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Streght and limitation of current First Line  Therapy in ITP

» LIMITATION
ü Side effects
ü Low % of stable & 

long term response 
(20-30%)

» STRENHGTS
ü Availability
ü Cost
ü Rapid response in 

most patient



MMF + steroid as First Line  Therapy in ITP: the FLIGHT Trial

Prednisone 1 mg/kg x 4 days, 40 mg/d x 2 
wks, 20 mg/d x 2 wk, 10 mg x 2 wk, 5 mg/d 
x 2 wks, 5 mg EOD x 2 wks

Dexamethasone 40 mg/d x 4 days x n
pulses (at the discretion of clinician) 

MMF 500 mg BID x 2 wks -- > 1gr BID  
x 6 months -> taper and stop if CR or 
lowest dose to keep safe plt count

OR

+/- (random open label)

12 months observation

Primary end point: treatment 
failure (plt < 30 x 10 9/L and or 
need of 2 nd line

Data on QoL

Bradbury C et al , NEJM 2021

Newly ITP, no previous tx



HR 0.41 (95%CI, 0.21- 0.80) 
P=0.008 

Primary and point: failure of 1st line
N= 120 pts

44 failure: 
13 (22%) in MMF + steroid
27 (44%) in steroid alone

Bradbury C et al , NEJM 2021

More fatigue in MMF group



Bradbury C et al , NEJM 2021



More on other combo tx as first line 
» Oseltamivir (sialidase inhibitor): phase 2 trial (NCT01965626): 
§ Dexa + O: at day 14 Response 86 vs. 66%; OR 3.18; P = 0.030); at 6 months 

53 vs. 30%; OR 2.17; P = 0.032); at 10 months similar response in the 2 
groups

» Dexa + ATRA (China): OR @6 mo 3.1; p=0.0017 (68% vs 41%); no longer
follow up

» Coming soon in Milan: RODEX Study (EudraCT No.: 2021-006970-22):
§ A multicentre, randomized, open-label study of romiplostim plus 

dexamethasone vs dexamethasone in patients with newly diagnosed
primary immune thrombocytopenia
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Already available drugs

Fostamatinib

Avatrombopag



Fostamatinib

- Fostamatinib is a small molecule
prodrug

- Its major active metabolite R406 is
a potent and relatively selective, 
orally available inhibitor of Syk

- R406 reduces macrophage
destruction of opsonized platelet
and inhibits signal transduction of 
B-cell receptors



Main efficacy results of FIT studies
(randomized vs placebo, dose finding)

Allowed concomitant azathioprin, steroid < 20 mg prednison or danazol



Safety data in FIT studies

4 fatal AEs (pneumonia, sepsis, plasma cell myeloma and endocarditis), none considered by the 
investigator to be related to treatment



Efficacy of fostamatinib is related to n of previous therapies
Boccia R et al, BJH 2020 



Thrombotic risk of fostamatinib

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*.

Cooper N et al, Ther Adv Hematol 2021 

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

* 1 mild TIA



Lee et al , BJH 2020

Heliyon, 2023,



» 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

» No food restriction

Avatrombopag

Endogenous
TPO

TPO receptor

Tr
an

sm
em

br
an

e 
re

gi
on

Intracellular 
region

Avatrombopag

Additive effect to eTPO 
due to different binding 

site



Avatrombopag: phase 3 study

Jurczak W et al , BJH 2018



Jurczak W et al , BJH 2018



Avatrombopag: data of interest

Jurczak W et al , BJH 2018

More than half (57.1%) of patients on chronic corticosteroids 
reduced or discontinued corticosteroids*

*



Authors Study Patients with 
grade 3-4 TEAE

Patients with 
SAE

Patients 
requiring

discontinuation

Thromboembolic
events

Bussel et al 
(Blood 2014)

Phase II 
trial (n = 64)

26 (40.6%) 12 (18.8%) 10 (15.6%) 4 (6.3%): iliac DVT, 
stroke, superficial
thrombosis, MI + 

retinal artery
occlusion

Jurczak et al ( 
BJH 2018)

Phase III 
trial (n = 32)

6 (18.8%) vs 0 
(0% placebo)

9 (28.1%) vs 
1 (5.9% 
placebo)

3 (9.4%) 3 (9.4%: DVT, 
PE, stroke)

+ 1 jugular vein
thrombosis

TAEA: treatment-emergent adverse event;  SAE: serious adverse event, DVT: deep vein thrombosys; PE: pulmonary embolism; MI: 
Myocardial infarction

Safety profile of clinical trials for avatrombopag in chronic ITP



• 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 ≥18 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.

.

Avatrombopag in real life 

Al-Samkari et al. Br J Haematol 2022 
*Mean dose ROM 8 mcg/kg/week
*Mean dose ELT 75 mg/die 



Median PCb, all patients (N=44) Median PCa, patients who switched due to 
ineffectiveness of romiplostim/eltrombopag (n=14)

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

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
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BTKIs, Bruton tyrosine kinase inhibitors; CTLA4-Ig, 
Cytotoxic T Lymphocyte Antigen 4 immunoglobulin G1 
fusion protein; Anti-BLys, B lymphocyte stimulator; 
BAFF, B cell Activating Factor



New therapies under developement



New therapies under developement

FcRn Inhibitors

/
BTK Inhibitor

/

Complement Inhibitor

/

BAFF Inhibitors

/



Neonatal Fc receptor inhibitors (“medical plasmapheresis”)

» Able to mediate the transfer of IgG between mother and fetus

» It binds multimeric IgG in the form of immune complexes to dendritic cells

» Is reponsible for the long circulatory half-lives of IgG and albumin

Drugs:
- Efgartigimod
- (Rozanolixizumab)
- Nipocalimab
- IMVT-1401



Efgartigimod Mechanism of Action: Competitive Inhibition of FcRn

AChR = acetylcholine receptor; FC = crystallizable fragment; FcRn = neonatal Fc receptor; gMG = generalized myasthenia gravis; IgA = immunoglobulin A; IgG = immunoglobulin G; IgM = immunoglobulin M.
1. Sesarman A, et al. Cell Mol Life Sci. 2010;67(15):2533-2550. 2. Ulrichts P, et al. J Clin Invest. 2018;128(10):4372-4386. 3. Vaccaro C, et al. Nat Biotech. 2005;23(10):1283-1288. 4. Howard JF Jr, et al. Lancet Neurol. 
2021;20(7):526-536. 5. Nixon AE, et al. Front Immunol. 2015;6:176.

Efgartigimod
(Fc Fragment)
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• The neonatal Fc receptor (FcRn) recycles immunoglobulin 
G (IgG), extending its half-life and serum concentration1

• Efgartigimod is a human IgG1 Fc fragment, a natural ligand 
of FcRn, engineered for increased affinity for FcRn2

• Efgartigimod was designed to outcompete endogenous 
IgG, preventing recycling and promoting lysosomal 
degradation of IgG (without impacting IgG production) 
leading to2-5: 
o Targeted reduction of all IgG subtypes
o No impact on IgM or IgA
o No reduction in albumin levels
o No increase in cholesterol

• Efgartigimod is approved for the treatment of generalized 
myasthenia gravis (gMG) in patients positive for anti-
acetylcholine receptor (AChR) antibodies in the US and in 
patients with an insufficient response to steroids or 
nonsteroid immunosuppressive therapies in Japan



ADVANCE STUDY



ADVANCE IV (NCT04188379): Study Design

Phase 3, Multicenter, Double-blinded, Placebo-controlled, Randomized Clinical Trial

Eligibility 
criteria

• Age ³18 years
• Chronic or persistent ITP : Diagnosis supported by a response to a prior ITP therapy
• 2 platelet counts of <30×109/L during screening 
• At least 2 prior ITP treatments or 1 prior and 1 concurrent treatment
• Concurrent ITP therapy† permitted at stable dose and frequency at study entry and 

throughout study
*q2w if ≥100×109/L for 3 of 4 visits or ≥100×109/L for 3 consecutive visits; weekly if <100×109/L on 2 consecutive visits, <30×109/L at 1 visit or rescue therapy received.
†Concurrent oral corticosteroids, oral immunosuppressants, dapsone, danazol, fostamatinib, and oral thrombopoietin receptor agonists (not romiplostim).
q2w = every other week; ITP = immune thrombocytopenia; IV = intravenously. 

Efgartigimod 10 mg/kg IV  (n=86)

Treatment period (24 weeks)

Screening

Follow-up
(4 weeks)

Early
discontinuation

visit

Fixed weekly or q2w dosing based on 
dosing regimen at visit 16

Weekly or q2w dosing 
adjusted according to platelet count thresholds*

240         1          2        
3  

4         5         6        7         8         9       10       11       12      13       14      15  16      17       18      19      20       21       22      23  

N=131
Randomization

(2:1)

Up to 2 weeks

Chronic or 
persistent ITP

Open-label 
extension

Placebo IV (n=45)

Fixed weekly 
dosing



Baseline Characteristics Indicate the Majority of Participants Had Multiple Prior 
Therapies and Long-standing ITP

Efgartigimod* (n=86) Placebo* (n=45)
Age, mean, years (SD) 46.9 (16.6) 51.7 (17.9)

Female, n (%) 47 (54.7) 24 (53.3)
Time since diagnosis, mean, years (SD) 10.3 (12.1) 11.1 (13.1)

Patients with chronic / persistent ITP, n 78 / 8 40 / 5
Platelet count, 109/L mean (SD) 17.3 (10.2) 14.2 (9.2)

Patients with history of splenectomy, n (%) 32 (37.2) 17 (37.8)
World Health Organization (WHO) bleeding score, n (%)

No bleeding 44 (51.2) 16 (35.6)
Grade 1 38 (44.2) 25 (55.6)

≥Grade 2 4 (4.7) 4 (8.9)
Patients with ≥3 prior ITP therapies, n (%) 59 (68.6) 29 (64.4)

Concurrent ITP therapy types at baseline, n (%)
Corticosteroids 22 (25.6) 12 (26.7)

Oral TPO-RA 20 (23.3) 9 (20.0)

Other immunosuppressants 8 (9.3) 6 (13.3)
None 43 (50.0) 23 (51.1)

aSafety Analysis Set.
ITP = immune thrombocytopenia; SD = standard deviation; TPO-RA = thrombopoietin receptor agonists; WHO = World Health Organization.



Efficacy Endpoints: 
Primary and All Platelet-related Secondary Endpoints Were Met*

*All endpoints were statistically tested in a fixed sequence to maintain an overall statistical significance level or alpha value of 5%. Although endpoints were subjected to a 
hierarchical testing procedure, nominal p-values are always less than 0.05 for platelet-based endpoints.
†Analyzed on Full Analysis Set.  
‡Chronic population.
§Chronic + persistent population.
SD = standard deviation; WHO = World Health Organization.

Endpoint† Efgartigimod Placebo P-value
Primary endpoint 

Proportion with sustained platelet count response, n/N 
(%)‡

≥50×109/L in ≥4/6 visits during weeks 19-24, in the absence of intercurrent events†

17/78 (21.8%) 2/40 (5.0%) 0.0316

Key secondary endpoints

Number of cumulative weeks of disease control, Mean 
(SD)‡
Number of weeks with platelet counts ≥ 50 x 109/L

6.1 (7.66) 1.5 (3.23) 0.0009

Sustained platelet count response, n/N (%)§
≥ 50x109/L in ≥4/6 visits during weeks 19-24

22/86 (25.6%) 3/45 (6.7%) 0.0108

Number of visits with a WHO Bleeding Score ≥ 1, Mean 
(SD)§ 6.2 (6.39) 8.3 (8.01) 0.8287 

Durable sustained platelet count response, n/N (%)§
≥ 50x109/L in ≥6/8 visits during weeks 17-24

19/86 (22.1%) 3/45 (6.7%) 0.0265



EfgartigimodPlacebo



*Full Analysis Set. †Errors bars are standard errors around the least squares (LS) means.
IgG = immunoglobulin G; SE = standard error.

Efgartigimod Resulted in Targeted Reduction of IgG Levels*

• Mean IgG levels decreased steadily over the first 4 weeks of treatment, which was sustained across 
time and aligned with platelet count responses
– After the initial decrease in IgG, mean maximum reductions from baseline remained >60% 

throughout the trial

Mean % Change from Baseline in Total IgG Levels over Time*†
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Efgartigimod Was Well-Tolerated in Patients With ITP and Consistent With Other 
Efgartigimod Studies1-5

Efgartigimod
(n=86)

Placebo 
(n=45)

Patients with event, n (%)
≥1 TEAE 80 (93.0) 43 (95.6)

≥1 serious TEAE 7 (8.1) 7 (15.6)
≥1 TEAE leading to discontinuation of study drug 4 (4.7) 1 (2.2)

≥1 treatment-related TEAE according to PI 15 (17.4) 10 (22.2)
≥1 serious treatment-related TEAE according to PI 0 0

AESI: Any bleeding event 61 (70.9) 39 (86.7)
AESI: Any infection event 25 (29.1) 10 (22.2)

Infusion-related reaction event 10 (11.6) 5 (11.1)
Most common TEAEs, n (%)

Asthenia 6 (7.0) 0 (0.0)
Fatigue 4 (4.7) 1 (2.2)

Headache 14 (16.3) 6 (13.3)
Petechiae 13 (15.1) 12 (26.7)

Hypertension 5 (5.8) 0 (0.0)
Nausea 5 (5.8) 2 (4.4)

Haematuria 14 (16.3) 7 (15.6)
Purpura 7 (8.1) 4 (8.9)

AESI = adverse event of special interest (defined per protocol); ITP = immune thrombocytopenia; PI = principal investigator; TEAE = treatment-emergent adverse event. 
1. Howard JF Jr, et al. Neurology. 2019;92(23):e2661-e2673. 2. Howard JF Jr, et al. Lancet Neurol. 2021;20(7):526-536. 3. Newland AC, et al. Am J Hematol. 2020;95:178-187. 4. Goebeler M, et al. Br J Dermatol. 2021. 
doi:10.1111/bjd.20782. 



» More @ EHA 2023, Frankfurt 8-10 June 2023

ADVANCE plus STUDY: Open Label Extension

LONG-TERM SAFETY AND EFFICACY OF EFGARTIGIMOD IN 
PATIENTS WITH PRIMARY IMMUNE THROMBOCYTOPENIA: 

INTERIM RESULTS OF THE ADVANCE+ STUDY



Rilzabrutinib (oral, reversible, covalent inhibitor of BTK)

§ The BTK pathway is critical for the 
Fcϒreceptor (FcϒR)-signalling
pathway in phagocytic and antigen
presenting cells

§ Inhibition of BTK would reduce 
macrophage phagocytosis of 
platelets but it might also
accomplish significant
immunosuppression with reduction
of pathogenic antibody production



Kuter D et al, NEJM 2022

Intrapatient dose escalation of oral rilzabrutinib over a period of 
24 weeks
- starting dose: 200 mg once daily, maximum 400 mg bid

• rilzabrutinib had no 
effect on platelet
aggregation

- Stable dose of 
steroids or TPO-RA 
were allowed



PRIMARY ENDPOINT: at least two consecutive platelet counts (separated by ≥5 days) of at least 50×109/L and 
an increase from baseline of at least 20×109/L without the use of rescue medication

Kuter D et al, NEJM 2022



Subgroup efficacy analysis

Kuter D et al, NEJM 2022

Treatment-related adverse events



Adverse events

Kuter D et al, NEJM 2022



ONGOING



Sutimlimab
» Humanized mAb that inhibits C1s, preventing classical complement pathway activity

» Inhibition of C1s prevents activation of C3 via the classical CP, leaving the lectin and alternative 
pathways intact



Broome C et al. Blood Adv 2023 



Broome C et al. Blood Adv 2023 



Summary: sutimlimab in ITP first data

Ø 12 ITP pts : Median (range) prior ITP medications was 4 (2-10)

Ø 42% of patients responded

Ø 4 (33%) patients achieved a platelet count ≥50x 109/l on ≥70% of visits

Ø NO significant SAE (no thombosis, no infectious, no death)



Role of BAFF and BAFF receptors in immunological diseases
• B cell activating factor belonging to the TNF family (BAFF) is a B cell survival factor essential for B cell

maturation
• BAFF transmits a B cell survival signal important for B cell development and interacts with three receptors on 

B cells,
Targeting BAFF receptor-pathways plays an 
important role in patophysiology of immune 

disease



Involvement of BAFF in many diseases

• BAFF levels are elevated in a range of autoimmune disorders, including primary biliary cholangitis, 
SLE, rheumatoid arthritis, coeliac disease, Sjögren's syndrome, systemic sclerosis, myasthenia gravis
and correlate with autoantibody titres



Hematologica 2021

At W52, 12 (80%) patients achieved an 
overall response, including ten (66.7%) with 
complete response

15 ITP R/R non splenectomized
RTX 1000 mg (2 weeks apart) + 
Belimumab 10 mg/kg  per 5 admn



Ianalumab

» Ianalumab is a BAFF-R antibody

» Ianalumab has two modes of action: a direct lysis of B cells
by antibody-dependent cellular cytotoxicity, and BAFF 
receptor blockade that interrupts BAFF-mediated
signalling for B-cell maturation, proliferation, and survival. 

» Studies in ITP and wAIHA are in development



RELAPSED/REFRACTORY TO STEROID
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If R/R
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rituximab



New drugs, new questions..
§ TPO-RA switch: is it advisable to switch all 3 available drugs before

switching to fostamatinib?

§ After failure of one/two TPO-RA à fostamatinib - -> but in case of 
failure or limited response is it advisabale to switch again to a TPO-
RA? A different one?

§ Is it possibile to combine fostamatinib & TPO-RA ? (regulatory gap)



Qualcosa è cambiato…



Vorrei che qualcosa cambiasse nei prossimi X anni…


