference

Data on file, Rigel Pharmaceuticals, Inc.



Lan_term an alvsis (5 years) Platelet count over time in patients with an early response

200.000 - . Early response (50.000 by week 12) (n=64)
=== Clinical Benefit (>30.000) (n=37)
=== | Limited/No Benefit (<30.000) (n=44)

150.000

100.000
70% of patients achieved a
t least one platelet count

54% of patients achieved

at least one platelet count

Mediana del recuento de plaquetas (/pL)

>501000/U|— >30,000/|JL
50.000
30.000
44% of patients exceeded 63% of patients achieved
a platelet count of 0 a platelet count
501000/“'— by Week 12 0 81216 24 32 40 48 56 64 72 80 88 96 104 112 120 128 136 144 152 160 168 176 184 192 200 208 216 224 >30,000/UL at Week 12

Semanas de tratamiento con fostamatinib
n=53635954514343453837403435 342732333431322634 25242820 1614201226 31 31 27 29 28 21 23 22 18 21 12 11 12
n=30323330282824201012129 131314141314141410 11106 76 776 610 11 12 1 11 10 10 7 7 7 5 3 3 2
n=3333232923181814 8 53312 122111111 1 1 11 1

Shaded areas represent the 25th to 75" percentiles. Platelet counts affected by rescue therapy are not included. The number of patients contributing
data at each time point is shown below the graph. Data points with <5 patients are shown by a dotted line.

The median platelet count of on-study patients increased over time and remained 50,000-150,000/uL for the duration of treatment

Cooper et al Ther Adv Hematol. 2021 Apr 30;12:20406207211010875. doi: 10.1177/20406207211010875.

*The data cutoff date was December 2019



Long-term analysis FIT1, FIT2 and FIT3 (5 years”)

 Serious AEs include thrombocytopenia (two patients), sepsis (one patient), transaminases increased
(one patient), and other events in one patient each

 AEs were reported in 89% of patients, of which 69% were mild to moderate. The most common
AEs were diarrhea, hypertension, nausea, and epistaxis; 10% had elevated alanine aminotransferase
(ALT)

« The rate of AEs did not proportionally increase with the increased duration of fostamatinib
treatment during the extension trial (up to 62 months of treatment and 229 patient-years). No novel
toxicities developed during long-term treatment with fostamatinib

« Most bleeding AEs were mild, with epistaxis, petechiae and contusion and were generally related to
the platelet count

 Rescue therapy was administered to 61 (41.8%) patients.

*The data cutoff date was December 2019
Cooper et al Ther Adv Hematol. 2021 Apr 30;12:20406207211010875. doi: 10.1177/20406207211010875.



Long-term analysis (5 years)- Safety (thromboembolic events)

SYK inhibition with fostamatinib may decrease the risk of thromboembolic events (TEE) in ITP patients

Aim: Review the incidence of TEEs in FIT1,FIT2 and FIT3

Methods: Search for TEESs in clinical trials

<

In registration/extension ITP trials of fostamatinib
(FIT1, FIT2 y FIT3 studies)

N=146 ITP pati
patient-years t

5

In registration/extension trials of TPO-RAs

R s been observed in TPO-RA studies
multiple risk factors (median 2; range 0-7)

 In fostamatinib phase 3 placebo-controlled and extension studies (FIT1,FIT2 and
FIT3), 1 (0.7%) patient had a TEE (transient ischemic attack in a patient with pre-
existing atherosclerosis, which resolved spontaneously)

» The incidence of TEEs for TPO-RA studies was 0% to 9.4% in studies up to 7
months in duration and from 2.6% to 8.9% in studies of 2—8 years’ duration

Cooper et al Ther Adv Hematol. 2021 Apr 30;12:20406207211010875. doi: 10.1177/20406207211010875.

SYK inhibition with fostamatinib, despite increasing the platelet
counts, may decrease the risk of TEEs in ITP patients relative to what has

No. of patients
Study reference
patients

TPO-RA Bussel
2009 Lancet. Phase 0/76
3 PC study

TPO-RA Bussel
2009 Blood. Phase
Jsingle arm
extension study

42

TPO-RA Cheng
2011 Lancet. Phase 3 M358

PU-RA Janssens
2016 Ann Hem.Phase 15/169
4 open-label study

TPO-RA Jurczak

2018 Br J Haematol.

Phase 3 447
PC and extension

studies

TPO-RA Kuter 2008
Lancet. Phase 3 PC 2/83 (phase 3 PC)
study and Kuter and

2013 BrJ Hem 19/291(extension)

Extension study

TPO-RA Kuter 2008

Lancet. Phase 3 PC

study and Kuter 2013 19/302
BrJ Hem

Extension study

with events/ No. of

Incidence
Rate

0%

4.9%

2%

2.4% (phase 3
PC) and 4%
(extension)

9%

85%

2.4% (phase 3
PC)

and 6.5%
(extension)

6%

No. of
Events

2 (phase 3
PC)and
8

(extension)

21

2 (phase 3
PC)and
25
(extension

24

Type of TEE

None

Myocardial infarction,
portal vein thrombosis,
deep vein thrombosis
(DVT),coronary artery
occlusion transverse
sinus thrombosis,
septic
thrombaophlebitis,
transient ischemic
attack

Pulmonary
embolism, DVT,
thrombophlebitis

Myocardial infarction,
Pulmonary embolism,
venous thrombosis,
coronary artery
occlusion, cerebral
ischemic attack

DVT, pulmonary
embolism,thrombosis,
thrombophlebitis, cereb
rovascular accident

DVT.asymptomatic
Pulmonary embalism
and a cerebrovascular
event

Popliteal artery
thrombaosis and
cerebrovascular
incident.

Myacardial infarctions,
neurological events
and venous TEE
events

Pulmonary embaolism,
DVT, myocardial
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Fostamatinib is an effective second-line therapy in patients
with immune thrombocytopenia

Ralph Boccia,' Nichola Cooper,”
Waleed Ghanima,™*
Michael A Boxer,” Quentin A. Hill,* @ Fostamatinib demonstrated effic

Abstract

in phase 3 trials of adults with immune throm-

Michelle Sholzberg,” (3 bocytopenia (ITP). Post hoc an: compared patients who received fostamatinib
Michael D. Tarantino,” as second-line therapy (after steroids = immunoglobulins) versus third-or-later-line
Leslie K. Todd,” (%) Sandra Tong,’ therapy (after =2 prior lines of therapy including a second-line agent). Platelet

James B. Bussel'” (%) and FIT Clinical
Trial Investigators

es 250 000/ul were observed in 25/32 (78%) second-line and 54/113 (48%)

er-line patients. Bleeding events were less frequent in second-line (28%)

!Centre for Cancer and Blood Disorders, versus third-or-later-line (45%) patients. Responses once achieved tended to be dur-
Bethesda, MD, USA, “Imperial College able in both groups. The safety profile was similar in both groups. In this post hoc
Healthcare NHS Trust, Hammersmith analysis, fostamatinib was more effective as second-line than third-or-later-line ther-
Hospital, London, UK, *Department of apy for ITP.

Research, Ostfold Hospital Trust,
Sarpsborg, *Department of Hematology,
Institute of Clinical Medicine, University of
Oslo, Oslo, Norway, *Arizona Oncology
Associates, Tucson, AZ, USA, “Department

of Haematology, St. James University Post hoc analysis compared

Hospital, Leeds, UK, 7St. Michael’s

Hospital, Toronto, ON, Canada, *The patlents WhO recelved

Bleeding and Clotting Disorders Institute,

University of Illinois College of Medicire- fostamatinib as second-line

Peoria, Peoria, IL, °Rigel Pharmaceuticals,

Inc, South San Francisco, CA, and t h e r ap v (afte r Ste rO |d S y

"“Department of Pediatrics, Weill Cornell

Medicine, New York, NY, USA immunoglobulins) versus third-
Sc'\;:i‘\:j“;;\pﬁl 2020; accepted for publication OI’-| ate r_lin e th e rapy (after 22
poe b st et arjgr |lines of therapy including a

of Pediatrics, Division of Hematology, Weill

5 East d_ i )
68th Street, P695, New York, NY 10065, USA. secon Ilne agent
E-mail: jbussel@med.cornell.edu

Keywords: autoimmune, platelet, spleen tyrosine kinase, SYK, idiopathic
thrombocytopenic purpura.

Correspondenc

Medical College of Cornell University,

Immune thrombocytopenia (ITP) is an autoantibody-medi- spleen tyrosine kinase (SYK) inhibitor fostamatinib and
ated, heterogeneous disorder characterized by decreased pla- thrombopoietic receptor agonists (TPO-RA): eltrombopag,
telet counts and increased risk of bleeding."? The goals of bopag, and iplostim.*>®  Anti-CD20 antibody
ITP treatment are to increase platelet counts to haemostatic (rituximab) and splenectomy are also widely used options,
levels to reduce and prevent bleeding. The American Soci- as are immunosuppressants and alternative medicines.>”*
ety of Hematology 2019 Guidelines and Updated Interna- There is very limited evidence to guide sequencing of treat-
tional Consensus Report for management of [TP ments since only single-arm or placebo-controlled trials
recommend a minimum platelet count of 20 000-30 000/ul exist.2>0 !

but to individualize treatment.'™ Initial treatment is gener- Fostamatinib demonstrated efficacy in 8/16 patients in a
ally with corticosteroids with intravenous immunoglobulin phase 2 study."? In two phase 3, randomized, double-blind,
if needed."* Approved second-line treatments include the placebo-controlled trials in heavily pretreated patients
© 2020 The Authors. British Journal of Haematology published by British Society for Haematology doi: 10.1111/bjh.16959

and John Wiley & Sons Ltd
This is an open access article under the terms of the Creative Commons Attribution-NonCommercial-NoDerivs License, which permits use and
distribution in any medium, provided the original work is properly cited, the use is non-commercial and no modifications or adaptations are made.
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Boccia et al 2020 Sep;190(6):933-938. doi: 10.1111/bjh.16959. Epub 2020 Jul 23

Table 1. Baseline demographics and disease characteristics in
patients who received fostamatinib as second-line therapy and in

patients who received =3 lines of therapy.

Baseline characteristics

Fostamatinib as
second-line

therapy (n = 32)

Fostamatinib as
third-or-later-line
therapy (n = 113)

Age, median (range)
in years
Sex, n (%)
Female
Male
Time since ITP diagnosis,
median (range) in years
Type of ITP, n (%)
Persistent
(3—12 months’
duration)
Chronic (=12 months’
duration)
Baseline platelet count,
median (range)®

50 (20-88)

19 (59)
13 (41)
2-6 (0-3-50-2)

5 (16)

27 (84)

21 500/ul
(1000—34 000/ul)

Prior ITP medications, n (%)

Corticosteroids
Immunoglobulins
TPO-RA agonists
Rituximab
Splenectomy

31 (97)
9 (28)
0

0

0

54 (20-87)

68 (60)
45 (40)
9.7 (0-6-53-0)

5(4)

108 (96)

15 000/ul
(1000-156 000/ul)

106 (94)
68 (60)
68 (60)
47 (42)
51 (45)




Response Rate and Durability of Response

The use of fostamatinib as a second-line treatment for ITP is more effective than when it is used in

the third line or later

(A) Response of: =50.000/u |l >30,000/u1 M (B) Durability of Response of: >50,000/u! Il >30,000/u1 W
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Line of Therapy in Which Fostamatinib Was Given

Response rates to platelet counts = 50,000/ul were observed more frequently when
fostamatinib was used as second-line therapy for ITP (78% of patients responded)
compared to later lines of therapy, with 64%, 52%, and 36% of patients achieving a
response on third-, fourth-, and fifth-line therapy, respectively.

Boccia et al 2020 Sep;190(6):933-938. doi: 10.1111/bjh.16959. Epub 2020 Jul 23

Line of Therapy in Which Fostamatinib Was Given

Fig 1. Response rate and durability of response in patients receiving
fostamatinib as second-line, third-line, fourth-line, or fifth-line therapy.
(A) Response, defined as >1 platelet count 250 000/pl (dark blue) or
230 000/pul (light blue) at any visit (not within 4 weeks of rescue
therapy). (B)  Durability of response: median percent of treatment
days that patients maintained a response of 250 000/ul (dark blue)

or 230 000/ul (light blue), with loss of response at the first of two

platelet counts <30 000/ul or <20 000/pl, respectively, at least four

weeks apart or use of rescue therapy. Thirty patients who received

fostamatinib as sixth-line to tenth-line therapy are not shown.

Response was maintained between 81% an
95% of treatment days in any subgroup,
irrespective to treatment line or response

definition.
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Fostamatinib for the treatment of Japanese patients with primary
immune thrombocytopenia: A phase 3, placebo-controlled,
double-blind, parallel-group study
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TABLE 2 Other secondary efficacy endpoints
: Fostamatinib Placebo Difference
WVariables (n=22) (r2 = 12) (26) (952 CI)
Platelet count =50 000/ul, # (%)
Week 12 6 (27) 0 (0 27 (-2—50)
Week 24 8 (36) 0 (0) 36 (3-59)
Platelet count =30 000/l with change from baseline =20 000/pl, n (26)*
Week 12 3 (30) 0 (0) 30 (-21-65)
Week 24 3 (30) 0 (0) 30 (-21—65)

Abbreviation: CI, confidence interval.
“Patients with baseline platelet count of less than 15000/ul (fostamatinib, » = 10;
placebo, 17 = 5).
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TABLE 4 Adverse events (AEs) observed in 5% or more of the fostamatinib group
Fostamatinib (n = 22) Placebo (n=12)
Severity of AEs Mild Moderate Severe Overall Mild Moderate Severe Overall
Any AEs 14 (64) 5(23) 1(5) 20 (91) 7 (58) 1(8) 0(0) 8 (67)
Diarrhoea 6 (27) 2(9) 1(5) 9 (41) 0(0) 0(0) 0(0) 0(0)
Hypertension 7 (32) 0 (0) 0 (0) 7 (32) 1(8) 0 (0) 0(0) 1(8)
Neutrophil count 3 (14) 0 (0) 0(0) 3(14) 0(0) 0(0) 0(0) 0(0)
decreased
Epistaxis 1(5) 1(5) 0 (0) 2 (9) 0(0) 0 (0) 0(0) 0(0)
Abdominal discomfort 2(9) 0 (0) 0 (0) 2(9) 0(0) 0 (0) 0(0) 0(0)
Constipation 2(9) 0 (0) 0(0) 2(9) 0(0) 0(0) 0(0) 0(0)
Hepatic function 1(5) 1(5) 0(0) 2(9) 0(0) 0(0) 0(0) 0(0)
abnormal
Eczema 2(9) 0(0) 0(0) 2(9) 0(0) 0(0) 0(0) 0(0)
Pruritus 2(9) 0(0) 0(0) 2(9) 0(0) 0(0) 0(0) 0(0)

Note: Values are given as n (%). Patients who developed more than one event in the same category were included in the event with the worst severity. Adverse events were

coded to preferred terms in the Medical Dictionary for Regulatory Activities version 23.0.
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Observational studies using fostamatinib

Italian observational Study (ongoing)

“Real world evaluation among Italian centers of the activity and safety of fostamatinib in adult patients with ITP”.
Fondazione GIMEMA,; PI: Prof F. Zaja, (funded by Grifols)

FOSTAMES Study (ongoing)

"Study to analyze the current management of Fostamatinib (Tavlesse®) in adult patients with primary ITP in Spain”
CRIS Foundation /GEPTI centers. PI: Dr. Tomas José Gonzalez Lopez (funded by Grifols)

FOSTASUR Study (ongoing)

"Andalusian experience in the use of fostamatinib in patients with ITP. FOSTASUR study”
Grupo Andaluz de Coagulopatias Congénitas. PI: Dr. Maria Eva Mingot Castellano

QCCA Data analysis study (closed)

Comparative analysis of safety, efficacy and cost between fostamatinib and three TPO-RAs
Quality Care Cancer Alliance (QCCA) of Tacoma WA, Dr. Mehdi Moezi of Jacksonville FL, and Rigel (Yuliya Kreychman and Sean Miller)
(funded by Rigel). Bussel et al. Blood (2022) 140 (Supplement 1): 13143-13144

Forte Study (ongoing)

“Observational Study of Fostamatinib as Second Line Therapy in Adult Patients With Immune Thrombocytopenia (ITP) and Insufficient
Response” NCT04904276 (funded by Rigel). Hughes et al. Blood (2021) 138 (Supplement 1): 4223
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THERAPEUTIC ADVANCES in
Hematology

Use and positioning of fostamatinib in the
management of primary chronic immune

Revien Table 1. Favorable aspects and potential difficulties foreseen by the EP with respect to the introduction of
fostamatinib in clinical practice.
Ther Adv Hematol
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thrombocytopenia: an Italian expert
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Abstract: Fostamatinib, a spleen tyrosine kinase [Syk) inhibitor, represen|
opportunity for patients with immune thrombocytopenia (ITP) in Europe a
the positioning of this drug in patient’s therapeutic sequence is undefined|
recent international guidelines. The conclusions from a consensus meeti
experts, whose task was to outline the profile of the ideal candidate to red
are reported here. A modified Delphi methodology was used to achieve sh
which were reported in a narrative form. In particular, the panelists exam
and weaknesses of the registration studies in terms of clinical outcomes,
of fostamatinib, the drug’s impact on the quality of life of patients with ch
potential benefits of its use in the pandemic era. Although the experience
receptor agonists (TPO-RAs) and the amount of data from real-world stud
preferential use of these drugs as a second-line treatment in most patien
increased thrombotic risk in the clinical trials could make fostamatinib a
in patients with an increased risk of vascular events. An unstable platelet
RAs might also justify a switch to the Syk inhibitor, which is more likely to
count in responders. Fostamatinib may be preferred to immunosuppress
CoV-2 pandemic, in patients at infectious risk, or in case of contraindicati
Finally, the novel mechanism of action makes it an attractive drug in mul

Who may be candidate
The designated candj
according to the pane
with one or more of t

a. Need for a thin
after a TPO r{
line treatment 1
of thrombosis @

the use of TPO

Conclusion

According to the available data and the panel
opinion, fostamatinib seems to offer a widely
acceptable safety and handling profile. PLT
increase and reduction of bleeding risk was
observed 1n roughly 1/3 of subjects, even in chal-
lenging patients such as those exposed to multple
lines of therapy — including splenectomy and
sequential immunosuppressants — and with a long
history of disease. Efficacy may be possibly
improved by exploring combination strategies and
by the most appropriate positioning of the drug in
the therapeutic algorithm. Real-world experiences
will be a valuable resource for acquiring data more
in line with daily practice, thus optimizing out-
comes of fostamatinib-treated patients.
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Summary

« Fostamatinib has been studied in a heavily pre-treated chronic ITP population (with a median of 3 prior treatments) in two phase
3, randomized, double-blind, placebo-controlled studies (FIT-1 and FIT-2) and an ongoing open-label extension study (FIT-3).

« Fostamatinib is an effective orally administered SYK inhibitor that targets immune-mediated platelet destruction?!
Efficacy:

* 18% Stable Response Rate (= 50 x 10%/L on at least 4 of the 6 visits during Weeks 14-24)*

* 43% Overall Response Rate (= 50 x 10%/L on at least 1 visit during Weeks 1-12)*

« Lower incidence of bleeding episodes and use of rescue medication in overall responders compared to placebo

* Platelet counts > 50,000/pL achieved in 54% of patients with no new toxicities observed over the 5 years of follow-up.

* The use of fostamatinib as a second-line treatment for ITP is more effective than when it is used in the third line or later
Safety:

« The most common adverse reactions reported are diarrhea, hypertension, nausea, dizziness, and ALT/AST elevations.
» Serious adverse reactions included febrile neutropenia, diarrhea, and hypertensive crisis

» SYK inhibition with fostamatinib may decrease the risk of thromboembolic events (TEE) in ITP patients.

HRQOL, health-related quality of life; IV anti-D, intravenous anti-D immunoglobulin; IVIG, intravenous immunoglobulin; SYK, spleen tyrosine kinase; TPO-RA, thrombopoietin receptor agonist.
1. Cooper N and Ghanima W. N Engl J Med. 2019;381(10):945-955. 2. Provan D et al. Blood Adv. 2019;3(22):3780-3817. 3. Neunert C et al. Blood Adv. 2019;3(23):3829-3866.
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Fostamatinib: Indicazione approvata

 Fostamatinib e indicato per il trattamento
della trombocitopenia immune (immune
thrombocytopenia, itp) cronica in pazienti
adulti refrattari ad altri trattamenti.

eeeeeeee . Riassunto caratteristiche del prodotto GRI FOLS 27
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