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Adult ITP

Potential third-line
Second-line treatments (inadequate
treatment research to support evidence-
based recommendations)

First-line treatment

- Corticosteroids * TPO-RAs « Azathioprine

- Prednisone - Eltrombopag « Cyclophosphamide

I\—/lDGexamethasone - Romiplostim - Cyclosporine A

- If corticosteroids are * Rituximab  Danazol
contraindicated  Splenectomy - Dapsone
* |V anti-D * MMF

- If cortlpos_temlds are * Vinca alkaloids
contraindicated

ASH, American Society of Hematology; IV anti-D, intravenous anti-D immunoglobulin; IVIG, intravenous immunoglobulin; MMF, mycophenolate mofetil; TPO-RA, thrombopoietin receptor
agonist.
Neunert C et al. Blood Adv. 2019;3(23):3829-3866.



Why Fostamatinib and Avatrombopag were not included
In the ASH Guidelines?

Introduction

Aim of these guidelines and specific objectives

The purpose of these guidelines is to provide evidence-based
recommendations for the management of adults and children with
ITP. The primary goals of these guidelines are to review, critically
appraise, and implement evidence-based recommendations that
describe the impact of treatments, platelet count response, adverse
events, and patient-reported outcomes. These guidelines speacifi-
cally focus on the management of adults and children with ITP and
non-life-threatening bleeding. Recommendations 1 to 5 address
adults with newly diagnosed ITP whereas 6 to 9 relate to second-
line therapies. Recommendations 10 to 21 concem pediatric
patients (10-18 newly diagnosed, 19-21 second-line therapy). They

emergency management of ITP, pregnancy, or
%ﬁw |

2019 ASH Guideline includes only treatments on the market, which are available for treating patients

Fostamatinib was approved by FDA on April, 2018
Avatrombopag was approved by FDA on June, 2019

Neunert C et al. Blood Advances. 2019; 3 (23), 3829-3866
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Singh A et al, J Clin Med 2021



Duration and Type of Corticosteroids

* Should adults with newly diagnosed ITP be treated with prednisone (2 to
0.5 mg/kg/day) or dexamethasone (40 mg/day for 4 days) as the type of
corticosteroids for initial therapy?

* Recommendation 4. In adults with newly diagnosed ITP, the ASH guideline
panel suggests either prednisone (0.5 to 2.0 mg/kg/day) or

dexamethasone (40 mg/day for 4 days) as the type of corticosteroid for
initial therapy

* Conditional recommendation based on very low certainty in the evidence

-

Guidelines SIE

suggest no more than 3 DEX cycles with
intervals of 14 d

(good clinical practice point)

(=

Duration and Type of Corticosteroids

Guidelines SIE
suggest tapering of steroids within 8
weeks =

(good clinical practice point)

Neunert. Blood Advances. 2019;3:3829.

Should a short course (< 6 weeks) or a prolonged course (including

treatment and taper) of prednisone be used for adults with newly
diagnosed ITP?

Recommendation 3. In adults with newly diagnosed ITP, the ASH guideline
panel recommends against a prolonged course (>6 weeks) of prednisone

Strong recommendation based on very low certainty in the evidence



High-dose dexamethasone compared with prednisone for Q)
previously untreated primary immune thrombocytopenia:
a systematic review and meta-analysis

A

High-dose Standard-dose ~ Weight Overal I res p onse at 6 mont h S Risk ratio, M-H,

dexamethasome prednisone random (95% Cl)

or longer after treatment.

Events  Total Events Total
Wei (2015) 38 95 40 97 281% —— 0-97 (0-69-1:37)
Din (2014) 32 61 10 29 20-6% - 1.52 (0-87-2-65)
Mashhadi (2012) 27 30 16 30 27-6% - 169 (1:18-2:41)
Bae (2010) 19 57 27 60 237% —a 074 (0-47-1-18)
Total patients 116 243 93 216 100-0% 1-16 (0-79-1-71)
Heterogeneity t°=0-11, x’=10-16, df=3 (p=0-02); ’=70%

. 7-0- -0. M T T T ]
Test for overall effect: Z=0-77 (p=0-44) 001 o 10 100 1000
Favours prednisone Favours dexamethasone

B

High-dose Standard-dose ~ Weight Overa” response W|th | n 14 Risk ratio, M-H,

dexamethasome prednisone random (95% Cl)

days of treatment.

Events  Total Events Total
Wei (2015) 78 95 67 97 30-8% [z _od 1-19 (1-01-1-40)
Din (2014) 26 65 8 29 7:3% —— 145 (0-75-2-81)
Mashhadi (2012) 30 30 24 30 28-9% i 124 (1-03-1-50)
Bae (2010) 37 51 39 51 25-8% - 0-95 (0 76-1-19)
Praituan (2009) 16 18 6 18 71% —_— 267 (1-36-5-23)
Total patients 187 259 144 225  100-0% @ 122 (1:00-1-49)
Heterogeneity T°=0-03, x’=10-18, df=4 (p=0-04); ’=61%

Test for overall effect: Z=1-98 (p=0-05) .! T T 1

0-05 020 1.0 50 20-0
Favours prednisone Favours dexamethasone

Mithoowani S. et al, Lancet Haematol 2016



Application Route and

Agent Advantages Disadvantages and Complications
Dosage
Second-line
Therapies
Immunomodulators
High relapse rate
Intravenous or : .1 : . . .
_ 5 Response rate 60% at 6 Contraindicated by patients with evidence
375 mg/m* per week for 4 . S C .
o - months of an active or previous HBV infection
Rituximab weeks R . . . .
5 . No need for chronic Increased tendency to minor infections;
100 mg/m= per week for 4 L e
7 weeks treatment progressive multifocal
o leukoencephalopathy
. Diarrhoea, hypertension and nausea
Fostamatinib Oral Response rate 43% within Monthly fo]l?)tv up for hypertension
o 100-150 mg twice daily 12 weeks after treatment Y otow up yperiension,
- ’ hepatotoxicity and neutropenia.
Durable remission rate 60 - . L .
to 70% Surgical complications, thromboembolic
Splenectomy Open or laparoscopic surgery o . events, infection with encapsulated
/ 2T No need for chronic A .
bacteria, Sepsis
treatment

Singh A et al, J Clin Med 2021



of 10 years

Splenectomy as a curative treatment for immune _th_romboci'topenia:
a retrospective analysis of 233 patients with a minimum fo

low-up

Nicola Vianelli,** Francesca Palandri,** Nicola Polverelli,* Roberto Stasi,? Joel Joelsson,® Eva Johansson,?
Marco Ruggeri,* Francesco Zaja,® Silvia Cantoni,® Angelo Emanuele Catucci,? Anna Candoni,® Enrica Morra,®

Magnus Bjérkholm,* Michele Baccarani,* and Francesco Rodeghiero*

Median f-up from splenectomy 20 yrs

(10-43)

100
I
% 80 CR {n. 180) 3%
=
i - Al patisnts (n. 206)
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FTa,
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o 27%
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o

c L] L) L L] 1
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Figure 1. Relapse-free survival (RFS). RFS was 67% (95% Cl: 61.3%-
74.1%) for all responding patients, 73% (95% Cl: 66.2%-79.5%) for
CR patients and 27% (95% Cl: 10%-43%) for R patients (P<0.001).
CR: complete response (PLT>100x10°/L). R: Response (PLT 30-
100x10°%/L).

haematologica | 2013; 98(3)



Second-line treatments: changes over time

Overall, 219 out of 397 (55.2%) treated patients received a second line of therapy:

B 33.8% azathioprine (CsA, EDX, MMF) (N.74)
0 28.8% prednisone/dexamethazone (n.63)
B 18.7% splenectomy (n.41)
0 17.4% rituximab (n.38)
B 1.3% TPO-R agonists (n. 3)
46% 41% Over the decades:

42%

B AZA decreased
(36%-> 19%)

O STEROIDS increased
(18% > 42%)

B SPLENECTOMY
decreased
(46% > 3%)

O RTX.increased

(0> 33%)
1980-89 (n.61 1990-99 (n.53 2000-09 (n.74 2010-15 (n.31

(n-61) (n-53) (n-74) (n-31) B IPO-RA were used
EAZA OPDN/DEX mSplenectomy ORTX BTPO-RA in selected cases

Palandri F. et al. AJH 2016



Rituximab in ITP

[Arnold et al.l systematic review (2007) h
313 patients across 19 studies

ORR2: 62.5%

CR: 46%

Median time to response: 5.5 weeks (range: 2—-18)

S Median duration of response: 10.5 months (range: 3—-20)

J

Auger et al.2 meta-analysis (2012)

19 retrospective or prospective observational studies
ORR?: 57% for 368 non-splenectomized patients
CRP: 41.5% for 346 non-splenectomized patients

a Platelet count > 50 x 109/L. 1. Arnold DM, et al. Ann Intern Med. 2007;146:25-
b Differed between studies (platelet count > 100 x 10%L or > 150 x 33.

109/L). 2. Auger S, et al. Br J Haematol. 2012;158:386-
CR, complete response; ORR, overall response rate. 98.



Long-term efficacy of Rituximab salvage therapy
In adults with ITP

Patients

72

100%

o0 | [ 7%

-

| |

1 1

| W Children (N=116)
| aduits (N=376)

Patel et al. Blood 2012

Patients 32 Patients 248
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Zaja et al. Am J Hematol Khellaf et al Blood
2012 2014



— Placebo

— Rituximab . . . .
Rituximab as second-line treatment for adult immune W
os thrombocytopenia (the RITP trial): a multicentre,
i randomised, double-blind, placebo-controlled trial
ot
i Waleed Ghanima, Abderrahim Khefif, Anders Waage, Marc Miche, Geir E Tjennfjord, Neila Ben Romdhan, Johannes Kahrs, Bernadette Darne,
§ Pal André Holme, on behalf of the RITP study group*
; 04 X Log-rank pe0-1541
1 Lancer 2015; 385: 1653-61
B 15;385: 1653
0
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Long-term outcomes of patients treated with rituximab as second-line treatment for adult immune
thrombocytopenia — Follow-up of the RITP study

Kaplan-Meier Plot
With Number of Subjects at Risk
10 |+ censored
Logrank P = 0-036,
08+
2
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British Journal of Haematology, Volume: 191, Issue: 3, Pages: 460-465, First published: 27 April 2020, DOI: (10.1111/bjh.16672)




Long-term outcomes of patients treated with rituximab as second-line treatment for adult immune
thrombocytopenia — Follow-up of the RITP study
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Long-term safety and efficacy of rituximab in 248 adults with immune thrombocytopenia: Results at 5 years from
the French prospective registry ITP-ritux
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American Journal of Hematology, Volume: 94, Issue: 12, Pages: 1314-1324, First published: 05 September 2019, DOI: (10.1002/ajh.25632)



Percent Continuing Response (%)

Percent Continuing Response (%)

3 x Dexamethasone + Rituximab in ITP

Kaplan Meier Analysis of All Patients Treated
100+
90-]
801

Figure 2

44%
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All Patients: Females vs. Males

100 Figure 3b

1 61%
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104 * Male (n=30)
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Percent Continuing Response (%)

Percent Continuing Response (%)

All Patients:

Duration of ITP <24 months vs. >24 months
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0
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Bussel et al. Haematologica 2014



Application Route and

Advantages

Disadvantages and Complications

Agent Dosage
Second-line
Therapies
Thrombopoietin-
receptor
Agonists
Romiplostim Subcutaneous
plos 1-10 microg/ kg /week
Oral
Eltrombobag 2575 mg/day
Oral
Avatrombopag 20-40 mg/day

Singh A et al, J Clin Med 2021

Response rate 70-80"%
Remission rate 10-30%

Response rate 70-80%
Remission rate 10-30%

Response rate 60%
No dietary restrictions

Cost
Headache, arthralgia, myalgia, dizziness
and insomnia
Thromboembolism and bone
marrow fibrosis
Cost
Dietary restrictions
Gastrointestinal symptoms (nausea,
vomiting, diarrhoea), mild transaminase
elevations and headache
Thromboembolism and bone
marrow fibrosis
Cost
Headache, arthralgia, fatigue
and diarrhoea
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Definition of response:
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A Pateen Count 50,000

Aespaasdrs 1)

Resporders (%)

B Placebo (n=38)
B Eltrombopag (n=74)

=077

p=075

619%

Yes No
TP therapy

N=2sF

611%

Yes No
Splenectomy

ne2is

=15000 »15000
Platelets per ul.

HeidT
+

Median

150 - Eltrombopag

ELTROMBOPAG

Bussel et al, NEJM 2007
Bussel et al, Lancet 2009
Cheng et al, Lancet 2011
Sahle et al, Blood 2013

Definition of response:
Platelet count > 50 x 10e9 /L




Safety and efficacy of long-term treatment with romiplostim in thrombocytopenic patients with chronic ITP

A

Median Platelet Count (10%L)
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James B. Bussel et al, Safety and efficacy of long-term treatment with romiplostim in
thrombocytopenic patients with chronic ITP, Blood, 2009

American Society o Hematology

Helping hematologists conquer blood diseases worldwide

Copyright © 2023 American Society of
Hematology




Safety and efficacy of long-term treatment of chronic/persistent ITP with eltrombopag: final results of the EXTEND study
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Do TPO-RAs further increase risk?

Thrombosis per 100 patient-years

Venous Arterial Overall
Control Western populationt 0.1-0.2 0.70 0.71-0.72
Non-ITP population? 0.42 0.67 1.09
ITP population? 0.66 0.96 (162)
Eltrompopag? Extension @
Romiplostim3 Extensilon
(all studies) (4.2)
TPO-RA, thrombapoietin receptor agonist. 1. Goldhaber Sz, et al. Best Pract Res Clin Haematol. 2012;25:235-42.

2. Sarpatwari A, et al. Haematologica. 2010;95:1167-75.
3. Rodeghiero F. Am J Hematol. 2016;91:39-45.



TPO RA: systematic review and meta-analysis

Summary of the pooled results regarding the efficacy and safety of TPO-RAs in ITP patients

Outcomes

Pooled RR (95% Cl)

Romiplostim vs eltrombopag

TPO-RA regimen

Studies, n

RR (95% Cl)

Platelet response

Durable platelet response

Any bleeding events

Severe bleeding events

Rescue medications

Reduce or discontinue
concurrent ITP therapies

Any AEs

Severe AEs

Thrombotic events

Liver function abnormalities
(eltrombopag)

Cataracts (eltrombopag)

2.77 (2.01-3.82)

7.52 (3.94-14.35)

0.80 (0.67—0.95)

0.52 (0.27-0.99)

0.50 (0.42-0.59)

1.85 (1.13-3.01)

1.01 (0.92-1.10)

AE, adverse event.

0.74 (0.54-1.01)

1.08 (0.40-2.93)
2.13 (0.74-6.17)

0.89 (0.42-1.91)

Romiplostim
Eltrombopag
Romiplostim
Eltrombopag
Romiplostim
Eltrombopag
Romiplostim
Eltrombopag
Romiplostim

Eltrombopag

Romiplostim

Eltrombopag Wang L, et . Sci Reg, 2016:6:39003.

Romiplostim

Eltrombopag

6

w N~ A N O

4

5
6

2.43 (1.40-4.22)
3.01 (2.28-3.99)
8.83 (2.19-35.61)
7.21 (3.25-15.96)
0.93 (0.72-1.21)
0.68 (0.51-0.90)
0.64 (0.31-1.35)
0.27 (0.07-1.00)
0.51 (0.42-0.62)
0.45 (0.27-0.75)

1.05 (0.97-1.12)
1.03 (0.85-1.25)
0.75 (0.28-2.03)
0.95 (0.57-1.60)

Wang L, et al. Sci Rep. 2016;6:39003.



Risk factors for venous and arterial thromboembolism

Ruggeri M, et al. J Thromb Haemost. 2014;12:1266-73
Multicenter, retrospective cohort of 986 ITP patients

The annualized rates for 1,000 patient-years were 11.4, 3.9, and 7.1 for total, venous, and arterial thrombosis, respectively
Venous and arterial thrombosis at 5 years: 1.4 % and 3.2 %

HR (95% Cl)!

Risk factor All events Venous Arterial
events events
Male vs female 0.8 (0.4-1.6) 0.6 (0.2-2.0) 1.1 (0.4-2.5)
Age findividual risk )
< 40 years, n = 322 (33%) 1 1 1 factors
ST IT="203(2970) T OE=00 T (O =02 =" (0" 2=2T"Z) Older age
Number of risk factors present at VaSCL.J|aI' risk factor
diagnosis? Steroids
No risk factors 1 1 1 Sp|enect0my
1 1.6 (0.7-3.9) 1.8(0.5-7.0) 1.6 (0.5-5.0) \. J
2 1.9 (0.7-5.3) 0.8 (0.1-8.8) 2.6 (0.7-8.9)
13.7 (4.5- 11.8 (2.0-
Three or more 41.1) 70.7) 14.9 (3.6-60.6)
o g e 1 e 11 TITES=TTT7Y o e )
Note: administration of high dose-immunoglobulins has been occasionally 8.6
associated with VTE24 )_i iaschiavono C, et al. Haematologica. 1993;78:35-
2. baran D, et al. Blood Coagul Fibrinolysis.
andividual risk factors were: treated diabetes mellitus, treated hypercholesterolemia, treated arterial hypertension, 2005;16:313-8.
smoking, atrial fibrillation, valvular disease, and coronary disease. 3.Tam P-Y, etal. Am J Haematol. 2008;83:323-5.

HR, hazard ratio.



Sustained response off treatment (SROT):
analysis of 3 prospective studies

Newland et al BJH 2016

Lucchini et al BJH 2021

Cooper et al EHA 2022

References UK study ESTIT study TAPER study

Agent Romiplostim Eltrombopag Eltrombopag

Patients 218 y 75 52 101

ITP duration <6 months <12 months any phase of disease

Line of tx 2 L (after steroid) 2 L (after steroid) 2 L (after steroid)
> 9 > %109

sPt:Trf to:;etrti(r::g >50%x10°/L i’:\(ltx 21—(f)o.l/c|i- ?nnccrlea::se and ;821%)8/ (I}or 2
the baseline count months

Definition of PLT =50 x 10%/L for | PLT 230 x 10%/L for 6 >30 x 10%/L until

SROT 6 months months month 12

Duration of tx up to 12 months 6 months median 5.6 mts

SROT

32%

25%

30.5%




Discontinuation of TPO-RASs

A A
No Yes
Y
TPO-RA Adequate treatment | Yes Consider tapering N Symptoms at follow-up
treatment »| response after 6-12 ™ and discontinuation 7| « Clinical: bleeding, quality of
months ¥ life, fatigue, anxiety
Platelets >50,000/ulL at « Laboratory: platelets
>75% of assessments <30,000/pL at =1
in preceding 6 months assessment
No
Y

Cooper N et al, Acta Haematol 2020



ASH- Algorithm for the selection of second-line therapy in adults with ITP

Adult with ITP > 3 mos
Dependent on or unresponsive to corticosteroids

3-12 months =«
v

Primary treatment option

Assess patient values and preferences

¥
Patient places high value on
avoiding long-term medication

[ Rituximab |

\J
Patient places high value on
achieving durable response

TPO-RA

Durable response: platelet count > 30 x 10%/L and at
least doubling of the baseline count at 6 mos.

Neunert. Blood Advances. 2019,3:3829.

Assess duration of ITP

¥
—— >12 months

hd
Primary treatment options: rituximab,
splenectomy, TPO-RA

I Assess patient values and preferences l

v v

Patient places high value on

Patient places high value on
achieving durable response

Patient places a high value
avoiding long-term medication

on aveiding surgery
¥

Treatment options:
rituximab, TPO-RA

Treatment options: Treatment options:

rituximab, splenectomy

splenectomy, TPO-RA

v v ¥ ¥ v
Patient Patient places Patient Patient places Patient places  Patient places
places high high value on places high high value on high valueon  high value on
value on avoiding value on achieving achieving avoiding
avoiding long-term avoiding durable durable long-term
surgery medication surgery response response medication

v v
TPO-RA Splenectomy J Rituximab | Splenectomy TPO-RA Rituximab




TROMBOCITOPENIA IMMUNE DELL’ADULTO

Versione gennaio 2021

Nei pazienti adulti con trombocitopenia immune di durata > 6 mesi. dipendenti o non responsivi ai corticosteroidi,

¢ preferibile il trattamento con splenectomia o Rituximab?

RACCOMANDAZIONE 9

Net pazienti adulti con trombocitopenia immune di durata > 6 mesi, dipendenti o non responsivi ai corticosteroidi,

il panel suggerisce il trattamento con Rituximab piuttosto che la splenectomia (raccomandazione condizionale,

basata su certezza delle evidenze molto bassa)

QUESITO 10

Nei pazienti adulti con trombocitopenia immune di durata > 6 mesi, dipendenti o non responsivi ai corticosteroidi,
¢ preferibile il trattamento con TPO-mimetici o Rituximab?

RACCOMANDAZIONE 10

Nei pazienti adulti con trombocitopenia immune di durata > 6 mesi, dipendenti o non responsivi ai corticosteroidi.

il panel suggerisce il trattamento con TPO-mimetici piuttosto che il Rituximab (raccomandazione condizionale,

basata su certezza delle evidenze molto bassa).



FostamatinibTargets SYK, Inhibiting Downstream Signaling

Platelet coated .Platelet coated
with autoantibodies with autoantibodies I
\ )f'
\ 7 \ 7 [
~\ \
Fcy receptor Fcy receptor
Macrophage Macrophage
cell membrane cell membrane
SYK Fostamatinib SYK
) R406
/ Inhibition of
Intracellular ;
. | intracellular
Q signaling signaling
| X
Platelet Macrophage Platelet Macrophage

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

Week - ~ ~ ~=>Nonresponders allowe}:l_\to enroll_ln FIT-3
O O O O 0 O o B oy O o O o O @,
50 - 4'30 I Fostamatinib (n=101; [FIT-1, n=51; FIT-2 n=50])
%o B Piacebo (n=49; [FIT-1, n=25; FIT-2 n=24])
40 ~
_ P=0.0006
o
= | P=0.0003
30
,tg 18%"°
1) (]
= 20 A
[1+]
o
10
0 !
Overall Response Stable Response
Post hoc analysis Primary efficacy endpoint

(=50 x 10°/L, weeks 1-12) (250 x 10°%/L at 4 of 6 visits, weeks 14-24)
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Thrombotic risk of fostamatinib

Table 1. Baseline patient characteristics and risk factors for
thromboembolic events [TEEs).

Baseline characteristics All patients
N=146

Patients with =1 risk factor for TEE, n [%] 127(87)

Patients with multiple risk factors for TEE, n [%) 85 (58]

Number of TEE risk factors, median (range) 2(0-7)

Age =bbyears, n (%l 37 25)

Body mass index =30 [%] 431(29)

Medical history

Diabetes (%] 15 (10)
Cancert (%) 715)

Cardiovascular disease, excluding hypertension (%) 37125)
Hypertension (%) 51(35)

Prior ITP treatments

Splenectomy (%) 51(35)

aFifteen [10%) males were over age 65years.

bBreast cancer in three, endometrial cancer in two, colorectal cancer, non-
rmelanoma skin cancer in five.

ITP, immune thrombocytopenia.

Despite TEE risk factors in many of the 146
patients treated with fostamatinib for up to 5
years with 229 patient-years total,

only one minor (0.7%) TEE was observed.

TEE risk in TPO-RA:
- 2.7 per 100 pts-yrs eltrombopag
- 3.1-3.9 per 100 pts-yrs romiplosti

Cooper N et al, Ther Adv Hematol 2021



FIT-3 Open-label Extension Study?!?

FIT-1 and FIT-2 (N=150) FIT-3 (N=123)

Initiated TAVLESSE 78% Continued on TAVLESSE
(n=101) — (n=79)
» 000
Initiated p'(ac_e4"’9‘; 90% Converted to TAVLESSE
" — (n=44)

Primary endpoint in FIT-3: Stable Response
» Platelet count =250 x 109/ L in at least 2 of the last 3 monthly visits

Patient evaluation:
* Monthly for 18 months and then bimonthly for to 5 years

TAVLESSE Dosing in FIT-3:
» 100 mg BID or 150 mg BID based on platelet response and tolerability

1 Bussel JB et al. Am J Hematol. 2019;94(5):546-553.
2. Tavlesse Prescribing Information. Rigel Pharmaceuticals B.V.



Interim analysis of Open-label Extension Study (FIT-3)t

Stable and overall Response Rates in patients previously treated with placebo

Initiated pl(a Lﬁb{;} 90% Converted to TAVLESSE
n=49) . (n=44)

48%

Overall

response

**

Fostamatinib demonstrated a rapid and sustained response (> 28 months) in a difficult-to- No new or more frequent adverse events were
treat population with long-term disease that had failed multiple previous treatments detected with long-term use of fostamatinib

+Cut off data: April 2017
*Stable response is defined as platelet count 250 x 10°/ L in at least 2 of the la
** Overall response i defined as at least a count 250 x 10°/ L in the first 12 weeks
2 Includes one pa classified as a placebo responder in the prior study.
Bussel J et al. Am J Hematol. 2019;94(5):5¢ 3,

3 monthly visits.




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)°

100

80 - | Censored with last platelet count measurement date
g 44% of patients
® 60 - (64/146) in the OLE
§ study had an overall
ug}_ 40 - response
o
14

20 -

0 I I 1 1 1 I I I I I I 1 I 1 I I 1 1

1 1 1 1 1 1 1 1 1 1 1
012 3 456 7 8 910111213 14 1516 17 18 19 20 21 22 23 24 25 26 27 28
» 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.

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

> Duration of response: the number of days from achieving a platelet count 250 x10%L to reaching a platelet count <30 x10%/L at 2 consecutive visits. Patients were classified as losing response if platelet counts dropped below
30 x109/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.



Avatrombopag

Avatrombopag stimulated megakaryocyte colony
formation in a concentration-dependent fashion
in human cord blood CD34+ cells

The combination of avatrombopag plus rhTPO
resulted in an increase greater than either
avatrombopag or rhTPO alone

due to different binding
site

Transmembrane region

Intracellular
region

TPO receptor



Avatrombopag: phase 3 study

Baseline Dose titration: | ITP conmed reduction: Maintenance: No extension ph‘ase:
6 weeks 12 weeks 8 weeks : D°Se;‘ape”"g
Day1 Weeks 0-6 Weeks 6-16 Weeks 18-26 .(W:;|2j7l::0)
Randomised AVA 20 mg 2 toja0 me dally, (Weeks 31-34)
adult n=32 * Completed=22; Discontinued=10

population
231
N=49

Jurczak W et al , BJH 2018

Placebo
n=17

* Dose modification goal: PC 250 and <150 x 10%/L

Matching placebo
Completed=1; Discontinued=16

4

9 'l

Extension

* Cumulative number of weeks of platelet response (defined as platelet count
250 x 10°/L) during 6 months of treatment in the absence of rescue therapy

Primary endpoint

Secondary /
exploratory endpoints

* Platelet response at day 8
* Proportion of patients with reds in i ITP med|
baseline

from

Additional endpoint of
interest

* Durable platelet response (defined as proportion of patients in the last 8
weeks (weeks 18-26) of 6-month treatment period with 26 weekly platelet
counts 250 x 10°/L)

* Evaluate the safety and tolerability of long-term therapy with
avatrombopag in participants with chronic ITP
+ Severity of AEs were graded by the investigator using the CTCAE

Safety / tolerability

Platelet count (x 10%/L)

2804
260
2404
2204
200
180+
160

phase*
N=39

e

Titration < ITP med red

—&— Avatrombopag
—&- Placebo

140+
1204
1004

60

404
20

'\ R
\ Total range
J\ [ 50 to 150 x 10°/L

[ ]

Randomisation

0123 456 7 8 9 1011121314151617 1819 20 21 22 23 24 25 26
Study visit time (in weeks related to randomisation day)



Extension study efficacy®

Median (Q1, Q3) of local platelet count over time treatment

140 period of extension phase — modified full analysis set
—e— Avatrombopag
130 + Overall platelet response in
120 the core study was
110 generally maintained
= 100 throughout the extension
- up until ~“Week 36
S
£ 80
€ * Beyond Week 38, platelet
H 7 i response was noted to be
5 o0 }' \ V4 lower and more variable*
2 5o 1
k]
& a0 N
30
201 4 ) %
—
10
° T T T T T T T T T T T T T T T T T T T
01 6 10 14 18 22 26 30 34 38 42 46 50 54 58 62 66 70 74
Subjects AVATROMBOPAG PLACEBO
32 17 p value
PRIMARY: cumulative number of weeks of platelet
response 12.4 0.0 p<0.0001
p<0.001
concomitant ITP medications from baseline, (%) 33.3 0 P=0.1348
Durable platelet resp (defined as proportion of
patients in the last 8 weeks (weeks 18-26) of 6-month 34.4 0 P=0.009

treatment period with 26 weekly platelet counts 250 %
10°/L), (%)




Phase 2 & 3 pooled

* Atotal of 11 TEEs occurred in 9/128 (7%) of patients treated with AVA, with 1 patient experiencing 3 events

Phase 2 & 3: Thromboembolic events?

* No clustering of types of events was noted, with cerebrovascular accident being the only specific event occurring
in more than 1 patient (occurring in 2/11 events in 2/128 patients); no deaths were noted

* Of the 9 patients experiencing TEEs, 8 had other potential contributing factors in their medical history, including
coronary and cerebrovascular disease, genetic predispositions such as Factor V Leiden, tobacco use, anti-
phospholipid antibody positivity and malignancy

The TEEs noted with AVA treatment typically occurred at PCs below the upper bound of normal (450,000/pL),
without relationship to drug dose, at varying number of days on study drug, and often were associated with
additional risk factors

No clear patterns regarding the occurrence of thromboembolic events with AVA treatment
could be determined

AVA, avatrombopag; PC, platelet count; TEE, thromboembolic event.
1. Piatek et al. ASH 2020 P844.



Avatrombopag in real life

Multicentre, observational study of consecutive adult patients with ITP who switched from eltrombopag or
romiplostim to avatrombopag for any reason between July 2019 and December 2020. Data were collected

retrospectively

Patients 218 years of age with a diagnosis of primary or secondary ITP were included if they had been on avatrombopag treatment for at least two months with no
more than a one-month gap between stopping eltrombopag or romiplostim and starting avatrombopag.

Baseline characteristics Total population Effectiveness Convenience Adverse event
Total patients N=44 n=14 n=23 n=7
Male, 1 (%) 21 (48) 9 (64) 9 (39) 3 (43)
White, n (%) 30 (68) 10 (71) 15 (65) 5(71)
# Primary ITP, (%) 25(57) 7 (50) 13 (57) 5(71)
Age
Median (range), years 61 (21, 87) 66.5 (39, 81) 59 (21, 87) 59 (34, 76)
Duration of ITP until AVA initiation
Median (range), months 49 (2, 550) 73 (6, 404) 43 (2, 550) 85 (16, 124)
# Unique prior ITP therapies before AVA
Median (range) 4(2,10) 7(3,10) 4(2,8) 4(2,8)
g Previous TPO-RA
Romiplostim, ratio (%) 33 (75) 10 (71) 21 (91) 2(29)
Eltrombopag, ratio (%) 10 (23) 4(29) 1(4) 5(71)
Romiplostim/eltrombopag, ratio (%) 1(2) 0 (0) 1(4) 0(0)

Abbreviations: AVA, avatrombopag; [TP, immune thrombocytopenia; TPO-RA, thrombopoietin receptor agonist.

Al-Samkari et al. Br J Haematol 2022



Platelet response after switching to avatrombopag
from romiplostim or eltrombopag: real word data

_ _ . a . .
Median PCP, all patients (N=44) _ Meghan PC ,patlerjts Whp switched due to
ineffectiveness of romiplostim/eltrombopag (n=14)
114 x 10%/L 88 x 10°/L
Avatrombopag * Avatrombopag * *
R iy
45 % 10°/L § 28 xlm‘!,'L S
Romiplostim/ - = Romiplostim/ 7
Eltrc:n‘:mpag * A * :Itmzl:spag *
] 160 ZilJO 360 460 0 160 260 360 4(I)0
Median PC (x 10°/L) Median PC (x 10°/L)
Response at least once in absence of
rescue Total popul ffe C Adverse event
PC 2 50000, ratio (%) 41/44 (93) 12/14 (86) 23/23 (100) 6/7(86)
PC 2 100000, ratio (%) 38/44 (86) 10/14 (71) 22/23 (96) 6/7 (86)
Abbreviation: PC, platelet count.

aPatients requiring rescue therapy had their platelet counts disqualified for the purposes of response assessment for eight weeks
(corticosteroids), four weeks [intravenous immunoglobulin (IVIG) or anti-RhD immune globulin], or one week (platelet transfusion) from
the time of receipt of rescue therapy.

Al-Samkari et al. Br J Haematol 2022



Conclusions

Splenectomy has the higher rate of relapse-free survival (approx 70% at 10 years)

Relapse-free survival at 2-4 years is approximately 40% for RTX (possibly 60% in young
women with recent diagnosis)

Relapse-free survival in patients treated with TPO-RA is approximately 50-60% (maybe lower
for avatrombopag) ***

Relapse-free survival in patients treated with fostamatinib is approximately 40% ***

*** data obtained on few patients treated in advanced phases of disease
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