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REFRACTORINESS

Table 4. Refractory ITP

Definition (all should be met)
¢ Failure to achieve at least R or loss of R after splenectomy®
¢ Need of treatment(s) (including, but not limited to, low dose of corticosteroids)
to minimize the risk of clinically significant bleeding.” Need of on-demand or
adjunctive therapy alone does not qualify the patient as refractory.
¢ Primary ITP confirmed by excluding other supervened causes of

thrombocytopenia
Definition of on-demand therapy
¢ Any therapy used to temporarily increase the platelet count sufficiently to safely It was felt that ITP in adults cannot tru LV be called
perform invasive procedures or in case of major bleeding or traumat refractorx befo re sp le N ectomy IS attem ptEd.

Definition of adjunctive therapy
¢ Any non-ITP specific therapy that may decrease bleeding (eg, antifibrinolytic
agents, hormonal agents, DDAVP, recombinant factor Vlla, fibrin sealants).
Platelet transfusion is also included.
Definition of response to therapy in refractory ITP
® Ability to maintain a platelet count sufficient to prevent clinically significant
bleedingt§
¢ Ability to decrease toxic therapy (eg, corticosteroids) does not qualify for
response but should be reporiea
Definition of response to on-demand therapy
¢ Control of bleeding in the specific situation
® Achievement of a platelet count sufficient to perform procedure or minimize
bleeding from trauma

Rodeghiero F et al. Blood 2009




REFRACTORINESS

TABLE 1 Overview of definitions of ‘refractory I'TP" in adults.

Author, year Definition

Rodeghiero et al., 2009’ Failed splenectomy or relapsed after splenectomy
Bleeding symptoms or risk of bleeding requiring treatment
Refractory patients may have temporary responses to corticosteroids or intravenous immunoglobulin (IVIG)

Neunert ~\=,*t?|l.,EIIIIII""I Bleeding that requires treatment occurring after splenectomy. Refractory patients mav respond temporarily to
B 4 g P Y Y1 y resp P Yy
corticosteroids or IVIG. Other causes of thrombocytopenia must be excluded by a thorough clinical evaluation

Cuker et al., 2016" Bleeding risk that requires treatment occurring in patients after splenectomy or in patients who are unable or
unwilling to undergo splenectomy

Provan et al., 2019’ Avoided a definition of refractory since many patients will eventually attain a haemostatically effective platelet
Y YE , Y I
count without splenectomy

Miltiadous et al., 2020"' Lack of a platelet count response to at least two treatments (e.g. TPO-RAs and rituximab), no single medication
that raises platelet count and bleeding

ianelli et al., ersistently low platelet counts despite all conventional therapies deemed safe for the specific patient, regardless

Vianelli et al., 2022 Persistently low platelet ts despite all tional therapies deemed safe for the specific patient, regardl
of bleeding manifestations. The threshold value to identify ‘low” platelet count is variable depending on the
patient’s age, comorbidities and concomitant therapies (e.g. anti-platelet or anti-coagulant agents)

Abbreviations: I'TP, immune thrombocytopenia; IWG, International Working Group; TPO-RAs, thrombopoietin receptor agonists.

Arnold DM et al. Br | Haematol 202 3




[S SPLENECTOMY EFFECTIVE IN REFRACTORY I'TP?

TABLE 1 Characteristic of patients who underwent splenectomy over time
Overall (n — 185) 2011-2013 (n — 55) 2014-2016 (n — 63) 2017-2020 (n — 67) p

Age al ITP diagnosis, years 37.78 [23.23, 58.80] 39.03 [25.19, 61.23] 31.82 [22.41, 52.10] 37.72 [24.82, 61.08] 338
(median [IQR])

Age al splenectomy, years 43.28 [27.57, 64.35] 50.35 [26.58, 65.68] 40.01 [25.34, 60.42] 4578 [31.35, 64.24] A01
(median [IQR])

Male sex, n (%) 85 (45.9) 30 (54.5) 26 (41.3) 29 (43.3) 304

Time between diagnosis and 2459 [14.14, 71.27] 23.54 [13.97, 68.20] 21.63 [14.56, 74.08] 31.36 [15.30, 82.20] 669
SPC, months (median [IQR])

Phase of ITP at the time of 459
splenectomy, n (%):
Chronic 150 (81.1) 43(78.2) 50 (79.4) 57 (85.1)
Persistent 33(17.8) 11 (20.0) 12 (19.0) 10 (14.9)
Newly diagnosed 2 (1.1) 1(1.8) 1(1.6) 0 (0.0

Lines of ITP treatment 001
received belore
splenectomy, n (%)
1-2 38 (20.5) 12 (21.8) 14 (22.2) 12 (17.9)
3-4 66 (35.7) 29 (52.7) 24 (38.1) 13 (19.4)
5-6 69 (37.3) 12 (21.8) 24 (38.1) 33 (49.3)
>6 12 (6.5) 2 (3.6) 1(1.6) 9 (13.4)

Type of treatment received
prior to splenectomy, n (%):
Vig 152 (82.2) 43 (78.2) 52 (82.5) 57 (85.1) 610
Vinblastine 25(13.7) 2 (16.4) 8(12.9) 8(12.3) J91
Eltrombopag 75 (40.5) 14 (25.5) 21(33.3) 40 (59.7) <001
Romiplostim 72 (38.9) 11 (20.0) 22 (34.9) 32 (58.2) <001
Eltrombopag or romiplostim 100 (54.1) 17 (30.9) 33(52.4) 50 (74.6) <001
Rituximab 135 (73.0) 37 (67.3) 47 (74.6) 51 (76.1) 515
Dapsone 79 (42.7) 16(29.1) 22 (34.9) 41 (61.2) 001
Immunosuppressive drugs” 23(12.4) & (10.9) 4 (6.3) 13(19.4) 072

Abbreviations: |QR, interquartile range; ITP, immune thrombocytopenia; IVlg, intravenous immunoglobuling SPC, splenectomy.
“Corticosteroids and IVlg are considered one unigue treatment line.

bExcept rituximab.

Mageau A et al. Am J Haematol 202 1
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REF RAC | O RI | J | I 'S S TABLE 2 Frequency of exposure of I'TP patients to multiple lines of

treatment—Preliminary output from the McMaster and Norwegian I'TP
| . Registries.
Persistence of severe thrombocytopenia (platelets <20 X

10%/L) and bleeding in a patient with ITP who has received e e

. . . , Patient group registry registry
rituximab, two different TPO-RAs, and at least one immune
e P atiente N5 including  N—255 including
suppressant medication and who does not respond or only ITP patients in the Registry N Prill::;l:dmb N irin::il;uimb
briefly responds to high-dose corticosteroids or high-dose (n=408) and (n=236) and
V|G (less than 7 days). secondary secondary I'TP
ITP (n=123) (n=19)
First-line therapy” + any 225 (42%) 116 (45.5%)

Alternatively, qualifiers to the term refractory can be added
to indicate the treatments to which the patient is refractory

second-line” therapy

First-line therapy + rituximab 40 (7.5%) 28 (11%)
(e.g. ITP refractory to TPO-RA; ITP refractory to rituximab, + TPO-RA
TPO-RA and splenectomy) First-line therapy + rituximab 25 (4.7%) 8 (3.1%)

+ TPO-RA +splenectomy

First-line therapy + rituximab 30 (5.6%) 4 (1.6%)
+ TPO-RA +any immune
suppressant medication®

GOODBYE,
SPLENECTOMY!

First-line therapy + rituximab 20 (3.8%) 1 (0.4%)
+ TPO-RA +any immune
suppressant medication +
splenectomy

Arnold DM et al. Br | Haematol 202 3




The Patient Burden of Refractory
Immune Thrombocytopenia
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Table 5. Mortality risk of patients with thrombocytopenia, relative to the
general population

Characteristics Relative risk (95% CI)

Diagnosis

Initial diagnosis of ITP (n = 150%) 1.5(1.1-2.2)

ITP (n = 138) 1.3 (0.9-2.0)

Reclassified as secondary TP (n = 12) 6.0 (2.5-15.0)
Presenting symptoms

Severe thrombocytopenia (n = 122) 1.5(1.0-2.2)

Moderate thrombocytopenia (n = 28) 1.9 (0.8-4.5)

Hemorrhagic symptoms (n = 128) 1.5(1.1-2.2)

No hemorrhagic symptoms (n = 22) 1.7 (0.4-6.8)
ITP depending on response to therapyt

Complete response (n = 90) 0.7 (0.4-1.3)

Partial response (n = 24) 1.8 (0.6-5.5)

Response to maintenance therapy (n = 8) 1.8 (0.6-5.5)

MNo response (n = 12) 4.2 (1.7-10.0)
Referral

Primary (n = 73) 1.9(1.1-3.0)

Secondary (n = 77) 1.3(0.7-2.2)

Table 4. Hospital admissions during long-term follow-up of patients with ITP

| TP-related
admissions

Unrelated
admissions

Incidence per Incidence per

Mortality risks were estimated using the mortality rate ratio standardized for age,

sex, and calendar time.
*Two patients were lost to follow-up.
tResponse to therapy after 2 years of follow-up.

Portieljie J, et al. Blood 2001

1000 person- 1000 person-
No. years No. years
Response at 2 years
Complete response (n = 86) 39 53 54 73
Partial response (n = 23) 5 27 30 159
Response to maintenance therapy
(n = 8) 10 153 14 214
MNo response (n = 11) 17 183 12 129
All 71 66 110 102

Long-term follow-up started 2 years after the initial diagnosis. Data are missing
for & of the 134 patients with ITP.
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REFRACTORINESS PROBABILITY

splenectomy
* Olderage * Older age and male sex ? (debated)
* Multiple previous lines of treatment +  Chronic ITP (one study)
* Absence of previous response to corticosteroids and * Absence of previous response to corticosteroids (one registry)
IVig (debated) *  Absence of antinuclear antibodies (one study)

* Low peak of platelet count after splenectomy
* Hepatic/mixed platelet sequestration on Indium-labeled
autologous platelet study

multirefractory

*  ChronicITP (debated) * Used as >2" line of treatment ? (one study) +  Bleeding at ITP diagnosis
* Previous splenectomy (debated) .

Absence of response to
* High TPO level in serum (debated)

corticosteroids (one study)

Moulis G and Garabet L. Br | Haematol 202 3




lsolated thrombocytopenia
History
&  Physical exam
®  CBC with differential and platelets
=  Review of the smear
a1 Optional tests: liver function tests, Evaluation & Treatment
B Not susborting for TP Individualized work up guided by
u | sy .
High suspicion for ITP? el » positive findings
5 rting ITF, plt >30,000
Plt<30,000 o Sp - RO e » Ohservation
- * Extended work up*:
@ First line treatment:
~ - o Response
Ma € una ITP primitiva? | £ «stercids,or s NotRefractory « CBC with diff, pits, retics
@ = VIG « CMP
= . * PT, PTT
o Response « ANA
| 4 Response + Antiphosphelipid antibodies
P IVIG (if not given before) Mot Refractory * Immunoglobulin levels (IgG, IgM, IgA); if no
No Response recent IVIG
4‘ « ESR, CRP
Evaluation & Treatment * Fe, TIBC, Farritin
y Not T evlutionan R
No treatment depending on 4 F"’J':” I::? ar Dreath fest
c ble with TP » findings * Lymphocyte subsets
ompatl +&w * Pneumococcal antibodies; if no recent IVIG
Response * Urine analysis
fa TPO - RA - Mot Refractory * Bone marrow aspirate/biopsy, flow
No Response cytometry and cytogenetics
* * Genetic testing (panel for MDS, inherited
- o i i thrombocytopenia and/or bone marrow
g Expand initial evaluation and consider Evaluation & Treatment failure syndromes)
w bone marrow evaluation
Na Mot ITP: evaluation and
Compatible with ITP » treatment depending on
,& findings
«  Other agents: Treatment
= " a
@ * Rituximab
_,E * Immunosuppressives ‘ Use combination therapies:
@ * Fostamatinib Evaluation * TPO-RA + immunosuppresive agents
F e Splenectomy * TPO-RA + FcR blocking agents
o Extended work up® as (eg IVIG, fastamatinib)
Response ———— REFRACTORY ITP — outlined above and — « TPO-RA + immunosuppresive agent
-,I- guided by tables 1-3 + FcR blocking agents
Mot Refractory
Miltiadous O et al. Blood 2020




Refractory Patients

There is no clear recommendation about how those refractory patient treatments should be managed.

Combined therapies are usually more effective than monotherapy in refractory patients. Ideally, agents
with different mechanisms of action should be combined. Rescues have been described using steroids
concomitantly with rituximab or TPO-RA.

In the event of no response to one treatment, adding a new therapy concomitantly may be better
than suspending the former and starting with the new one only

Other diagnoses, such as drug-induced thrombocytopenia, myelodysplastic syndrome or hereditary
thrombocytopenia, should be considered in multirefractory patients.

The use of immunosuppressants, immunomodulators or cytostatic agents can be considered.
Nevertheless, their side effects, especially those linked to an increased infection risk, make it advisable
to balance carefully the benefit/risk ratio

Mingot-Castellano ME et al (GEPTI). J Clin Med 202 3




COMBINATION TREATMENTS IN
REFRACTORY PATIENTS




In a historical cohort of 400 ITP patients, 109 of the 234 treated received a combination therapy including PDN.
The results showed a 50% response rate; however, the optimal treatment combination could not be identified, likely
due to the retrospective nature of the study and the considerable variability in the treatment regimens

Table 2. Results of continuous treatments in patients with ITP during observation at our institution (n = 234).

Therapy Patients (n) Response Non-R Total ARs | Treatment time in months (mean/range)
Total | Documented | TotalR Intolerability/R | SR/R
Pred 92 88 64 (73%) 12/64 8/64 24 (27%) 30 (34%) 21.2/1-210
Aza 14 12 7 (58%) 1/7 1/7 5 (42%) 4(33%) 13.6/0.5-48
Aza + Pred 82 78 42 (54%) 19/42 1/42 36 (46%) 34 (44% 15/0.5-108
Romip (+Pred”) 52 45 35 (78%) 8/35 - 10 (22%) 15 (33%)] 12,1/0.75-72
Eltromb 64 63 45 (71%) 14/45 4/45 18 (29%) 22 (35%); 15.6/0.5-96
MTX (+Pred) 5 5 2 (40%) - - 3 (60%) - 48.2/2-175
Cycl (+Pred") 6 6 4 (66%) - - 2(33%) 2(33%) 13.3/1.5-29
Ciclo (+Pred?) 12 10 1 (10%) - - 9 (90%) 1 (10%) 5.8/0.75-18
MMEF (+Pred®) 15 14 7 (50%) 3/7 - 7 (50%) 6 (43%) 15.7/ 1-60
Dapsone 3 3 1 (33%) - - 2 (66%) - 41.3/ 2-120

Depré F, et al. PlosOne 2017 Coorte storica




Insufficient platelet production Increased platelet destruction

Reduced platelet production or the lack of compensatory Antibody-coated platelets are destroyed through opsonization primarily

boost in platelet production can be addressed by TPO-RAs by macrophages. First-fine ITP treatments, including corticosteroids and
IVIG, reduce opsonization and subsequent antigen presentation that
may lead to sustained autoimmune response

Bone marrow Megakaryocyte Platelets
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Cytotoxic T-cell B-cell

Insufficient Treg/Breg activity Production of anti-platelet antibodies

TPO-RAs, as well as immmunomodulatory therapies, Rituximab may inhibit production of anti-platelet

may help recovery of Treg and Breg activity and R :
reestablish autoimmune tolerance Treg Breg antibodies by depleting B-cells

B S—

(eg, macrophages)

Gomez-Almaguer D, Ther Adv Hematol 2018




Table 1 Characteristics of the study cohort (n =8)

Statistical parameter”

] O

Analyzed trait M (SD) Me (O, —04)
Gender

Female 3 37.5

Male 5 62.5
Age before treatment line (year) 44.0 (17.2) 38.0 (32.0-52.0]
Age at ITP diagnosis (year) 32.6 (21.6) 31.0 (23.56—45.5)
ITP duration (month) 898.4 (180.8) 40 (12-70)
ITP before the treatment line

Mewly diagnosed 1 12.5

Farsistent 1 12.5

Chronic 6 75.0
Concomitant diseases

Autoimmune haemolytic anasmia 2 25.0

Antiphospholipid antibodies 1 125
Splenactomy 2 256.0
Thrombotic episodes 2 25.0
Spleen size (cm) 11 (2.6) 11.0 (8.5-13.0)
Bleeding score at ITF diagnosis

1 2 25.0

2 2 25.0

3 4 50.0
Bleeding score before the treatment line

0 2 25.0

1 0 0.0

2 5 62.5

3 1 12.56
Previous treatment lines 6.9 (1.8) 6.5 (65.5-8.0)

Steroids 8 100.0

NIG 8 100.0

Azathioprne 8 100.0

Cyclosporine 7 87.5

rMMF 4 50.0

Danazola 5 62.5

Splenactomy 2 25.0
TRPO-RA

Eltrombopag 5 62.5

Homiplostin L& 75.0

Awatrombopag 1 12.5
Sludy treatment line

Rituximab 4+ THFO-RA 8 100.0

Eltrombopag (50 or 756 mg) o 25.0

Romiplostin {10 pg) 5 62.5

Awatrombopag (40 mg) 1 12.5

CR (n=8)

TPO + RTX

Table 4 Line characteristics in the study cohort by occurrence of

Statistical parameter

n O
Analyzed trait M (SD) Me (Q;-Q4)
PLT before treatment 28.9 (30.7) 16.5 (4.0-52.5)
IPF (%) before treatment 28.8 (25.3) 24.0 (18.0-30.0)
PLT after treatment 365.4 (634.7) 92.0 (39.5-392.5)
IPF (%) after treatment 14.0 (8.8) 14.0 (7.0-21.0)

PLT after 1 month
PLT after 6 months

PLT fastest response
PLT the highest value

175.4 (183.0)
181.7 (148.8)

509.1 (623.5)
670.7 (598.5)

130.5 (15.0-306.0)
117.0 (80.0-327.0)

243.0 (158.0-549.0)
447 (243-925)

Witkowski M, et al. Blood Coagul Fibrinolysis. 2024

Time to response (TTR) (day) 15.3 (11.6) 12.00 (3.0-26.0)
Time to best response (day) 15.3 (11.6) 12 (3-26)
Loss of response 1 14.3
Relapse-free survival (RFS) 5 71.4

RFS after 24 months 3 50.0

RFS time (month) 13.0 (8.4) 11.5 (6.0-20.0)
TFR in general - 50.0

TFR after 1 month 7 87.5

TFR time (day) 115.5 (75.7) 138.0 (59.0-172.0)
Significant bleeding 0 0.0
Bleeding 3 37.5
Rescue medication 3 37.5
Urgent hospitalization 3 37.5

Side effects 1° 12.5
Thrombotic episodes 0 0.0




Insufficient platelet production Increased platelet destruction

Reduced platelet production or the lack of compensatory Antibody-coated platelets are destroyed through opsonization primarily

boost in platelet production can be addressed by TPO-RAs by macrophages. First-fine ITP treatments, including corticosteroids and
IVIG, reduce opsonization and subsequent antigen presentation that
may lead to sustained autoimmune response
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Insufficient Treg/Breg activity Production of anti-platelet antibodies

TPO-RAs, as well as immmunomodulatory therapies, Rituximab may inhibit production of anti-platelet

may help recovery of Treg and Breg activity and R :
reestablish autoimmune tolerance Treg Breg antibodies by depleting B-cells
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(eg, macrophages)

Gomez-Almaguer D, Ther Adv Hematol 2018




Table 1 Baseline charactenistics

REFRACTORY PATIENTS AND FOSTAMATINIB
=
Age (years), median (range) 50 (25-88)
Sex, n (9%)
Male 13 (42)
Female 18 (58)
Patients had received a median of four prior therapies Race/Ethnicity, n (%)
(range 2-7). Twenty-nine (91%) patients had received a g:;s 2; E";;
prior TPO receptor agonist, including 13 patients (41%) Hispanic 3 (10)
who had received at least two different TPO receptor Unknown | | 1(3)
) ) .. Number of prior therapies, median (range) 4 (2-7)
agonists prior to fostamatinib. Prior therapies, n (%)
Corticosteroids 31 (100)
Intravenous immune globulin 23 (74)
Rituximab 22 (71)
Romiplostim 19 (61)
Eltrombopag 15 (48)
Avatrombopag 3 (10)
Splenectomy 6 (19)
Mycophenolate 3 (10)
Danazol 2 (6)
|Ibrutinib 1(3)
Baseline platelets, n (%)
< 15000/l 10 (32)
15 000-30 000/l 12 (39)
=30 000/l 9 (29)

Moore DC, et al. Blood Coagul Fibrinolysis. 202 4




Table 2 Results Thirteen patients (42%) received rescue therapy following
initiation of fostamatinib.

N =31
Response rates, n (%) Companion therapy was concomitantly administered to
carly response 11(35) seven patients (23%) with fostamatinib.
Initial response 6 (19)
Durable response 1[1 (32)
Overall response (45}5‘\L
Time 1o response, median (range) 94 )
Dose adjustment, n (%) 4 (77)
Time to dose adjustment, median (range) 35 daj,rs (19-337)
Discontinuation reason, n (%) The most common reason for discontinuation was having ITP
Refractory 19 (61) o
Adverse event 4 (13) refractory to fostamatinib (n=19; 61%). Four
Pregnancy 1(3) patients (13%) discontinued therapy due to an adverse
Normalized platelets 1(3)

event (n=2, diarrhea; n=1, hypertension, n=1, transaminitis).
The most common adverse events were hypertension (n=4;
13%) and diarrhea (n=4; 13%).

Moore DC, et al. Blood Coagul Fibrinolysis. 202 4
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B Durable Responders

Subgroups that achieved a higher rate of durable responses included those who had received two to three prior
therapies (n=4/10; 40%), splenectomized patients (50%), and those who had not received prior rituximab (n=5/9; 55%).

Moore DC, et al. Blood Coagul Fibrinolysis. 202 4




AVATROMBOPAG + FOSTAMATINIB

TABLE 1 Characteristics of patients and description of the response.

' . . . Time from ITP Number Platelet
Elghteen patlents recelved treatment Wlth A\/A Patient cﬂcl-grfi:itnatiun g::lf:?::t:ﬂ:: E'Ej:::;;t Previous Previous Previous ::}:?J:]tlﬂﬁﬂn
an d F O S | N cCOom bl N atl on b etv\/ee N A Ug U St identification Sexl (years) (months) Type ITP  lines AntiCD20 ELT ROM (= 10e9/L)

1 Male 40 7 Persistent 5 Yes Yes 26

2022 aﬂd Jaﬂuary 2024 Refl’aCtOI’lneSS Was 2 Male &0 38 Chronic 8 Yes Yes Yes 21
defined as a lack of any or durable response

. . 3 Male 69 48 Chronic 8 Yes Yes Yes 14

despite the use of maximum recommended ’ Male 34 2 Chronic 7 Yes Yes Yes 2

_[: d 5 Male 60 S0 Chronic 4 No Yes 11

adoses O d rug 6 Male 63 LG Chronic 7 Yes Yes Yes 13

7 Male 50 10 Persistent 6 Yes Yes 18

8 Female 7& 19 Chronic 4 Yes Yes 5

During the study period, a total of 112 . Male 60 27 Newly 3 No No 2

diagnose

patients received treatment with AVA in 10 Female 16 17 R Yes Yes 25
Spanish centres and Norwegian ITP registry. In

' 11 Male LG 28 Chronic 5 Yes Yes ]

2 8 O]C :I_ :I_ 2 patleﬂtS ( 2 5 %), there WasS NoO 12 Male 85 10 Persistent 4 No No 10

- 13 Female 74 72 Chronic 7 Yes Yes 13

response after 2 or maore Weeks \Nlth A\/A 14 Female 30 56 Chronic 4 Yes Yes 10

280 mg weekly. In 18 of these 28 patients,
FOS was combined with AVA. B Mae o ‘ Persistent 4 No Yes 2

16 Male 28 4 Persistent 4 Mo Yes 9
17 Male 86 15 Chronic 4 Yes Mo 15
18 Male 28 28 Chronic 5 No Yes 18

Abbreviations: AVA, avatrombopag; CR, complete response; ELT, eltrombopag; FOS, fostamatinib; ITP, immune thrombocytopenia; n.a., no applicant; NR, no response;
R, response; ROM, romiplostim.

Mingot-Castellano ME et al. Br | Haematol 2024




The overall response was achieved in15 out 400.00
of 18 patients (83.3%) with 8 achieving a

CR.
The median time from combination start to 300.00 -
R of 15 days (IQR: 12-69 days) and CR of i B l
15 days (IQR:8-35 days).
In patients who achieved R, the median dose i i I I ]' l
at that point was AVA 280 mg per week I | | L
and FOS 2100 mg per week. In those who 100.00 H | ‘.. é -
achieved CR, the median dose of AVA was j T -[ T T | a | 2 B
280 mg per week and FOS of 1400 mg per l
week. 00 =
¥ T 2 R F F 2R s xrozoxzozor oz

In 4 of 5 patients who lack response, 2 2 BN EEEEEEEE
relapse occurred during tapering of AVA (4 MNee e e e s e o9 @
patieﬂts) aﬂd/or FOS (3 patients). After re - Patients (n) 15 15 15 15 15 15 14 12 10 8 7 6 4 4 4
introducing previous doses of AVA and/or e oo e s e s 8
FOS, 4 patients achieved a response again.  peponse ®) o e im @ MY We % B @ W % W5 ok 5w 4

Platelet count 0.6 1 0.67 0.93 1 1 1 1 0.88 1 1 1 1 1

fraction on response
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Adverse events were observed in 6 of the 18 patients (33%).

AVA related: headache and a WHO grade 2 liver toxicity which was resolved after the interruption of AVA
for 6 days and reintroduction at a lower dose, from 140 to 60 mg weekly

FOS related: diarrhoea grade | was reported in three patients, and these were resolved without reduction
or stopping the drug only with initial diet restrictions.

Two patients presented grade |V neutropenia considered to be related to FOS by investigators
Neutropenia was recovered after 2 weeks of FOS was stopped. FOS was re-started in both patients, but
neutropenia grade Il appeared in one of them ,FOS was stopped in this case, and the patient lost
response.

Tossicita accettabile

Mingot-Castellano ME et al. Br | Haematol 2024




TABLE 1 Patients characteristics. (A) PREDNISONE + FOSTAMATINIB

Patients characteristics 2 F | |
T == ——— .|
Females, n (%) 9 (60) |
2 5M I B cr
Age, median (IQR) 55 (50-63) g
% 6F
Lines of therapy, median (range) 12-7) B NNNNNNN=———
B um| 1 e ————————
Prednisone, n (%) 7 (47)
| D 4} L " -
Eltrombopag, n (%) 2 (13) 0 20 3 60 90 120
aniplnstim " [:%] 6 {4[}} Time (days) since combination start
Platelets pre fostamatinib (x 10%/L), median (IQR) 23 (6-26) (B) Ry S
Response, n (%) @ 3MmM e — ]
Complete response, 1 (%) 11 (73) 7F E—— |
. . sm| I Bl cr
Time to response (days), median (IQR) 9(7-19) 2
€ OF P——
Time to best response (days), median (IQR) 13 (8-40) % J
a 1om| I
Combined treatment duration, median (IQR) 119 (38-245) n | ]
Combined treatment discontinuation®, n (%) 6 (40) -
-
Response at the last follow-up, n (%) 12 (80) . %
e L
e . : _ | S ] 2} 5] '
Abbreviations: IQR, interquartile range; n, number. 10 20 30 ot o -

- .
For sustained response. Time (days) since combination start

Passucci M et al. Br | Haematol 202 3




e
dh

63 Yy.0
No signhificant
medical history

2016

Jan 2023

PLTs 20,000/mm? _h PLTs 25,000/mm’
N2/
N Prednisone 15 mg per day was |
Corticosteroids at varying added, with a maximum platelet “1{\
doses, with a maximum platelet Thcoum of 41,000/ mmz. L4 }
2 e patient experienced an *'
count of 50,000/mm?=. episode of cholecystitis for which
cholecystectomy was required.
O O ©

Oct 2022 Feb 2024
- o
PLTs 15,000 /mm? L s PLTs 22,000/mm?3
Eltrombopag was started and Start Fostamatinib 100 mg/bid

progressively increased up to 75

mg/day, with a maximum —
platelet count of 45,000/mm3 t @
-
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Cholecistectomy
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Comments

* Paziente definibile refrattaria?
* Perche non altro TPO prima di Fostamatinib?



| Apr 2023 |

PLTs 2,000/mm? AN

\ _:::—-__ Fi

.

First-line therapy with HD-DEX
and IVIG was started.
Achieved a CR after 3 cycles

Iéi{

S.E.
65 V.0

| Aug 2024 I

PLTs 23,000/mm?

She completed the 4 infusions of
lanalumab/placebo.

During the experimental treatment she
required multiple rescue therapies
with IVIG and steroids and was
hospitalized once for a hemorrhagic
syndrome

Arterial hypertension,
hypercholesterolemia,

glaucoma.

She works as a kindergart [ May 2024 )
teacher.

PLTs 10,000 /mm3

Relapsed following an influenza-like
iliness. She received one cycle of HD-
DEX as rescue therapy and was
enrolled in an experimental protocol
with Eitrombopag + lanalumab/
placebo.

| Oct 2024 )

PLTs 45,000/mm?3

Fostamatinib 100 mg twice daily
was started with the intention of
discontinuing Eltrombopag.

=L =



Platelet count
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Diarrhoea
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FOS
100mg/die

ELT 150mg/wk +
FOS 150 mg/die

FOS 150/bid

GZ-1D
T
GZ-U0
CZ-10
GZ-18%
Tl H
GE-15%
GZ-185
Tl H
CZ-0de
CZ-0de
o7 -0aE




Comments

* Non riuscita sospensione TPO

* Minori dosi di TPO-> minori oscillazioni piastriniche
* Minori dosi di FOSTA—> minori effetti collaterali
 Combinazione-> ridotti episodi di ospedalizzazione
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68 vy.0

Medical history includes
fioromyalgia and restless
legs syndrome.

She has been in follow-up
for MGUS IgGk since
2009.

reassessment, with a
diagnosis of SMM. ¢ o

e
-

[ Jan2022 ] [ Mar2025 | May 2025 |
PLTs 30,000/mm? PLTs 27,000/mm? PLTs 15,000/mm?
First-line therapy with PD Nd6d0 ?tg/cll;llty ancg IVIG Started ROM
_ are added to Eltrombopag
PDN 65mg/die 75 ma/die Pz
g / ga|
E
O O O O
| _ -
[ Apr2022 | | Apr 2025 ] E < Jun2025 )
—
PLTs 25,000 /mm’ PLTs 18,000/mm? & PLTs 22,000/mm?
Started Eltrombopag and She received 4 administrations FOS was added to ROM
underwent a bone marrow of RTX 375 |"|'lg/|"|'l2 5m|crog/kg/wk

Plasmacells >60% in bone
marrow
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Platelet count
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100
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60

FOS

.m_\/ 100mg/die

20 Neuthropenia
STOP FOS

0
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Comments

* TP Iin discrasia plasmacellulare

* Neutropenia limitante sul dosaggio Fostamatinib

* Non piu ospedalizzazioni ( fino alla combo numerosi ricoverti)
* Rituximab # Fostamatinib
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