Fostamatinib for the treatment of adult persistent and chronic
Immune thrombocytopenia: Results of two phase 3,
randomized, placebo-controlled trials
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TABLE 1

Patient demographics and baseline characteristics, intent-to-treat population

FIT1 FIT2 Pooled
Placebo Fostamatinib Placebo Fostamatinib Placebo Fostamatinib
(n = 25) (n=51) (n = 24) (n = 50) (n=49) (n= 101)
Age, median (range), 57 (26-77) 57 (20-88) 50 (20-78) 50 (21-82) 53 (20-78) 54 (20-88)
years
Sex, n (%)
Female 17 (68) 30 (59) 13 (54) 31 (62) 30 (561) &1 (60)
MMale 8 (32) 21 (41) 11 (46) 19 (38) 19 (39) 40 (40)
Race, n (%)
White 21 (84) 44 (B6) 24 (100) 50 (100) 45 (92) 94 (93)
Asian 2 (8) 3 (6) (o] [o] 2 () 3 (3
Black/African 2 (8) 2 (4) o] [o] 2 (4 2 (2)
American
Other o] 2 (4) (o] [o] o] 2 (2)
Region, n (%)
Morth America 8 (32) 17 (33) (0] (o] 8 (16) 17 (17)
Europe 13 (52) 25 (49) 24 (100) 50 (100) 37 (¥6) 75 (74)
Australia 4 (16) 2 (18) (o] [o] <4 (8) (N
ITP Classification, n (26)
Persistent 3 (12) 3 (&) 1 (4) 3 (&) 4 (8) & (&)
Chronic 22 (88) 48 (94) 23 (96) 47 (94) 45 (92) 95 (94)
Duration of ITP, 5.5 (0.4-45.0) 7.5 (0.6-53.0) 10.8 {0.9—2?.1; ‘E_.’..S {0.3-50.2) 7.8 (0.4-45) 8.7 (0.3-53)
medan wrangel,
years
Duration of ITP =3 17 (68) 38 (75) 18 (75) 38 (76) 35 (71) 76 (75)
years, n (35)
Prior unique 5.0 (1-10) 3.0 (1-9) 3.0 (1-10) 3.0 (1-13) 3.0 (1-10) 3.0(1-13)
treatments for ITP,
median (range)
Prior treatments, n
(%)
Corticosteroids 25 (100) 46 (90) 22 (92) 48 (96) 47 (96) 24 (93)
IVlg or IV Anti-D 17 (68) 33 (65) 10 (42) 19 (38) 27 (55) 52 (51)
Thrombopoietic 15 (60) 27 (53) 10 (42) 20 (40) 25 (51) 47 (47)
agents
Immunosu ppres- 12 (48) 22 (43) 10 (42) 22 (44) 22 (45) 44 (44)
sants
Splenectomy 10 (40) 20 (39) I (38) 14 (28) 19 (39) 34 (34)
Rituximab 11 (44) 26 (51) 3(13) 8 (16) 14 (29 34 (34)
Danazol 4 (16) 7 14) 5 (21) 13 (26) 2 (18) 20 (20)
Chemotherapy 2 (8) 4 (8) 4 (17) 5 (10) & (12) (N
Other (Dapsone) 3(12) 10 (20) o] [o] 3 (5) 10 (10)
Baseline platelet 15 844 16 202 23958 15 900 19 818 16 052

count, mean, SulL
(range)

Baseline Platelet
count of <15 000
FuL, n (%)

(1000-48 000)

13 (52)

(1000-51 000)

26 (51)

(1000-156 000)

15 (63)

(1000-33 000)

28 (57)

(1000-154 000)

28 (57)

(1000-51 000)

54 (54)
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The primary efficacy endpoint was a stable response by week 24

(defined as platelet counts >>50 000/pL on at least 4 of the & clinic vis-

its occurring every 2 weeks during weeks 14-24 inclusive); patients
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Post hoc assessments included overall response, which was defined as

a platelet count =50 000/puL within the first 12 weeks without rescue
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Allpatents (N=150) —— 282 (1434 4204)
Baselne platelet count
215,000/l (h =82) —— 3$H8 (1640, 55.29)
<15,000/uL (n =68) & 02 (2143839
Prior spleneciomy
Yes(n =53) o s — 1362 (8381, 36.05)
No{n=97) ] 3H92 (1885 52.99)
Prior ntuximab
Yes (n=48) e 2101 (3.3, 45.38)
No(n =102) —— 318 (1534, 4862
Pror TPO-RA
Yes(n=T1) —— 278 (403 41.54)
Nofn =79) —— 3242 (1250, 52.35)
Age
<05 years (n = 111) —_ 068 (15.02, 46.33)
205 years (n= 39) —_—_— 2010 (1.9, 50.20)
Sex
Make (n = 59) _— %97 (659, 47.3%)
Femae (n =91) —_— 823 (1095, 47.52
Duraton of [TP & basefine
Byear(n=73) (S Y| M0 (1384, M.16)
=8 years (n= TT) —— 233 (48, 41.8)
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TABLE 2 Most commonly reported treatment-emergent AEs occurring in >=5% of patients on fostamatinib (and at a higher rate than placebo)
categorized by severity in the pooled analysis

Adverse reaction Fostamatinib (N = 102) Placebo (N = 48)
Mild % Moderate % Severe % Total % Mild % Moderate % Severe % Total %

Any AE 32 35 16 83 42 19 15 /3
Diarrhea® 21 10 1 31 13 2 0 15
H‘fpertensicrnh 17 9 2 28 10 0 2 13
MNausea 16 3 0 19 8 0 0 8
Dizziness 8 2 1 11 6 2 0 8
ALT increased 5 ) 0 11 0 0 0 0
AST increased 5 4 0 9 0 0 0 0
Respiratory infection® 7 4 0 11 6 0 0 6
Rash® 8 1 0 9 2 0 0 2
Abdominal pain® 5 1 0 b 2 0 0 2
Fatigue 4 2 0 6 O 2 0 2
Chest pain 2 3 1 6 2 0 0 2
Neutropenia’ 3 2 1 6 0 0 0 0



Therapy Response Time to Toxicity Duration of Response
Rate Response
Splenectomy Overall: 80% 1- 24 days « Surgical complications Approximately 2/3 of patients will
stable: 66% Infection (2-3 times require no further therapy
baseline risk)
e Thrombosis (~ 2 times
baseline risk)
Rituximab Overall: 60% 1 -8 weeks * Hypersensitivity reactions | 20-25% sustained at 5 years,
stable: 409 ¢ Immune suppression although patients may be retreated
« Hepatitis B reactivation
Thrombopoietin | Overall: >80% | 2 - 3 weeks  Rebound Continuous as long as drug is
mimetics (e.g. | Stable: 40-50% thrombocytopenia administered
romiplostim, Thrombosis
eltrombopag) Hepatotoxicity In patients who have an initial
(eltrombopag) respanse, >90% of patients
« Increased marrow reticulin | Maintain that response at 5 years
deposition (1.8 - 7%)
Syk inhibitor Overall: 43% 2 - 8 weeks + Diarrhea, nausea Unknown, but assumed to be
(fostamatinib) | Stable: 18% * Hypertension continuous as long as drug is
Neutrﬂpenia administered
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