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Immune thrombocytopaenia (ITP) is an acquired autoimmune bleeding disorder characterised by platelet 
destruc9on. Most children experience a self-limi9ng course, but approximately one-third develop persistent 
or treatment-refractory disease. Iden9fying early immune features that dis9nguish transient from chronic ITP 
remains an important clinical need, as clinical presenta9on alone does not reliably predict long-term 
outcome. Although dysregulated T-cell responses have been implicated in ITP pathogenesis, how early T-cell 
receptor (TCR) repertoire features relate to long-term clinical outcome remains unclear. 
We studied 52 paediatric pa9ents with primary ITP and 18 age-matched healthy controls. High-throughput 
bulk TCRβ repertoire sequencing was performed using the Illumina MiSeq plaUorm. To characterise clonal 
dynamics and cellular phenotype, we integrated bulk repertoire data with longitudinal sampling and 
performed single-cell RNA and paired TCR sequencing using 10x Genomics in a subset of pa9ents. 
Clonal T-cell expansions were detectable at diagnosis, indica9ng early repertoire disrup9on. Absence of 
expanded clonotypes at diagnosis iden9fied children who subsequently achieved sustained remission, 
whereas their presence was associated with delayed or absent remission (p = 0.019). In pa9ents with 
expanded clonotypes who achieved remission, GLIPH2 mo9f-based analysis iden9fied greater TCR similarity 
groups per pa9ent compared with non-remission pa9ents, sugges9ng a shared an9gen.  
Longitudinal tracking demonstrated persistence of expanded clonotypes over mul9ple years in non-remission 
pa9ents, while remission pa9ents exhibited clonal contrac9on. Single-cell analysis revealed expanded 
clonotypes localised predominantly to CD8 effector memory and TEMRA compartments with terminal 
differen9a9on features. CD8 clonotypes in non-remission pa9ents exhibited more advanced differen9a9on 
states with increased inflammatory pathway ac9vity. Cell–cell communica9on analysis iden9fied 
strengthened inflammatory signalling in refractory disease, with increased interac9ons between CD4 central 
memory T cells, CD8 effector popula9ons, B cells, and monocytes 
These findings demonstrate that early TCR repertoire features, including clonal expansion, persistence, 
transcrip9onal state, and intercellular communica9on, are associated with long-term clinical outcome in 
paediatric ITP, suppor9ng the poten9al u9lity of TCR repertoire profiling as a prognos9c tool at diagnosis. 
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Background: Immune thrombocytopenia (ITP) is a rare autoimmune disease characterized by isolated 
thrombocytopenia and poten9al life-threatening bleeding. Approximately 70% of adults develop chronic ITP 
and require second-line therapies. Maintenance strategies commonly include thrombopoie9n receptor 
agonists and rituximab. The la5er achieving response rates of 60% at one year and 30% at five years. However, 
reliable clinical or biological predictors of rituximab response are lacking. 
Objec9ves: To iden9fy immune signatures associated with long-term response to rituximab, we analyzed 
baseline immune profiles in adult pa9ents with ITP. 
Methods: Single-cell RNA sequencing (scRNA-seq) and mul9parameter flow cytometry were performed on 
cryopreserved PBMC collected before rituximab administra9on from 38 adults enrolled in clinical trials 
between 2010 and 2020 (Table 1). Rituximab response (R) was defined at 5-year follow-up as a platelet count 
>30×10⁹/L with at least a twofold increase from baseline and without addi9onal ITP therapy. Others were 
classified as non-responders (NR). For scRNA-seq, 4 R and 4 NR pa9ents matched for age, sex, disease 
dura9on, and prior treatments were compared. 
Results: scRNA-seq revealed 246 genes significantly upregulated in CD8 T-cell subsets from NR pa9ents. These 
genes enrich ac9va9on pathways, with prominent involvement of TCR-related signaling (NFAT, JUND, NFKB) 
and cytokine pathways, par9cularly interferon-γ (IFN-γ). 
Flow cytometry showed no significant differences in the distribu9on of CD8 T cell subsets (naive, central 
memory, effector memory, TEMRA) between groups. However, NR pa9ents displayed a markedly higher 
propor9on of IFN-γ–producing CD8 T cells at baseline (2.6% [2-3.8] vs. 1.4% [0.9-1.9], p=0.0002), 
predominantly within memory subsets. Furthermore, preliminary results based on a subset of our cohort (14 
R and 14 NR) also showed an increased frequency of CD57⁺ effector memory CD8 T cells in NR pa9ents, 
consistent with a more terminally differen9ated phenotype (23% [12.6-31.6] vs. 13% [9-16], p=0.02). 
Conclusion: These findings highlight a baseline state of heightened CD8 T-cell ac9va9on in pa9ents who 
subsequently fail rituximab, sugges9ng that CD8 T cell-mediated immunity may  
play a more important role than B cell-driven mechanisms in these individuals. Valida9on in independent 
cohorts could support the development of stra9fied therapeu9c strategies and refine clinical decision-making 
in ITP. 
 
 



 
Table 1. Patients’ characteristics 

 
 
 

 Responders 
n=20 

Non-responders 
n=18 p-value 

Age (years) 58 [45-69] 64 [45-75] 0.61* 

Gender 
Men 11 55% 9 50% 

0.99** 
Women 9 45% 9 50% 
Platelets at sampling (x109/L) 21 [10-35] 14 [5-27] 0.28* 

Duration if ITP evolution (months) 12.5 [4-111] 42 [4-60] 0.89* 

ITP course 
Newly diagnosed (<3 months) 4 20% 4 22.2% 0.99** 
Persistent (3-12 months) 5 25% 3 16.7% 0.7** 
Chronic (>12 months) 11 55% 11 61.1% 0.75** 
Type of ITP 

Primary 13 65% 15 83.3% 
0.28** 

Secondary 7 35% 3 16.7% 
Previous treatments received 

Steroids 19 95% 16 88.9% 0.59** 
IVIg 8 40% 8 44.4% 0.99** 
TPO receptor agonists 5 25% 3 16.7% 0.7** 
Dapsone 10 50% 7 38.9% 0.53** 
Rituximab 3 15% 0 0% 0.23** 
Splenectomy 5 25% 0 0% 0.05** 
Others 4 20% 1 5.6% 0.2** 

Treatments received <4 weeks prior to sampling 

Steroids 6 30% 7 38.9% 0.73** 
IVIg 0 0% 1 5.6% 0.5** 
TPO receptor agonists 2 10% 3 16.7% 0.65** 
Dapsone 5 25% 3 16.7% 0.7** 
Others 1 5% 2 11.1% 0.59** 

Number of rituximab cycles (1g D1-D15) received during the follow-up  
1 cycle 15 75% 18 100% - 
2 cycles 2 10% 0 0% - 
3 cycles 3 15% 0 0% - 
Data reported as median [1st quar5le-3rd quar5le] or number with %. *Mann-Whitney test, **Fisher’s exact test. 
ITP = Immune thrombocytopenia; IVIg = Intravenous immunoglobulin; TPO = Thrombopoie5n. 
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Introduc9on 
Daratumumab, an an9-CD38 an9body, have been shown to be a promising treatment in immune 
thrombocytopenia (ITP). The aim of this study was to assess safety and efficacy of daratumumab given for 
refractory ITP. 
Pa9ents and methods 
We conducted an observa9onal, retrospec9ve, mul9center study throughout the network of the French 
reference center for adult immune cytopenias. We included adult pa9ents receiving compassionate off-label 
treatment by daratumumab for ITP between 01/01/2020 and 01/01/2026. Complete response (CR) was 
defined by platelet count >100x109/L and response (R) by platelet count 30 to 100x109/L with at least a 2-
fold increase from baseline.  
Results 
Twenty-six pa9ents (43% females) with a median age of 68 years [range 21-88] were included. ITP was 
secondary in 42%, with a median dura9on of 76 months [range 1-594], and a median of 6 [range 2-11] 
previous treatment lines.  
Aver a median of 5 [range 2-20] daratumumab infusions, pa9ents achieved overall response (CR+PR) in 52%, 
including 40% CR and 12% PR, with a median 9me to response of 29 days [range 6-84].  Relapse-free survival 
probability at 24 months was 54%. Among pa9ents, 76% were receiving stable ITP treatments and 56% also 



had ITP treatments ini9ated or dose-escalated within six weeks before or aver the first daratumumab 
infusion. Only 2 pa9ents received daratumumab as monotherapy, and both achieved complete response. 
Adverse events occurred in 11 (42%) pa9ents, including 7 (27%) with infec9ous events requiring 
hospitaliza9on (bacterial pneumonia n=4, bacteriemia n=3, urinary tract infec9ons n=2, acute tonsilli9s n=1), 
3 with transient neutropenia (but without infec9on), and 3 with immediate infusion reac9on. During follow-
up, 6 pa9ents (23%) died (3 from refractory disease, 2 from sepsis, and 1 from heart failure). In the 6 months 
following daratumumab, among the 19 pa9ents with available gamma globulin assessment without 
intravenous immunoglobulin administra9on, 8 (42%) had concentra9ons below 6g/L. 
Discussion 
Overall, these results suggest that daratumumab has the poten9al to induce durable remissions even in 
mul9refractory ITP pa9ents. However, this came at the cost of a high rate of severe infec9ons in this par9cular 
group of heavily treated, frequently splenectomized, immunocompromised and fragile pa9ents. Careful 
assessment of benefit/risk balance is therefore warranted before daratumumab administra9on. 
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Background 
Immune thrombocytopenia (ITP) is a rare and clinically heterogeneous disorder, characterized by variable 
bleeding risk, treatment strategies, and outcomes. Large observa9onal registries such as the GIMEMA 
ITP0918 study provide essen9al real-world evidence, but their use is oven constrained by limited sample size 
in specific subgroups and by data sharing and privacy concerns. Synthe9c data genera9on represents an 
emerging strategy to augment real-world datasets while preserving pa9ent confiden9ality and the underlying 
clinical structure. 
Methods 
Individual-level data from 1087 pa9ents enrolled in the GIMEMA ITP0918 registry were used to generate a 
synthe9c cohort of 2000 pa9ents reproducing 43 demographic, clinical, laboratory, bleeding, treatment, and 
outcome variables. Missing values were not imputed prior to synthesis; rather, the synthesis process aimed 
to preserve the observed pa5erns of missing data. Synthe9c pa9ents were generated using Classifica9on and 
Regression Trees (CART) implemented in the synthpop R package, incorpora9ng clinical constraints to ensure 
logical and medical coherence. The fidelity of the synthe9c cohort was assessed through sta9s9cal 
comparisons of marginal distribu9ons and inter-variable rela9onships between real and synthe9c pa9ents. 
Data fidelity was further evaluated using one-way and two-way propensity mean squared error (pMSE) 
measures and standardized pMSE ra9os. 
Results 
The synthe9c cohort closely mirrored the real ITP0918 popula9on across key characteris9cs (Table 1). No 
sta9s9cally significant differences were detected between real and synthe9c pa9ents for the variables 
assessed, with sta9s9cal tests evaluated at the conven9onal 0.05 significance level. All one-way and two-way 
pMSE ra9os fell within the recommended threshold of 10, confirming the acceptable fidelity of the replicates. 
Conclusions 
This study shows that synthe9c pa9ent genera9on based on the GIMEMA ITP0918 registry is both feasible 
and robust, producing virtual cohorts that faithfully preserve the clinical and sta9s9cal structure of the real 
ITP popula9on. By ensuring data privacy while maintaining high data fidelity, synthe9c datasets represent a 
valuable resource for methodological research and exploratory analyses. This approach may facilitate the 
development of virtual trials and contribute to more efficient and inclusive clinical research in immune 
thrombocytopenia and other rare hematologic diseases. 
 
Table 1. Summary of Main Baseline Characteristics: Real vs Synthetic ITP0918 Cohorts 
Categorical variables are summarized as absolute frequencies and percentages, whereas con9nuous variables 
are reported as medians with ranges. Comparisons between groups were conducted using the chi-square test 
or Fisher’s exact test for categorical variables, as appropriate, and the Wilcoxon rank-sum test for con9nuous 
variables. Percentages were calculated aver exclusion of missing data in both cohorts. 

Characteristic Real (N = 1,087) Synthetic (N = 2,000) p-value 

Demographics 
   

Age at diagnosis, median (range), years 52 (2–92) 53 (2–92) 0.70 
Unknown 6 12  
Female sex, n (%) 632 (58.1%) 1,172 (58.6%) 0.80 
Sedentary lifestyle, n (%) 633 (60.9%) 1,144 (59.4%) 0.40 
Unknown 47 75  
Disease characteristics 

   

Disease phase at enrolment, n (%) 
  

0.80 
– Newly diagnosed 220 (20.4%) 415 (20.9%) 

 

– Persistent 116 (10.7%) 196 (9.9%) 
 



– Chronic 745 (68.9%) 1,377 (69.3%) 
 

Unknown 6 12  
Splenectomized patients at enrolment, n (%) 109 (10.0%) 209 (10.5%) 0.70 
Unknown 2 6  
≥1 thrombosis risk factor at enrolment, n (%) 622 (57.4%) 1,164 (58.6%) 0.50 
Unknown 4 14  
Laboratory values at enrolment 

   

Platelet count, median (range) ×10⁹/L 89 (1–832) 89 (1–832) >0.90 
Unknown 5 14  
Hemoglobin, median (range), g/dL 13.4 (0.1–17.8) 13.4 (0.1–17.8) 0.30 
Unknown 24 37  
White blood cells, median (range) ×10⁹/L 7.3 (1.3–30.6) 7.4 (1.3–30.6) 0.70 
Unknown 28 42  
ITP treatments (enrolment), n (%) 

   

Corticosteroids 370 (34.0%) 639 (32.0%) 0.20 
Eltrombopag 414 (38.1%) 762 (38.1%) >0.90 
Romiplostim 171 (15.7%) 334 (16.7%) 0.50 
High Dose Dexamethasone 115 (10.6%) 209 (10.5%) >0.90 
Immunoglobin (intravenous) 69 (6.3%) 125 (6.3%) >0.90 
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Rituximab (R), a chimeric an9-CD20 monoclonal an9body that targets B cells is a widely used 2nd-line 
treatment in ITP. It induces durable responses in about 40% of pa9ents; however, half of these will relapse 
over 9me.  
The primary objec9ve was to determine if R maintenance therapy is superior to placebo in prolonging 
responses among ITP pa9ents who respond ini9ally to R. Secondary objec9ves inves9gated if the ini9al 
response to R could be improved by adding dexamethasone (DXM), as well safety, bleeding and pa9ent 
reported outcomes 
PROLONG was a prospec9ve, mul9-center, interna9onal, double-randomized study  evalua9ng in the first 
randomiza9on whether adding dexamethasone to R improves response and in the second randomiza9on 
whether maintenance therapy with R prolongs responses in pa9ents who ini9ally respond to R.  
Adults with primary ITP <1 year, platelet count <30x10⁹/L, and cor9costeroid failure were enrolled. In the 
open-label induc9on phase, pa9ents were randomized to R alone or R plus DXM. Responders at week 24 
entered a double-blind maintenance phase and were randomized to R or placebo. The primary endpoint was 
sustained response during maintenance while the main secondary endpoint was response to induc9on with 
R +/- DXM. 
The intent-to-treat popula9on included 127 pa9ents (mean age 44 years, 57% females) randomized to receive 
DXM (n=63) or no DXM (n=64) in addi9on to R. At week 24, 24 (37.5%) pa9ents achieved response to R 



monotherapy vs 38 (60.3%) to R+DXM (p=0.01). The addi9on of DXM resulted in faster response and 
prolonged 9me to first bleeding episode (p=0.03) without compromising safety. 
59 out of 127 (46%) responded  and were randomized to maintenance with R (n=30) or placebo (n=29). During 
the follow-up five of 29 (20.8%) pa9ents lost response in the R group compared to 10 of 30 (33.3%) in the 
placebo group (p=0.15). The probability of relapse at 1 year was 6.9% (95%CI:1.7-24.8) in the R vs 23.3% 
(95%CI:11.8-42.8) in the placebo group indica9ng that most of the relapses in the placebo group occurred 
during the 1st  year (Figure). There was no difference in the 9me to first infec9on (p=0.11). 
 
The PROLONG study demonstrates that the response to rituximab can be enhanced by the addi9on of 
moderate-dose DXM and that early relapses may be prevented through low-dose R maintenance therapy. 
However, this la5er strategy requires confirma9on in future trials before being adopted into rou9ne clinical 
prac9ce. 
 
Figure: )me to loss of response during the during maintenance phase  
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Immune thrombocytopenia (ITP) is an acquired autoimmune disorder characterized by isolated 
thrombocytopenia due to immune-mediated platelet destruc9on. The condi9on is characterized by a 
breakdown of immune tolerance; wherein autoreac9ve B- and plasma cells generate auto-reac9ve an9bodies 
predominantly targe9ng platelet membrane glycoproteins. These autoan9bodies mediate accelerated 
platelet clearance through Fc receptor-dependent phagocytosis and complement ac9va9on, culmina9ng in 
thrombocytopenia and increased bleeding risk.1,2 Current therapies like glucocor9coids, immunoglobulins 
(IVIG), an9-CD20 an9bodies, spleen tyrosine kinase (SYK) inhibitors, bruton’s tyrosine kinase (BTK) inhibitors 
as well as platelet-s9mula9ng agents can improve thrombocytopenia but, in many pa9ents, do not result in 
sustained therapy free remissions.3–5 T-cell engaging therapies such as chimeric an9gen receptor (CAR) T-
cells and bispecific an9bodies targe9ng the B- and plasma cell surface an9gens like CD19 or BCMA have been 
successfully applied in the treatment of several autoimmune diseases. Teclistamab is a bispecific an9body co-
targe9ng CD3 on T-cells and BCMA on plasma cells approved for mul9ple myeloma.6–10 Here, we report on 
the use of teclistamab in two pa9ents with mul9-drug refractory severe ITP.  
Case 1: 
A 33-year-old woman with Evans syndrome ini9ally presented with prednisolone-dependent episodes of 
mixed type autoimmune hemoly9c anemia (AIHA). Four years aver the ini9al diagnosis, she developed 
recurrent severe immune thrombocytopenia (ITP), with platelet counts <10/nL, accompanied by mucosal 
bleeding. Comprehensive evalua9on excluded underlying malignancy or viral infec9on. She had previously 
received mul9ple lines of ITP therapy, including immunosuppressive agents (prednisolone, dexamethasone, 
azathioprine), thrombopoie9n-receptor agonists (TPO-RAs; sequen9ally eltrombopag, romiplos9m, and 
avatrombopag), rituximab, and the Syk kinase inhibitor fostama9nib, all administered at the highest 
recommended doses without achieving a durable response. Last treatment consisted of avatrombopag, 
fostama9nib, and prednisolone (20–30 mg/day) and recurrent cycles of dexamethasone/IVIGs for bleeding 
episodes (Figure 1A; Supplementary Table 1). In this therapy-refractory situa9on we ini9ated an off-label 
therapy with teclistamab. Aver obtaining wri5en informed consent, teclistamab was started using step-up 



dosing (s.c., 0.06mg/kg d1, 0.3mg/kg d3, 1.5mg/kg d7) with standard premedica9on consis9ng of 
an9pyre9cs, H1-an9histamines and dexamethasone.  Aver second teclistamab administra9on the pa9ent 
developed self-limi9ng cytokine release syndrome (CRS) grade 1. In total, four doses of teclistamab 1.5mg/kg 
were administered on day 7, 22, 29 and 39 without further acute toxici9es. Platelet counts began to rise on 
day 2, exceeding 50/nL by day 3 and 200/nL by day 6 post teclistamab. Treatment with avatrombopag and 
fostama9nib was discon9nued on day 6 and 8, respec9vely. Prednisolone was discon9nued by week 3. 
Platelet counts remained stable within the normal range from day 6 through last follow-up on day 141. The 
pa9ent’s hemoglobin recovered by day 19 and returned to the normal range by day 28. Bone marrow 
evalua9on revealed normalized megakaryopoiesis and absence of plasma cells while immunoglobulin IgG 
levels steadily decreased and were subs9tuted once. Immunoglobulin light chains kappa and lambda became 
undetectable on day 38 indica9ng effec9ve clearance of plasma cells. By week 5, the direct an9globulin test 
(DAT) was nega9ve for the first 9me since the diagnosis of AIHA, indica9ng clearance of autoan9bodies 
against erythrocytes. Toxici9es included transient neutropenia and a self-limi9ng gastrointes9nal infec9on. 
The pa9ent remains in good general condi9on without infec9ons and is in treatment-free remission of both 
ITP and AIHA (Figure 1 B&C). 
Case 2: 
A 74-year-old man presented with a 5-month history of ITP. Aver ini9ally achieving a complete remission with 
glucocor9coids/IVIGs the pa9ent relapsed with prolonged refractory severe thrombocytopenia and 
associated bleeding events (WHO grade III). Bone marrow evalua9on demonstrated increased 
megakaryoposis and no evidence of an underlying hematologic malignancy (Figure 2A; Supplementary Table 
1). The pa9ent was treated with immunosuppressant agents (prednisolone, dexamethasone, 
cyclophosphamide), TPO-RAs (romiplos9m and avatrombopag), rituximab and fostama9nib/avatrombopag 
combina9on without response. Even addi9on of dexamethasone/immunoglobulins did not lead to platelet 
counts above 5/nl. Splenectomy was not feasible due to the inability to increase platelet counts. Given 
thrombocytopenia-associated nasal hemorrhage requiring erythrocyte transfusions, an off-label therapy with 
teclistamab was started. Teclistamab was ini9ated with step-up dosing (0.06mg/kg d1, 0.3mg/kg d3, 
1.5mg/kg d8) with the standard premedica9on. The pa9ent received tocilizumab aver developing fever that 
was inadequately controlled by an9pyre9c treatment. However, blood cultures revealed bacteremia and fever 
resolved with an9bio9c therapy. Platelet counts began to rise on day 8, exceeding 50/nL by day 9 and 100/nL 
by day 11, enabling discon9nua9on of fostama9nib on day 10 and avatrombopag on day 11.  Platelet counts 
peaked transiently at 122/nL on day 14 before decreasing again by day 20. Analysis of pa9ent platelets 
iden9fied residual IgG autoan9bodies against glycoproteins IIb/IIIa and Ib/IX. (All detailed laboratory results 
in the supplementary). Avatrombopag was reini9ated on day 19, promp9ng renewed platelet eleva9on. By 
day 30 platelet counts again normalized (189/nL), promp9ng discon9nua9on of avatrombopag. At the most 
recent follow-up on day 106 the pa9ent exhibited stable platelet counts at 186/nL, undetectable an9-platelet 
an9bodies and showed good general condi9on without bleeding or infec9on signs. Transient neutropenia 
was successfully treated with G-CSF. The pa9ent developed hypogammaglobulinemia with kappa/lambda 
light chains and B cells being undetectable at day 21 and day 10 respec9vely. Bone marrow inves9ga9on 
demonstrated that the ini9al therapies (including glucocor9coids, rituximab) reduced B cells but not plasma 
cells while aver teclistamab both, B cells and plasma cells, were completely depleted.  
Discussion: 
We demonstrate that teclistamab, an approved and readily available off-the-shelf treatment, can induce a 
rapid and sustained hematologic response in pa9ents with mul9-drug refractory ITP with acceptable 
tolerability. These two cases thus highlight the efficacy of BCMA-directed T-cell engager therapy in the 
management of mul9-drug refractory, an9body-mediated hematologic autoimmune diseases. The 
unexpected rapid response observed within days of teclistamab therapy despite the immunoglobulin half-life 
of >3 weeks can be explained by the swiv and complete plasma-cell eradica9on by teclistamab and fast 
consump9on of an9-platelet an9bodies, which rapidly shivs the balance between autoan9bodies and 
available platelets towards platelets. Bone marrow inves9ga9ons imply that sole B cell deple9on by 
fostama9nib or rituximab while sparing plasma cells was not sufficient for inducing response in our pa9ents. 
Instead, deple9on of plasma cells by teclistamab was associated with rapid platelet response implying that 
auto reac9ve plasma cells are primarily driving ITP. In a case report of a pa9ent with relapsed mul9ple 
myeloma and concomitant chronic ITP treatment with teclistamab resulted in sustained normaliza9on of 



platelet counts, however simultaneously a deep hematologic response of the myeloma was achieved.  It thus 
can’t be conclusively determined whether adequate an9-myeloma therapy was responsible for the observed 
recovery of platelet counts.11 From a clinical perspec9ve, this underscores the high poten9al of teclistamab 
therapy for refractory ITP. Compared with an9-CD38 therapy such as daratumumab, which has previously 
been used for refractory ITP, fixed-dura9on teclistamab may offer a more targeted and rapid plasma-cell 
directed approach with the poten9al for long-term benefit.12,13 This may be due to less effec9ve or 
incomplete clearance of plasma cells. Splenectomy, although effec9ve in 60% of ITP cases, is not considered 
an appropriate therapy anymore because of the high periopera9ve bleeding risk and the lifelong risk of 
overwhelming post-splenectomy infec9on.14 The two pa9ents are now in remission for 13 and 20 weeks, 
respec9vely. Longer follow-up will be essen9al to assess the durability of response and poten9al cure of ITP 
by teclistamab. This would require, besides sustained hematologic response, the absence of auto-immune 
an9bodies and recovery of normal B- and plasma cells as has been observed aver CAR T-cell therapies for 
mul9ple myeloma and lupus erythematosus.15,16 The advantage of bispecific an9bodies over CAR T-cells in 
autoimmune disease is the immediate availability, be5er tolerability and flexible therapy management in case 
of side effects, no requirement of condi9oning chemotherapy and likely lower costs if therapy dura9on is 
limited. The successful and well-tolerated treatment of these two cases provides a basis for prospec9ve 
clinical trials to confirm the safety, efficacy and determina9on of the op9onal dosage of BCMA-directed T-cell 
engaging therapies in the treatment of ITP and AIHA. 
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IWG-defined platelet response in ITP comprises a clinically meaningful, safe platelet threshold rarely used in 
studies. The covalent, reversible BTK inhibitor rilzabru9nib acts through mul9-immune modula9on, showing 
durable responses, favorable safety, and improved HRQOL in ITP. Analyses here report modified durable 
response per IWG criteria from LUNA3 European ITP pa9ents receiving rilzabru9nib vs placebo 
(NCT04562766; 2023-509401-71).  
Pa9ents were randomized 2:1 to oral rilzabru9nib 400 mg bid or placebo for 24 weeks in the double-blind 
(DB) period. Aver the ini9al 12 weeks, non-responders either discon9nued or received rilzabru9nib for 28 
weeks in the open-label (OL) period. Modified durable IWG response was defined as platelet count ≥30×109/L 
and ≥doubled from baseline, absent bleeding for ≥50% of assessments during either the last 12 weeks of the 
DB (≥6 non-missing assessments) or the last 16 weeks of the OL period (≥8 non-missing assessments). 
Of 81 European pa9ents randomized in the DB, 52 received rilzabru9nib and 29 placebo; 73 pa9ents entered 
the OL on rilzabru9nib. At DB baseline, pa9ents were a median age of 48 y, 64% female, and had median of 5 
prior unique ITP therapies (range, 1-15). During the DB, modified durable IWG response was observed in 42% 
rilzabru9nib vs 7% placebo pa9ents (Table 1). In the OL with rilzabru9nib, 37% pa9ents achieved modified 
durable IWG response (by ini9al DB assignment: 46% rilzabru9nib vs 22% placebo). Among pa9ents receiving 
rilzabru9nib in either DB or OL periods, 57% achieved modified durable IWG response. Platelet counts were 
higher and more durable during the DB and OL periods for responders assigned to rilzabru9nib during DB, 
with some non-responding pa9ents showing increased platelet counts in the OL.  
Modified durable IWG response in rilzabru9nib-treated DB pa9ents was higher for those receiving 1-2 (67%) 
rela9ve to ≥3 prior unique ITP therapies (32%; Table 1). Prior therapy in rilzabru9nib DB pa9ents receiving 1-
2 prior unique ITP therapies included 12 (80%) pa9ents receiving prior cor9costeroids, 5 (33%) TPO-RA, 2 



(13%) IVIg, 2 (13%) splenectomy, and 1 (7%) other. The 2 placebo DB durable IWG responders had ≥5 prior 
ITP therapies.  
Overall, rilzabru9nib-treated pa9ents showed higher modified durable response by IWG than placebo during 
the DB and maintained/improved responses during the OL. Higher responses were also seen in pa9ents 
receiving fewer prior ITP therapies. 
 

Table 1. LUNA3 European Pa)ents: Modified Durable Response (≥50%) by IWG Criteria With Rilzabru)nib 
vs Placebo in the Double-Blind Period, Rilzabru)nib in the Open-Label Period, and Rilzabru)nib in Either 
Double-Blind or Open-Label Periods  

 Double-Blind Open-Label Double-Blind or 
Open-Label 

n/n (%)Treatment Rilzabru;nib  Placebo Rilzabru;nib Rilzabru;nib 

All pa;ents 22/52 (42%) 2/29 (7%) 27/73 (37%) 26/46 (57%) 
By ini;al double-blind 
treatment 

Rilzabru;nib 
Placebo 

 
 

22/52 (42%) 
N/A 

 
 

N/A 
2/29 (7%) 

 
 

21/46 (46%) 
6/27 (22%) 

 
 

N/A 
N/A 

By number of prior 
unique ITP therapies 

1-2 
≥3 

 
 

10/15 (67%) 
12/37 (32%) 

 
 

0/6 (0%) 
2/23 (9%)* 

 
 

7/19 (37%) 
20/54 (37%) 

 
 

11/13 (85%) 
15/33 (45%) 

*Two placebo DB responder pa9ents had received ≥5 prior ITP therapies. N/A, not applicable.  
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Background: Immune thrombocytopenia (ITP) is a rare autoimmune bleeding disorder characterised by low 
platelet counts, unpredictable bleeding and impaired quality of life. Although tradi9onally considered an 
acquired condi9on, increasing evidence suggests a gene9c contribu9on. Clinical next-genera9on sequencing 
(NGS) has iden9fied inborn errors of immunity (IEI) in ITP pa9ents and can also detect inherited 
thrombocytopenia (IT) misdiagnosed as ITP. Gene9c tes9ng is available via the NHS Genomic Medicine Service 
R15 and R90 panels; however, evidence to guide pa9ent selec9on is limited. Family history (FH) is the only 
consistently reported clinical predictor, while other associa9ons remain inconsistent and underpowered. 
Methods: We analysed 171 pa9ents with autoimmune cytopenia who underwent NGS using the R15 panel 
(n=98), R90 panel (n=37), or both (n=36). R90 tes9ng was performed in 73 pa9ents with chronic ITP (43 
childhood-onset, 30 adult-onset). R15 tes9ng included 134 pa9ents (81 adult-onset, 53 childhood-onset), of 
whom 96% had chronic ITP. The remaining had autoimmune haemoly9c anaemia or neutropenia. 
Associa9ons between clinical variables (including FH, platelet nadir, mean platelet volume, Evan’s syndrome 
and response to steroids/IVIg) and a gene9c diagnosis of IT or IEI were assessed using chi-squared tes9ng. 
Results: A diagnosis of IT was iden9fied in 13.7% (n=10) genes ANKRD26, ETV6, MYH9, ITGA2B, ITGB3, VWF, 
and GFI1B, variants of uncertain significance (VUS) associated with IT were detected in a further 17.8%. Earlier 
gene9c diagnosis could have prevented immunosuppressive therapy in 34.8% of pa9ents with IT. Family 
history (16.7%) was the only clinical variable significantly associated with a diagnosis of IT. 4.5% (n=6) had an 
underlying IEI in genes RAG1, NFKB1, NLRP12, CFI, UNC13D and STXBP2, while 3.0% had a ‘hot’ VUS in an IEI 
gene, where further inves9ga9on could enable reclassifica9on. Incidental cancer predisposi9on syndromes 
were iden9fied in 2.2% through whole-genome sequencing, which is higher than expected in the general 
popula9on. Gene9c diagnosis of IEI in three adults and one child resulted in cura9ve bone marrow 
transplanta9on.  Evan’s syndrome (11.9% par9cipants) or presence of another autoimmune disease (24.6%) 
were not significantly associated with an IEI. Conclusion: NGS improves diagnos9c accuracy in autoimmune 
cytopenias and can enable cura9ve treatment in selected pa9ents. Our findings emphasise the importance 
of integrated clinical gene9cs services, including gene9c counsellors, to manage incidental findings especially 
cancer predisposi9on syndromes. Despite being the largest study to date, clinical predictors of gene9c 
diagnoses remain limited, underscoring the need for con9nued sequencing to be5er define the gene9c basis 
of autoimmune cytopenia. 
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Background 
Avatrombopag (AVA), a thrombopoie9n receptor agonist (TPO-RA), is approved for adults with chronic 
immune thrombocytopenia (ITP) who have insufficient response to prior therapy. While its efficacy and safety 
are established in clinical trials, real-world data remain limited. ADOPT is aphase 4, mul9center, observa9onal 
study assessing AVA outcomes in clinical prac9ce. 
Aims 
To report interim efficacy and safety results stra9fied by ITP disease phase. 
Methods 
ADOPT is being conducted across 9 European countries and includes adults (≥18 years) with primary ITP 
ini9a9ng or already receiving AVA; secondary ITP was excluded. Retrospec9ve data were collected for up to 
12 months pre-AVA treatment; prospec9ve data were collected for up to 12 months post-enrollment. 
Outcomes: cumula9ve weeks with PC ≥30×109/L (primary endpoint) or 50×109/L (secondary endpoint) 
during treatment. Safety endpoints: serious adverse events (SAEs), adverse events of special interest (AESIs; 
eg, thromboembolic events, clinically significant bleeding), and adverse events (AEs) leading to 
discon9nua9on. Results were descrip9vve and stra9fied by disease phase: newly diagnosed(<3 months), 
persistent(3 to <12 months), chronic(>12 months). 
Results 
As of 12 November 2024, 200 pa9ents were enrolled (newly diagnosed, n=19; persistent, n=19; chronic, 
n=162); 51 (25.5%) had completed the study. Mean age at baseline 51.0-60.6 years; 55.5% female. Prior TPO-
RA use: >⅔ in persistent/chronic, <⅓ in newly diagnosed. Mean weekly AVA dose ranged from 119.9 mg 
(chronic) to 195.6 mg (newly diagnosed) and the median cumula9ve dosing dura9on was 52.3 weeks for all 



groups. Median cumula9ve number of weeks with PC ≥30×10⁹/L was high across groups, ranging from 49.7 
(persistent) to 52.1 (newly diagnosed). A similar pa5ern was observed for the PC ≥50×10⁹/L cutoff. Use of 
concomitant ITP treatments and rescue therapy was 26.3% and 5.3%, respec9vely, in the newly diagnosed 
group; 42.1% and 21.1% in the persistent group; and 35.8% and 9.9% in the chronic group. AEs were 
comparably prevalent across groups and included 6 AEs resul9ng in AVA discon9nua9on and 10 AESIs, 
including atheroembolism, cerebral venous thrombosis, deep vein thrombosis, and pulmonary embolism. 
Three deaths were reported, none of which were determined to be AVA-related. 
Conclusion 
Interim ADOPT data suggest AVA is effec9ve and well tolerated across ITP phases in real-world prac9ce. 
 
Table. Baseline pa)ent characteris)cs, interim treatment characteris)cs, and interim effec)veness/safety 
outcomes. 

 Newly 
diagnoseda 

(n=19) 
Persistentb 

(n=19) 
Chronicc 
(n=162) 

Baseline patient characteristics 
Age, y, mean (SD) 60.6 (16.8) 51.0 (23.1) 56.4 (17.6) 
Female sex, n (%) 5 (26.3) 10 (52.6) 96 (59.3) 
Days from ITP diagnosis to first  
 AVA treatment, median (IQR) 

41.0 (28.0, 72.0) 209.0 (127.0, 
253.0) 

2853.5 (1237.0, 
5289.0) 

Previous treatment with TPO-RA, n (%) 6 (31.6) 13 (68.4) 109 (67.3) 
Interim treatment characteristics 
Weekly AVA dose, mg, mean (SD) 195.6 (174.5) 127.6 (90.7) 119.9 (67.1) 
Cumulative AVA dosing duration, 
  weeks, median (IQR) 

52.3 (52.3, 52.3) 52.3 (52.1, 52.3) 52.3 (52.1, 52.3) 

Use of concomitant ITP treatments,  
 n (%) 

5 (26.3) 8 (42.1) 58 (35.8) 

Use of rescue therapy, n (%) 1 (5.3) 4 (21.1) 16 (9.9) 
Interim effectiveness outcomes 
Cumulative number of weeks with  

PC ≥30×10⁹/L, median (IQR) 
52.1 (52.1, 52.1) 49.7 (22.1, 52.1) 51.1 (46.4, 52.1) 

Cumulative number of weeks with  
PC ≥50×10⁹/L, median (IQR) 

52.1 (49.0, 52.1) 44.1 (22.1, 47.1) 48.4 (42.9, 52.1) 

Interim safety outcomes 
Patients with AEs, n (%) 3 (15.8) 3 (15.8) 28 (17.3) 

Treatment-related AEs 0 0 11 (6.8) 
AEs resulting in discontinuation 0 0 3 (1.9) 

Patients with SAEs, n (%) 3 (15.8) 3 (15.8) 16 (9.9) 
Deaths 2 (10.5) 0 1 (0.6) 

Patients with AESIs, n (%) 0 2 (10.5)d 8 (4.9)e 
AVA, avatrombopag; IQR, interquartile range; ITP, immune thrombocytopenia; IVIG, intravenous immunoglobulin; SD, standard 
deviation; TPO-RA, thrombopoietin receptor agonist. 
aLess than 3 months from ITP diagnosis to first AVA treatment. 
bThree to <12 months from ITP diagnosis to first AVA treatment. 
cTwelve months or more from ITP diagnosis to first AVA treatment. 
dIncludes 1 report of embolism and 1 uncoded. 
eIncludes 1 report each of atheroembolism, deep vein thrombosis, thrombosis, pulmonary embolism, cerebral venous 
thrombosis, and uncoded. 
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Background: Avatrombopag (AVA) is a thrombopoie9n receptor agonist (TPO-RA) approved for trea9ng 
immune thrombocytopenia (ITP) in adults. While clinical trials have demonstrated AVA’s efficacy and safety, 
real-world data remain limited, par9cularly in certain subpopula9ons. Pa9ents aged ≥65 y and those with 
comorbidi9es or prior TPO-RA exposure may have increased thromboembolic events (TEEs) risk. ADOPT is an 
ongoing phase 4 mul9center, observa9onal study evalua9ng AVA outcomes in rou9ne clinical prac9ce. 
Aims: To report interim effec9veness and safety results from ADOPT in pa9ents aged ≥65 y and those with 
comorbidi9es or prior TPO-RA exposure. 
Methods: Adults ( ≥18 years) with established ITP ini9a9ng or receiving AVA were included; secondary ITP 
was excluded. Retrospec9ve data covered 12 months pre-AVA; prospec9ve data up to 12 months post- 
enrollment across 60 centers in 9 European countries. Primary endpoint: cumula9ve weeks with platelet 
count (PC) ≥30×109/L during AVA treatment. Secondary endpoints: weeks with PC ≥50×109/L and prevalence 
of serious adverse events (SAEs) and AEs of special interest (AESI; TEE or clinically significant bleeding). 
Analyses were descrip9ve by subgroups: ≥65 y, comorbidi9es (TEE risk factors), and prior TPO-RA exposure. 
Results: As of 12 Nov 2024, 200 pa9ents enrolled; 51 (25.5%) completed the study. Subgroup distribu9on: 
≥65 y (n=73), comorbidi9es (n=89), prior TPO-RA exposure (n=128: eltrombopag [ELT], n=58; romiplos9m 
[ROM], n=45; ELT+ROM, n=25). Mean ages 50.3 y (ELT+ROM) to 75.2 y (≥65 y); 55.5% female. Mean 
cumula9ve AVA doses 5783.3 (≥65 y) to 8126.2 mg (ELT+ROM). Median cumula9ve dosing dura9on: 52.3 
weeks for all groups. Concomitant ITP therapy: ~39% (≥65-y/comorbidi9es) and 26.7%–56.0% (prior TPO-RA 
). Rescue therapies use: ≤20%. Median weeks with PC ≥30×109/L: 46.3 (ELT+ROM) to 52.1 (ELT); similar for 
PC ≥50×109/L. All pa9ents with ≥8 weeks of follow-up maintained PC ≥50×109/L for ≥8 consecu9ve weeks. 
AEs: 16.0%–23.3%; SAEs 10.3%–16.9%. AESI: 6.7%–8.0% (included atheroembolism, deep vein thrombosis, 
pulmonary embolism, and cerebral venous thrombosis). To date, 3 non–AVA-related deaths have been 
reported. 
Conclusion: In this interim real-world analysis AVA was effec9ve across subgroups (≥65 y, comorbidi9es, prior 
TPO-RA) with no new safety concerns. These findings provide valuable insights for op9mizing treatment 
strategies in diverse real-world popula9ons. 
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Background – Fostamatinib has been approved for patients with immune thrombocytopenia (ITP), but few 
data are available for patients with ITP secondary to connective tissue disease (CTD) such as systemic lupus 
erythematosus (SLE) or antiphospholipid syndrome (APS). Based on available studies, thrombotic and 
infectious complications seem limited in patients receiving fostamatinib, making its use attractive in 
secondary ITP. The aim of this study was to assess the safety and efficacy of fostamatinib in patients with ITP 
secondary to CTD and/or APS. 
Methods – We conducted an observational, retrospective, multicenter study throughout the network of 
the French reference center for adult immune cytopenia including adult patients receiving treatment by 
fostamatinib (2022-2025) for ITP secondary to SLE, Sjogren disease (SD), systemic sclerosis (SSc), mixed CTD, 
and/or APS according to international criteria. Clinical and biological data were collected retrospectively 
through a standardized form. Complete response (CR) was defined by platelet count >100 x109/L and 
response (R) by platelet count 30 to 100 x109/L with at least a 2-fold increase from baseline. 
 
Results – We included 32 patients (84% female) with ITP secondary to APS (69%) and/or SLE (47%), SD 
(19%), and SSc (3%). At fostamatinib introduction, median age was 57 years (range 21-86), 77% had chronic 
ITP (median duration of 7,8 years [range 0-41]) with a median platelet count of 27 x109/L (range 0-385). 



Patients had received a median of 3.5 (range 1-7) previous therapeutic lines. Associated treatments 
included corticosteroids in 56% and TPO receptor agonists (TPO-RAs) in 31%. Fostamatinib was given for a 
median duration of 13 months (range 0,5-31) and eventually stopped in 7 patients (22%: treatment failure, 
n=4; adverse event, n=3). During follow-up, 1 patient had an ischemic stroke, 8 had infectious events 
including 1 severe colitis, 8 had mild digestive symptoms, 4 had elevated liver enzymes and 2 had moderate 
hypertension. At 3 months, 37,5% achieved CR and 9% R. Only 1 patient with TPO-RA at fostamatinib 
introduction was able to discontinue it during follow-up (10%). 
Discussion – Overall, fostamatinib was safe in patients with APS and/or CTD. These retrospective data 
suggested that it provided clinical benefit in patients with mild disease, but did not reduce the need for TPO-
RA therapy in refractory, anticoagulated APS patients, for whom alternative therapeutic options may be 
required. 
 



 
 
P06 
REAL-WORLD OUTCOMES OF AVATROMBOPAG AFTER PRIOR TPO-RA THERAPY IN 
IMMUNE THROMBOCYTOPENIA: A STUDY FROM THE SPANISH ITP GROUP (GEPTI) 
M.C. Pascual-Izquierdo¹˒², J.M. Bastida³, D. Valcárcel⁴, B. Sánchez-González⁵, M.E. 
Mingot-Castellano⁶, M. Canaro-Hirnyk⁷, G. Aguilar-Monserrate⁸, A. Ortiz-López¹, S. Carbonell⁹, 
S. García-Lázaro¹⁰, A. Martín-Carrizosa⁴, C. Alonso-Martínez⁴, P. Alcalde-Mellado⁶, B. 
Pedrote-Amador⁶, E. Serrasolses-Alemany⁷, M. Remezal-Serrano⁷, M. Canet-Maldonado¹¹, E. 
Orna- Montero 11, M.C. Gómez-del-Castillo¹², M. Lasa-Eguialde¹³, I. 
González-Gascón-y-Marín¹⁴, D. Zafra¹⁵, C. Fernández-Canal¹⁶, S. Piernas-Fontanilla¹⁷, L. 
Hernández-Vázquez¹⁸, E. Morales-Espino¹⁹, T. Cobo-Rodríguez²⁰, D. Martínez-Carballeira²¹, P. 
González-Marugán¹, E. Bolaños-Caderón²², G. Caballero-Navarro²³, N. Revilla-Calvo²⁴, T. 
Arquero-Portero²⁴, M. Cervera²⁵, M. Rodríguez-López²⁶, J. Bañón-Soria¹, A. Ramírez-López²⁷, 
MT Álvarez-Román28 on behalf GEPTI/SEHH-SETH. 

1. Hospital General Universitario Gregorio Marañón 
2. Ins5tuto de Inves5gación Gregorio Marañón 
3. Hospital Clínico Universitario de Salamanca 
4. Hospital Universitario Vall d'Hebron 
5. Hospital del Mar 
6. Hospital Universitario Virgen del Rocío 
7. Hospital Universitario Son Espases 
8. Hospital Clínico de Valladolid 
9. Hospital Josep Trueta (ICO) 
10. Hospital Universitario Severo Ochoa 
11. Hospital Universitari Germans Trias y Pujol, ICO Badalona 
12. Hospital Universitario A Coruña 
13. Hospital Universitario Donos5a 
14. Hospital Universitario Infanta Leonor 
15. Hospital Universitario 12 de Octubre 
16. Hospital Universitario de Cabueñes 
17. Hospital Universitario Parc Taulí 
18. Hospital de Basurto 
19. Hospital Insular de Gran Canaria 
20. Hospital Universitario del Sureste 
21. Hospital Universitario Central de Asturias 
22. Hospital Universitario Clínico San Carlos 
23. Hospital Universitario Miguel Servet 
24. Fundación Jiménez Díaz 
25. Hospital Universitario Joan XXIII 
26. Hospital Álvaro Cunqueiro 



27. Hospital Universitario de Toledo 
28. Hospital Universitario La Paz, 

1-2, 10, 14, 15, 20, 22, 24, 28: Madrid; 3: Salamanca; 21: Oviedo; 4, 5, 11, 17: Barcelona; 6: Sevilla; 7: Palma de Mallorca; 
8: Valladolid; 9: Girona; 12: A Coruña; 13: San Sebas5án; 16: Gijón; 18: Bilbao; 19: Las Palmas de Gran Canaria; 23: 
Zaragoza; 25: Tarragona; 26: Vigo; 27: Toledo 
Introduction: Avatrombopag (AVA) is an oral thrombopoietin receptor agonist (TPO-RA) without food 
interactions and is increasingly used in immune thrombocytopenia (ITP). Evidence suggests that AVA may 
be effective after inadequate response or intolerance to eltrombopag (ELT) or romiplostim (ROMI). 
Real-world results from large cohorts remain limited. 
Objective: To evaluate efficacy and safety outcomes in ITP patients who switched from ELT or ROMI to AVA 
in routine clinical practice. 
Methods: A nationwide, multicentre, retrospective study of adult ITP patients switching from ELT/ROMI to 
AVA with a treatment gap ≤30 days. Effectiveness was defined as achieving platelet counts ≥50×10⁹/L (PR) 
or ≥100×10⁹/L (CR) without bleeding. Concomitant treatments, persistence on AVA and 
treatment-emergent adverse events (TEAEs) were recorded. 
Results: Two hundred and eight patients were included. Median age at switch was 56 years (42–71) and 
median follow-up 62 weeks. Chronic ITP was present in 187/208 (89.9%). Switching was due to lack of 
efficacy in 115/208 (55.3%), convenience in 66/208 (31.7%) and TEAEs in 27/208 (13.0%). Previous 
treatments were ELT in 126/208 (60.6%) and ROMI in 82/208 (39.4%). Median interval between stopping 
ELT/ROMI and starting AVA was 1 day (0–2). Median dose to achieve response was 140 mg/week.  
Among patients switching due to lack of efficacy, 91% achieved R and 76% achieved CR. In those switching 
for convenience or TEAEs, 92/93 (98.9%) achieved response, and CR was reached in 92% (Figure 1). 
Response was observed in 44/46 (96%) who had previously failed both ELT and ROMI. Platelet counts 
remained >100×10⁹/L at 3, 6 and 12 months across all subgroups. 
Around half of ELT/ROMI non-responders initiated AVA with concomitant treatments, and up to 55% 
discontinued these while on AVA. Concomitant treatment use was less common in convenience/TEAE 
switchers, but discontinuation rates were similar. 
No TEAEs were reported in 79% of patients. AVA was discontinued due to TEAEs in 11/208 (5%), including 
myelofibrosis (1), gastrointestinal discomfort (1), thrombocytosis (1), progression of mesenteric venous 
thrombosis (1), ischaemic stroke (2), myxoma (1), follicular lymphoma (1) and headache (3). 
Conclusions: AVA was effective and well tolerated in ITP patients switching from ELT or ROMI, including 
those previously refractory to both drugs. Responses were rapid and sustained, with many patients 
discontinuing concomitant therapies. Safety was favourable, supporting AVA as a suitable alternative 
TPO-RA in real-world ITP management. 

 

 

 
 
 
 
 
 
 
 
 
 

Figure 1. Efectiveness of AVA after switching from ELT or ROMI 
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Introduction: Chronic immune thrombocytopenia (ITP) is an acquired autoimmune bleeding disorder 
characterized by immune-mediated platelet destruction and impaired platelet production. While first-line 
therapy with corticosteroids and/or intravenous immunoglobulin (IVIG) is effective in most patients, a 
substantial proportion relapse or become refractory, requiring second-line treatments. Thrombopoietin 



receptor agonists (TPO-RAs), including Avatrombopag (Ava), represent a key therapeutic option. 
Aim of the Study: To evaluate the efficacy and safety of Ava in a real-world cohort of chronic ITP patients, 
with particular focus on outcomes according to prior exposure to other TPO-RAs. 
Methods: This multicenter retrospective study included adult patients with primary ITP treated with Ava in 
routine clinical practice across 20 Italian centers between June 2022 and October 2024. Primary endpoints 
were overall response rate (ORR; platelets ≥50 × 10⁹/L without rescue therapy), time to response (TTR), and 
duration of response (DoR). Secondary endpoints included baseline characteristics, dose modifications, 
need for rescue therapy, and adverse events of special interest (AESIs). 
Results: A total of 240 patients were included (median age 60.5 years; 64.2% female). Patients had received 
a median of two prior therapies, and 55.8% had been previously exposed to another TPO-RA. Median 
baseline platelet count was 15 × 10⁹/L. Median TTR was 14 days, and median DoR was 13.2 months. At a 
median follow-up of 11.5 months, 70.9% of patients remained on treatment with a median platelet count 
of 132 × 10⁹/L. Durable response on treatment was observed in 66.7% of patients, while 9.2% were 
refractory, 6.2% relapsed, and 2.9% achieved sustained response off treatment (SROT). Response was 
significantly associated with younger age, fewer prior therapies, prior TPO-RA exposure, and baseline 
platelet count, whereas sex and concomitant steroid use were not. Thrombotic and bleeding events 
occurred in 4.6% and 7.9% of patients, respectively, leading to discontinuation in nine cases. Four 
malignancies (1.7%) and four deaths were recorded. 
Conclusions: In this large Italian real-world cohort, Avatrombopag demonstrated high efficacy and an 
acceptable safety profile, including in heavily pretreated patients and those previously exposed to other 
TPO-RAs. Longer follow-up is warranted to further assess durability of response. 
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In immune thrombocytopenia (ITP), platelet-intrinsic alterations and their potential contribution to ITP 
pathogenesis remain poorly understood. Although anucleate, platelets preserve a functional transcriptome 
that may reflect disease-specific alterations. However, transcriptome-wide analyses of circulating platelets 
in ITP are lacking. We therefore performed RNA sequencing of purified platelets to assess feasibility and 
characterize platelet RNA profiles in ITP. 
Peripheral blood samples from 6 ITP patients (platelets 24-45/µl, without ITP-specific treatment at 
sampling), 6 patients with chemotherapy-induced thrombocytopenia matched for platelet count, 6 patients 
with ITP in treatment-free remission, and 8 healthy controls were analyzed. RNA sequencing was performed 
on rRNA-depleted libraries after platelet purification by dual leukocyte depletion, followed by differential 
expression and functional enrichment analyses. 
RNA yield per platelet was increased in ITP, consistent with predominance of young, RNA-rich platelets. 
Active ITP samples showed marked transcriptomic differences compared with healthy controls, whereas 
remission samples were more similar to controls.  
Functional enrichment analyses in ITP versus healthy controls showed coordinated upregulation of platelet 
activation-related pathways, such as vesicular trafficking, cytoskeletal remodeling, adhesion, and calcium 
signaling, alongside marked downregulation of mitochondrial transcripts, including respiratory chain 
components and mitochondrial tRNAs. At the transcriptional level, this pattern is consistent with an 
activation-primed state with altered mitochondrial integrity, and resembles features described in 
procoagulant platelets. 
To assess disease specificity, platelets from patients with post-chemotherapy thrombocytopenia during 
marrow recovery were analyzed as a comparator. While both conditions shared transcriptional features, 
platelet activation pathways showed more prominent and coordinated enrichment in ITP, with additional 
immune-related signatures, suggesting disease-specific changes. 



Our study demonstrates that platelet transcriptome profiling is feasible in ITP despite low platelet counts, 
enabling detailed molecular characterization in this challenging context. While limited by cohort size and 
lack of functional validation, the observed transcriptional changes may affect platelet function in vivo and 
contribute to disease-specific characteristics of ITP.  
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Background: 
Corticosteroids remain the standard first-line treatment for immune thrombocytopenia (ITP), yet less than 
40% of patients achieve a sustained response off treatment for 6 months (SROT). Prior reports in difficult-
to-treat ITP have suggested that combining immunosuppressive agents with thrombopoietin receptor 
agonists may yield response rates. However, no data are available on SROT outcomes using this approach 
as first line treatment. We present first interim analysis from RODEX study. 
Methods: 
RODEX (ClinicalTrials.gov NCT05723326) is a randomized (1:1), open-label, phase 3 trial comparing 
dexamethasone (DEX) to dexamethasone plus romiplostim (ROM+DEX) as first line treatment in adults (≥18 



years) with newly diagnosed primary ITP and platelet count <30×10⁹/L. Patients received dexamethasone 
as monotherapy 40mg/day for 4 days up to 3 cycles either a single cycle dexamethasone followed by weekly 
subcutaneous romiplostim. Primary endpoint is SROT and secondary endpoints include early response, 
relapse rate, safety (CTCAE v4.03), and quality of life (SF-36 v2, FACIT-F, ITP-PAC). Cost-effectiveness and 
healthcare resource utilization are also being assessed.  
Results: 
Between December 2022 and April 2025, a total of 124 were randomized: 63 to DEX and 61 to ROM+DEX. 
Patient characteristics are described in table 1. Early platelet response (≥50×10⁹/L at 4 weeks) was 69.9% 
DEX and 70% ROM+DEX (p>0.05). Among evaluable responders, SROT at 6 months and platelet>50x109/L 
was 30.2% DEX vs 59.9% ROM+DEX (p=0.018) and SROT at 12 months platelet>50x109/L 29.3% DEX vs 
40.5% ROM+DEX, still no able to be compared. In DEX arm, patients received a mean of 3 dexamethasone 
cycles. In ROM+DEX arm median Rom treatment duration was 14.5 weeks (range 2-37) and maximal dose 
used 3.5mcg/kg (3-5). Treatment failure was higher in DEX arm 23.8% vs 6.3% in ROM+DEX (p=0.038). 
Although detailed SAE rates are pending, Interim data suggest better tolerance in the ROM+DEX group with 
less dexamethasone AE related (DEX 39.7% vs ROM+DEX, 16.7%, p=0.018). There was no difference in 
thrombosis, bleedings or death rates.  
Conclusion: 
These interim results suggest that ROM+DEX SROT and reduces treatment failure and SROT compared to 
DEX as monotherapy as first line treatment in newly diagnosed ITP. The combination regimen appears safe 
and better tolerated, potentially due to reduced corticosteroid exposure. 

Table 1. Patient characteristics 
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Immune thrombocytopenia (ITP) is a rare autoimmune disorder characterised by immune-mediated 
platelet destruction and impaired platelet production, leading to thrombocytopenia and an increased risk 
of bleeding, fatigue, and cognitive impairment. Bleeding manifestations range from minor mucocutaneous 
bleeding to life-threatening haemorrhage. Although the pathogenesis of ITP is incompletely understood, 
immune dysregulation plays a central role. The gut microbiome has been implicated in the development 
and modulation of several autoimmune diseases; however, its role in ITP has not been systematically 
explored. Anecdotal reports from patients suggest that interventions such as antibiotics, probiotics, or 
fasting may influence platelet counts, supporting a potential microbiome-immune interaction in this 
condition. 
We conducted a case-control study to compare gut microbiome profiles between patients with ITP and 
healthy controls and to explore associations between microbiome composition and disease characteristics. 
Eighteen patients with ITP (nadir platelet count ≤30 × 10⁹/L) were recruited from Hammersmith Hospital, 
along with four related healthy controls. An additional forty unrelated healthy controls were included from 
an independent cohort. Stool samples were analysed using 16S rRNA gene sequencing and quantitative PCR 
to assess microbiome composition and diversity.  
The demographics and clinical characteristics of the population studied are presented in Table 1. ITP 
patients had significantly reduced gut microbiome diversity compared to healthy controls (p = 1.16 × 10⁻¹²). 
Patients with lower platelet counts or longer disease duration exhibited the lowest microbiome diversity (p 
= 0.04 and p = 0.04, respectively). In a patient engagement event involving 13 participants, the majority of 
patients reported willingness to try microbiome-targeted therapies, with 92% open to probiotics or 
prebiotics and 58% open to faecal microbiota transplantation (FMT). 
These findings suggest that gut microbiome disturbances are associated with ITP, particularly in severe or 
long-standing disease. Further studies are warranted to determine causality and to evaluate microbiome-
targeted therapies as potential novel treatment strategies. High levels of patient engagement support the 
feasibility of future interventional studies. 
 
 



 
Table 1: Demographics and clinical characteristics of the population studied 
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Introduction: The UK Childhood ITP Registry (UKCITP) opened to recruitment in January 2007 and closed in 
January 2024 with final data entry in March 2024. This analysis describes the patient (pt), and disease 
characteristics of UK children diagnosed with secondary ITP or having had an alternative cause identified.   
Methods: Pt were included if they were classified as having secondary ITP, if they had platelet count >100 
x 109/L (plt ) at diagnosis or an alternative cause of thrombocytopenia was identified.  
Results: 2242 pts were classified as primary ITP or plt >100 at diagnosis. 29 cases were classified as 
secondary ITP or an alternative cause of ITP. 
Age at presentation peaked at 2-5y. The male-to-female ratio (M:F) at diagnosis showed a bi-modal pattern, 
with female predominance in the <2y (0.25:1) and 6-11y (0.75:1) group 
Pt were discharged from follow up once counts remained >150. Mean follow up (FU) for documented plt 
counts was 22.7 months (mo). At presentation, 21 pt (72%) had plt <20 x 109/L. 72% had plt<150 at 6mo 
and 31% at 12mo.  
11 pt (38%) received first-line therapy at diagnosis, all with intravenous immunoglobulin (IVIg). Nine pt 
(31%) received a single course of first-line therapy and 2 (7%) required multiple courses. Rescue therapy 
was given to 9 pt (31%), mostly  corticosteroids; 5 pt received a single course while 4 required ≥3. Second-
line therapy was required in 3 pt (10%)No patients underwent splenectomy.  
Bone marrow aspiration was performed in 59%, at a median of 115 days from diagnosis. Cytogenetic 
patients were performed in 5 pt: 4 (80%) had normal findings and 1 tested positive for Falconi anaemia. 12 
pt were tested for ANA, 14% were positive.  
Conclusion: When compared with our previous analysis of the UKCITP primary cohort, age of presentation 
was highest in the <2y cohort, suggesting that immune immaturity may contribute to disease manifestation. 
Both cohorts demonstrated comparable disease severity at presentation. Whereas a clearly defined switch 



from male to female predominance, occurred in the primary cohort at age 6-11y, no such pattern existed 
for the secondary cohort.  
Our data suggests that standardisation of investigations for ITP patients is critical to identify secondary ITP 
which may need a different treatment approach. 
 

Secondary Causes of ITP Alterna;ve Causes of ITP 
Evans Syndrome Acute Myeloid Leukaemia 
Inflammatory Bowel Disease Myelodysplas^a 
Immunodeficiency Bone Marrow Failure 

Table 1: Secondary and Alterna2ve Causes of ITP 
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Introduction: Immune thrombocytopenia (ITP) is an autoimmune disorder characterized by reduced 
platelet counts and increased risk of bleeding. Pirtobrutinib, a highly selective, non-covalent, reversible 
Bruton tyrosine kinase (BTK) inhibitor, may offer advantages for patients with ITP due to its optimized 
pharmacokinetic properties, once-daily dosing, and specificity for BTK. Preclinical ITP models show 
pirtobrutinib effectively reduces B-cell activity and autoantibody production. This phase 1/2 study aims to 
optimize the dosing of pirtobrutinib in adults pre-treated for primary ITP. 
Methods: This study consists of 2 parts: phase 1 dose escalation and phase 2 dose optimization. Phase 1 is 
an open-label portion where dose escalation will be driven by the BOIN method.~ 9-18 participants will be 
enrolled into sequential dose levels, starting at the lowest dose of oral pirtobrutinib, once daily for 12 
weeks. The primary objective is to assess the safety and tolerability of pirtobrutinib and select doses for 
phase 2. Secondary objectives will assess the efficacy by platelet response rate, the extent of disease 
control, and describe the PK of pirtobrutinib. Phase 2 is a randomized double-blind dose optimization design 
where ~ 10 participants will be randomized to evaluate ≥2 dose levels of pirtobrutinib versus placebo. 
Patients will be treated for 12 weeks to assess the stability of response. The primary objective is to assess 
the efficacy of pirtobrutinib versus placebo, by stable platelet response rate (platelet count ≥50 k/μL on ≥ 
4 of 6 consecutive biweekly visits between weeks 14-24, without rescue therapy and prohibited 
concomitant medications affecting efficacy). Secondary objectives will evaluate the safety, PK, and 
additional efficacy endpoints of pirtobrutinib. Patients aged ≥18 with confirmed diagnosis of primary ITP 
for ≥3 months prior to enrollment, and history of response to ≥1 prior line of therapy are eligible. Exclusion 
criteria include treatment other than corticosteroids or TPO-RA for ITP within 2 weeks of visit 1, use of 
anticoagulants or antiplatelet therapy, history of any thrombotic or embolic event within 12 months before 
screening, hematologic malignancy, and significant cardiovascular disease.  
 
Results: This study is a Trial in Progress, and enrollment is ongoing. 
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REAL-WORLD SAFETY AND EFFICACY OF AVATROMBOPAG IN ADULTS WITH 
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Background 
Immune thrombocytopenia (ITP) is associated with bleeding risk and a clinically relevant 
incidence of thromboembolic events (TEEs). Concerns regarding vascular safety persist with 
thrombopoietin receptor agonists (TPO-RAs). Avatrombopag (AVA), a second-generation oral 
TPO-RA, is increasingly used in clinical practice; 
however, comprehensive real-world data on its efficacy and safety remain limited. This 
systematic review and meta-analysis aimed to evaluate AVA exclusively in routine clinical 
settings. 
Methods 
Following PRISMA 2020 guidelines, retrospective and prospective observational studies 
published since 2020 reporting AVA use in adults with ITP were analyzed. Primary endpoints 
were TEEs and platelet response—complete response (CR: 
≥100×10⁹/L) and response (≥50×10⁹/L)—in the absence of rescue therapy. 
Secondary endpoints included time to response, treatment discontinuation, and adverse 
events (AEs). Random-effects models were applied. 
Results 
Fifteen studies met inclusion criteria. The pooled incidence of thromboembolic events was 
2.82% (95% CI: 1.61–4.27; n=763) (Fig. 1A), corresponding to 3.29 events per 100 patient-years. 
Overall response (platelet count > 50 x 109/L in the absence of rescue therapy) was achieved 
in 91.99% of patients (95% CI: 89.25–94.41; n=679) (Fig. 1B). Complete response (platelet 
count > 100 x 109/L in the 
absence of rescue therapy) occurred in 80.03% of patients (95% CI: 72.94–86.35; n=425). 
Median time to platelet response was 11.1 days (n=495). Treatment 
discontinuation occurred in 18.86% of patients (n=1,054), and avatrombopag-related adverse 
events were infrequent (4.05%; 4.56 per 100 patient-years; n=557). 
Conclusions 
Real-world evidence confirms the high efficacy and favorable safety profile of avatrombopag 
in adult ITP, with rapid platelet recovery and a low incidence of thrombotic events. These 
findings support its use as an effective and well- 



tolerated option in routine clinical practice. 
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Introduction: Avatrombopag (AVA) is a thrombopoietin receptor agonist (TPO-RA) approved for the 
treatment (tx) of immune thrombocytopenia (ITP). Real-world (RW) evidence on AVA is limited in patients 
(pts) with TPO-RA–naive ITP. We describe RW tx patterns and clinical outcomes in TPO-RA–naive pts 
receiving AVA in the US. 
Methods: This is a retrospective chart review of TPO-RA–naive adults with primary ITP who initiated AVA 
on/after 1 Jul 2019, with ≥6 mo of follow-up after AVA initiation. Pts were followed from AVA initiation until 
the earliest of last contact, death, or study end (20 Jan 2025). Response was defined as achieving a 
meaningful platelet count (PC) (response thresholds: ≥30×109/L, ≥50×109/L, and ≥100×109/L) at least once 
in the absence of rescue tx. Among responders, response durability was defined as the percent of time on 
AVA with a PC above the response threshold. 
Results: Of 200 pts treated with AVA, 33.5% (n=67) had chronic ITP and 66.5% had acute (n=61) or persistent 
(n=72) ITP. The majority of pts were female (59.5%). The mean (SD) age was 57.5 (15.0) years. Demographics 
were similar between pts with chronic ITP and pts with acute/persistent ITP. The median AVA tx duration 
was 9.1 mo for pts with chronic ITP and 7.7 mo for acute/persistent ITP. Few pts required concomitant or 
rescue tx while on AVA; among pts who received concomitant steroids/immunosuppressants, all reduced 
or discontinued use of ≥1 of these concomitant medications (Table 1). Response rates and durability of 
response were high across groups (Table 1). PCs ≥50×109/L were achieved in 93.8% of pts with baseline PC 
<50×109/L with chronic ITP and 95.5% with acute/persistent ITP, with median response durability of 88.3% 
and 88.4%, respectively. PCs ≥30×109/L were achieved in ≥98% of pts with baseline PC <30×109/L in each 
group with median response durability ≥93%. At last follow-up, >70% of pts remained on tx with AVA. The 
AVA discontinuation rate was 25.5% (chronic ITP: 20.9%; acute/persistent ITP: 27.8%). The most common 
reasons for discontinuing AVA were achieving target PC, lack of efficacy, and pt preference (Table 1). Among 
pts who discontinued AVA, 19.6% (57.1% with chronic ITP and 5.4% with acute/persistent ITP) had 
subsequent ITP tx. Of these pts, 12.5% with chronic ITP and none with acute/persistent ITP discontinued tx. 



Conclusions: In the RW setting, AVA yielded a high rate of sustained platelet response in TPO-RA–naive pts 
with chronic or acute/persistent ITP. 

Table 1. Clinical characteristics, treatment patterns, and clinical outcomes with AVA by phase of ITP 
 Patients with chronic ITP 

(n=67) 
Patients with acute or 
persistent ITP (n=133) 

Clinical characteristics 
PC closest to but prior to index initiation, %   

<30×109/L 83.6 84.2 
≥30×109/L to <50×109/L 13.4 15.0 
≥50×109/L to <100×109/L 3.0 0 
≥100×109/L 0 0.8 

Treatment patterns  
ITP treatments prior to AVA,a %   

Corticosteroids 95.5 92.5 
Immunoglobulins 47.8 45.9 
Rituximab 38.8 21.1 
Splenectomy 11.9 0.8 

Concomitant ITP medication while on AVA,b 
%   

Corticosteroids 3.0 8.3 
Immunoglobulins 1.5 1.5 

Reduced/discontinued ≥1 concomitant 
steroid/immunosuppressant while on AVA,c 
%  

100 100 

Rescue therapy use while on AVA,d % 7.5 9.0 
Median duration of AVA treatment, months 
(IQR) 9.1 (6.8–11.8) 7.7 (6.2–10.3) 

Discontinued AVA treatment, % 20.9 27.8 
Reason for discontinuing AVA,e %   

Achieved target PC 6.0 16.5 
Lack of eZicacy 9.0 1.5 
Patient preference 3.0 4.5 
Splenectomy 0 3.8 
Death 0 3.0 
Financial factors 4.5 0.8 

Received other ITP therapy after AVA 
discontinuation,f n/n (%) 8/14 (57.1) 2/37 (5.4) 

Clinical outcomes 
Platelet response, among patients below 
that threshold at baseline, n/N (%)   

PC ≥30×109/L 56/56 (100.0) 110/112 (98.2) 
PC ≥50×109/L 61/65 (93.8) 126/132 (95.5) 
PC ≥100×109/L 50/67 (74.6) 100/132 (75.8) 

Median response durability,g %   
PC ≥30×109/L 93.5 93.1 
PC ≥50×109/L 88.3 88.4 
PC ≥100×109/L 68.5 71.1 

aTreatments in ≥10% of patients in either group. bConcomitant medications administered in >1 patient in either group. 
cAmong patients who received ≥1 concomitant steroid/immunosuppressant during AVA therapy; 2 patients with chronic 
ITP and 11 patients with acute/persistent ITP received ≥1 concomitant steroid/immunosuppressant during AVA therapy. 
dConcomitant ITP-related medication given during AVA treatment to manage acute worsening of thrombocytopenia or 
bleeding. eReasons reported by >2 patients in either group; patients may have had ≥1 reasons for discontinuation. 
fAmong patients who discontinued AVA treatment; 14 patients with chronic ITP and 37 patients with acute/persistent ITP 
discontinued AVA treatment. gResponse durability is the percent of time on AVA with a PC above the prespecified 
thresholds in the absence of rescue therapy. 
AVA, avatrombopag; IQR, interquartile range; ITP, immune thrombocytopenia; PC, platelet count. 
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Background: Immune thrombocytopenia (ITP) is a rare autoimmune disorder driven by complex immune 
dysregulation leading to low platelet counts, increased bleeding risk, and substantial physical, psychosocial, 
and quality-of-life burdens. The lack of a framework to holistically assess patient-perceived disease control 
remains a barrier to patient-centered care in ITP. We report stage I of the ITP control tool (ITP-CT) 
development, which aims to define ITP control through panel discussions incorporating clinical and patient 
perspectives. 
Methods: Four expert ITP clinicians and four ITP patient representatives from patient advocacy groups 
convened as an expert panel to define the dimensions of “ITP control”. Experts completed a pre-meeting 
survey to identify relevant variables. Each expert attended one of three virtual meetings consisting of 
presentations, structured discussions, and feedback rounds. Following panel meetings, an ITP-CT draft was 
developed and refined according to post-panel surveys.  
Results: Over 50% of survey respondents rated multiple bleeding events and psychosocial impacts as highly 
important to defining ITP control. Clinicians considered treatment side effects extremely important, while 
patient representatives rated them moderately important. All respondents considered emergency room 
visits extremely important.  Panel discussions highlighted the importance of low/fluctuating platelet counts, 
frequent/prolonged bleeding events (nosebleeds, menstrual bleeding, blisters, bruising), physical fatigue 



and emotional impacts such as anxiety or sadness. Broader impacts on work, social activities and the need 
for emergency interventions were also emphasized. Patient representatives emphasized the significance of 
physical fatigue and cognitive impacts, while clinicians prioritized bleeding and side effects. These insights 
informed 8 variables for the ITP-CT: 1) bleeding/bruising, 2) physical fatigue, 3) brain fog/difficulty 
concentrating, 4) platelet count experience, 5) emotional well-being, 6) daily activities, 7) social interactions 
and 8) emergency care. Items were drafted with variations in frequency, severity, and bother, using a 4-
week recall period. The ITP-CT draft was refined via post-panel survey feedback and validated through Stage 
II patient interviews. 
Conclusions: Stage I of ITP-CT development established a framework grounded in clinical priorities and 
patient-lived experience, strengthening the foundation for patient-centered ITP care. 
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Platelet apoptosis contributes to platelet destruction in immune thrombocytopenia (ITP). However, the 
precise signaling pathways involved remain incompletely characterized. This study aims to elucidate the 
signaling pathways involved in antibody-mediated platelet destruction by employing monoclonal 
antibodies (mAbs) and autoantibodies (AAbs) targeting glycoprotein (GP) Ib/IX or GPIIb/IIIa complexes. 
Washed human platelets were used to evaluate antibody-induced apoptosis. Apoptosis was assessed via 
flow cytometry by identifying P-selectin negativity (CD62P−), phosphatidylserine exposure (Annexin V+), 
and alterations in mitochondrial membrane potential (TMRE−). Initially, 13 distinct mAbs targeting GPIb/IX 
or GPIIb/IIIa were screened to identify mAbs capable of inducing platelet apoptosis. Concurrently, sera from 
ITP patients harboring GP-specific AAbs were evaluated for their capacity to induce platelet apoptosis. To 
investigate the signaling pathways involved, platelets were pretreated with FcγRIIA blocking mAb (IV.3) 
followed by assessment of apoptosis. In the screening study, 4 of 13 mAbs were identified to induce platelet 
apoptosis. Among ITP patient sera, 3 of 8 (37.5%) with anti-GPIb/IX antibodie, 18 of 28 (64.3%) with anti-
GPIIb/IIIa antibodies and 22 of 34 (64.7%) with both antibodies induced apoptosis in washed platelets. 
Blockade of platelet FcγRIIA effectively inhibited apoptosis induced by antibodies against GPIIb/IIIa but had 
no inhibitory effect on apoptosis induced by antibodies against GPIb/IX. Platelet destruction triggered by 
anti-GPIb/IX and anti-GPIIb/IIIa antibodies involves distinct signaling pathways. Elucidating these divergent 
pathways may facilitate the development of targeted therapeutic strategies for ITP. 
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Introduction: 
Evans syndrome (ES) is a rare autoimmune disorder characterized by the simultaneous or sequential 
occurrence of immune thrombocytopenia (ITP), autoimmune hemolytic anemia (AIHA) and/or autoimmune 
neutropenia (AIN). Evidence-based guidelines remain limited, particularly in adult populations.  
Objective: 
To describe the clinical features and treatment outcomes in a Spanish cohort of patients with ES enrolled 
in RESTI (Spanish Registry of ITP). 
Methods: 
Retrospective multicenter study based on RESTI. We included patients with ES, defined by the coexistence 
(simultaneous or sequential within 10 years) of ITP and AIHA and/or AIN based on established international 
criteria. Data on demographics, clinical presentation, treatments, and responses were collected using a 
standardized form.  
Results: 
A total of 76 patients were included, with a median age of 27 years (IQR: 10–54.5), 45.3% female. Thirty-
three patients were younger than 18 years old (median age 10 years, IQR: 4.5–12.5). AIHA was present in 
71%, and AIN in 36%. Median follow-up was 306 weeks (IQR: 128–575). All patients received steroids as 
first-line therapy. Median time to response in ITP was 9 days, 14 days in AIHA and AIN in a median of 3 days. 
For ITP, response rates were 60.3% (CR 75%), AIHA 80% (84% CR) and neutropenia 76%. 
Second-line treatments included rituximab in 14 patients (375 mg/m²/week; four cycles). Among them, ITP 
responses included 40% CR, 20% R. In WAIHA, 50% achieved CR. Among two patients with neutropenia, 



one responded. Mycophenolate was used in a total of 22 patients, all of them pediatric, with response rates 
of 54% in ITP and 43% in AIHA. The median time to response was 28 days (IQR: 18.5–70) in ITP and 65 days 
(IQR: 26.2–189) in AIHA. 
Fostamatinib was used in 9 adult patients with concurrent ITP and AIHA. Median baseline platelets were 13 
×10⁹/L and hemoglobin 9.5 g/dL. All patients were on concomitant therapy. Median time to ITP response 
was 14 days (IQR:6-25.5) with a response rate of 78%. Median time to response for AIHA was 54 days (IQR: 
22-292) with a response rate of 44%.  
Thrombopoietin receptor agonists (TPO-RAs) showed no efficacy in AIHA (5 patients). 
Conclusion: 
Corticosteroids remain a cornerstone of therapy. Rituximab and Mycophenolate demonstrated moderate 
efficacy across lineages, while fostamatinib showed rapid, durable responses in both ITP and AIHA. The lack 
of response to TPO-RAs in AIHA underscores the need for lineage-specific therapeutic strategies.  
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Avatrombopag (AVA) is a thrombopoietin receptor agonist approved in the US and EU for treating adults 
with chronic immune thrombocytopenia (ITP). We report results from the open-label extension (OLE) of a 
phase 3 trial evaluating the efficacy and safety of AVA in Japanese patients. Adults with chronic ITP and 
prior insufficient treatment response were enrolled in the 26-week core phase at a starting dose of AVA 20 
mg daily; dosing was adjusted during the trial to maintain a platelet count (PC) of ≥50x109–<200x109/L. 
Patients completing the core phase continued to the OLE. Efficacy and safety data were collected through 
1 year, including PCs, treatment-emergent adverse events (TEAEs), and adverse events of special interest 
(AESIs; thromboembolic or bleeding events). Of 19 enrolled patients, 15 completed the core phase and 
entered the OLE; as of 31 July 2024, 3 (20%) had discontinued and 12 were ongoing, with a mean AVA 
exposure duration of 61.9 weeks. Median PCs remained in the target range throughout the trial; 60% of 
patients did not require rescue therapy in the extension phase by the data cutoff. TEAEs were reported for 
19 (100%) patients during the trial, including 4 AVA-related AEs and 3 AEs leading to AVA withdrawal. One 
serious AESI (heavy menstrual bleeding) and 2 nonserious AESIs (peripheral arterial occlusive disease and 
AVA-related cerebrovascular accident in the same patient) occurred. No deaths have been reported. Results 
of this ongoing OLE trial show that AVA is efficacious and well tolerated up to 1 year, confirming previously 
reported core-phase results. 
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DETECTION OF PLATELET-SPECIFIC PATIENT ANTIBODIES USING HUMAN IPSC-DERIVED 
MEGAKARYOCYTES 
G. Uzun1|2, A. Rovai3, F. Lyshy2, R. Dettmer3, O. Haghighi1, I. Marini1, U.J. Sachs4, C. 
Figueiredo3, T. Bakchoul1|2 
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Tübingen (D); 2. Center for Clinical Transfusion Medicine Tuebingen- Tübingen (D); 3. Hannover Medical School, Ins5tute 
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Immunology, Transfusion Medicine and Hemostasis- Gießen (D) 
Platelet-specific antibodies play a central role in the pathophysiology of immune thrombocytopenia (ITP) 
and fetal-neonatal alloimmune thrombocytopenia (FNAIT), yet their reliable detection remains a diagnostic 
challenge. Current gold-standard assays rely on fresh donor cells, posing difficulties in availability and 
standardization across laboratories. This study evaluates the feasibility of using induced pluripotent stem 
cell (iPSC)-derived megakaryocytes as a scalable and standardized alternative for detecting platelet 
antibodies in a modified monoclonal antibody-specific immobilization of platelet antigens (MAIPA) assay. 
Human iPSCs were differentiated into megakaryocytes in vitro using stirred bioreactors, with confirmed 
expression of key glycoproteins (GPIIb/IIIa, GPIb/IX, GPIa) by flow cytometry. Performance was tested using 
the WHO reference reagent for human platelet antigen (HPA)-1a and 12 clinical samples containing well-
characterized alloantibodies targeting HPA-1a, HPA-1b, HPA-3a, HPA-3b, and HPA-5b. Additional 
experiments assessed binding of autoantibodies from ITP patients. The WHO anti-HPA-1a reference showed 
comparable binding between donor platelets and iPSC-derived megakaryocytes with strong correlation (r 
equals 0.94) in optical density (OD) values. Alloantibodies against HPA-1a, HPA-1b, and HPA-3b were 
reliably detected, while anti-HPA-3a and anti-HPA-5b showed lower OD values compared to standard 
MAIPA. Both alloantibodies from FNAIT patients and autoantibodies from ITP patients demonstrated 
specific binding to iPSC-derived megakaryocytes in flow cytometry. iPSC-derived megakaryocytes represent 
a promising standardized source for platelet antibody detection in both FNAIT and ITP diagnostics, though 
sensitivity for certain HPA systems may require optimization through genetic modification to enhance 
glycoprotein expression or antigen presentation. 
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Background: Inherited thrombocytopenias are Mendelian platelet disorders that can be misclassified 
as immune thrombocytopenia which potentially exposes patients to ineffective 
immunosuppression. The NHS England R90 Bleeding & Platelet Disorders gene panel provides a 
diagnosis tool for inherited thrombocytopenias. The R90.1 consists of whole exome sequencing or 
medium panel and R90.2 consists of F5, F11, MYH9, ENG, ACVRL1, F7, F8, F9, F10, VWF, MLPA or 
equivalent. In our prior R90 evaluation, longer disease duration, family history and higher platelet 
nadir were associated with a genetic yield. We hypothesised that machine learning (ML) could 
improve upon traditional clinical criteria to optimise selection for genetic testing. 
Methods: We used the dataset from of our previously reported R90 service evaluation. Sixty adults 
and children tested from Jan 2023 - Dec 2024 were analysed. Predictors were age, sex, ethnicity, 
family history of thrombocytopenia, platelet count nadir and duration of thrombocytopenia. The 
outcome was positive genetic yield. Six ML models (logistic regression [LR], random forest [RF], 
support vector machine [SVM], gradient boosting [GBM], XGBoost, and a RF+GBM blend) were 
trained using repeated stratified five-fold cross-validation with grid-search hyperparameter tuning 
to maximise mean AUC. Out-of-fold predictions were used to estimate accuracy, sensitivity and 
specificity. Calibration was assessed with decile plots. 
Results: Twenty-five of 60 patients had a positive genetic yield (41.7%). All models discriminated 
inherited from non-inherited cases (Figure 1a). GBM achieved the highest AUC (0.83), followed by 
XGBoost (0.82) and RF (0.81). LR and the blended model achieved AUC of 0.79, and SVM achieved 



0.77. XGBoost showed lower sensitivity (0.48) and accuracy (0.68) despite a high AUC. Calibration 
was best for tree-based methods, with modest under-prediction in the highest-risk decile for LR. 
XGBoost and the blended model produced the fewest misclassifications (Figure 1b). Tree-based 
variable importance consistently ranked family history, disease duration and platelet nadir as the 
strongest predictors (Figure 1c). 
Conclusion: In this feasibility study, ML distinguished inherited from non-inherited 
thrombocytopenia using routinely available variables. Performance should be interpreted cautiously 
given the sample size. The findings support larger multi-centre datasets and external validation to 
optimise referrals for genetic testing in thrombocytopenia. 
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Background: Primary immune thrombocytopenia (ITP) is a heterogeneous autoimmune disorder 
characterized by increased platelet destruction and impaired platelet production. Despite advances in 
disease understanding, real-world epidemiological and treatment data remain scarce in Spain. The Spanish 



Immune Thrombocytopenia Registry (RESTI) was created to generate comprehensive national data on 
patient characteristics and treatment patterns. 
Materials and Methods: RESTI is a nationwide, multicenter, observational, ambispective registry promoted 
by the GEPTI-SEHH Working Group. It includes pediatric and adult patients with a presumptive diagnosis of 
ITP or immune-mediated thrombocytopenia (platelet count <100 × 10⁹/L) after informed consent. 
Results: To date, 925 patients have been included. The main demographic characteristics are shown in Table 
1. Regarding treatments, most patients (85%) received at least one treatment during follow-up, while 15% 
remained untreated. Corticosteroids were the most frequently used first-line therapy (95%), with 
prednisone (67.3%) and dexamethasone (39.7%) being the most commonly prescribed agents. 
Methylprednisolone (13.2%) and deflazacort (0.9%) were used less frequently. Immunoglobulins were 
administered to 57.1% of patients, and platelet transfusions to 10.8%. Second-line and subsequent 
therapies were widely used, particularly thrombopoietin receptor agonists, including eltrombopag (45.4%), 
avatrombopag (37.9%), and romiplostim (28.8%). Fostamatinib was prescribed in 12.1% of patients, and 
rituximab in 10%. Overall, treatment patterns reflected substantial heterogeneity in clinical practice across 
centers. 
Conclusion: RESTI represents the largest real-world national registry of ITP patients in Spain to date. These 
preliminary data provide valuable insights into current treatment strategies, highlighting extensive 
corticosteroid exposure and frequent use of second-line therapies. RESTI constitutes a robust platform for 
future epidemiological, clinical, and outcomes-based research in ITP. Ongoing patient inclusion and 
extended follow-up will allow evaluation of disease evolution, therapeutic responses, and long-term 
outcomes, contributing to improved stratification strategies and evidence-based decision-making within 
the Spanish healthcare system. Ultimately, RESTI aims to support harmonization of clinical practice and to 
serve as a reference framework for future national and international collaborative studies.  
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INDIRECT COMPARISON OF ORAL THROMBOPOIETIN RECEPTOR AGONISTS IN 
PAEDIATRIC IMMUNE THROMBOCYTOPENIA: EFFICACY, SAFETY AND ADHERENCE 
ANALYSIS 
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Introduction: Chronic paediatric Immune Thrombocytopenia (ITP) requires second-line therapy, with oral 
Thrombopoietin Receptor Agonists (TPO-RAs)—Eltrombopag (ELT) and Avatrombopag (AVA)—being key 
options. Direct comparative trials are lacking. This study performs an indirect comparison to assess their 
relative efficacy, safety, and adherence profiles in this population. 
Methods: A placebo-anchored indirect comparison (Bucher method) was conducted on pivotal paediatric 
trials (AVA-PED-301 vs. PETIT/PETIT2). Efficacy (Durable Response, Day 8 Response, Rescue Rate) and safety 
data (hepatic events, thrombosis) were assessed. A complementary Bayesian Hierarchical Model was used 
to explicitly adjust for population heterogeneity, as 73% of AVA-PED-301 patients were TPO-RA-exposed 
(refractory), compared to mostly naive patients in PETIT2. Treatment burden (dietary restrictions, 
monitoring) was also scored for adherence assessment. AI statistical analysis supported by Claude Sonnet 
4.5 
Results: Durable Response rates were 28% for AVA (vs. 0% placebo) and 40% for ELT (vs. 3% placebo). The 
frequentist indirect comparison showed {OR} = 0.92 (95% CI 0.03–31.2), indicating non-significant 
difference. The Bayesian model, after adjusting for the refractory population, estimated clinical 
equivalence: {OR} = 0.89 (95% Credible Interval [0.38, 1.94]), with a 71% probability of clinical equivalence. 
AVA showed advantages in rapid response (56% response by Day 8) and less need for rescue therapy (7% 
vs 19% for ELT). In safety, AVA had a superior hepatic profile (0% vs. 3.2% discontinuation for {ALT} with 
ELT). Furthermore, AVA requires no dietary restrictions or mandatory monthly hepatic monitoring, leading 
to a projected 40% better potential adherence compared to ELT (Adherence Score: AVA 2 vs. ELT 7).(See 
Table 1) 
Conclusions: Both oral TPO-RAs demonstrated equivalent durable efficacy, but Avatrombopag offers 
significant clinical advantages in terms of safety and convenience. The removal of dietary restrictions and 
monitoring requirements makes AVA the preferred TPO-RA in paediatric ITP, particularly for patients with 
poor adherence risk or concomitant hepatopathy, pending confirmation via a head-to-head non-inferiority 
study. 
 



 
 

Outcome Avatrombopag (AVA-
PED-301) 

Eltrombopag 
(PETIT2) 

Indirect 
Comparison 
(OR, 95% CI) 

Durable Response 
($\ge$50x10⁹/L for 
$\ge$6 of last 8 weeks, 
no rescue) 

28% (15/54) vs 0% 
placebo 

40% (25/63) vs 3% 
placebo 

0.92 (0.03–
31.2); No 
significant 
difference 

Early Response (Day 8, 
$\ge$50x10⁹/L) 

56% (p<0.0001 vs 
placebo) 

~45% (estimated 
from median 8–33 
days) 

Avatromboag 
faster 

Rescue Therapy Need 7% vs 43% placebo 
(0.58%/week) 

19% vs 24% 
placebo 
(1.46%/week) 

Lower with 
Avatrombopa
g 

Clinically Significant 
Bleeding (WHO Grade 
1–4) 

83% vs 90% placebo 
(no $\ge$Grade 3) 

37% vs 55% 
placebo 

Similar trend 
to reduction 
vs placebo 

Hepatic Safety (ALT 
elevation 
discontinuation) 

0% (0/54) 3.2% (2/63) 

Risk 
difference: -
3.2% (-7.8% 
to 1.4%); 
favors 
Avatrombopa
g 

Serious Adverse Events 9% 9% No difference 

Thrombosis 0% 0% No difference 

Convenience/Adherenc
e 

No dietary 
restrictions/monitorin
g (Score: 2/10) 

Dietary 
restrictions/Monthl
y monitoring 
(Score: 7/10) 

Projected 
$\approx$40
% better 
potential 
adherence 
with AVA 

Bayesian Equivalence 37.2% adjusted 
(Posterior Mean) 

40.1% (Posterior 
Mean) 

OR: 0.89 
(0.38–1.94); 
71% Prob. 
Equivalence 
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MYELOFIBROSIS IN IMMUNE THROMBOCYTOPENIA 
I. Soto1; D. Martínez1, S. Hurtado1, A. Caro1, J.R. Corte1 
1. Hematology and Hemotherapy Service. Central University Hospital of Asturias- Oviedo (S) 
Introduction / BackgroundA case report of autoimmune myelofibrosis in a woman with ITP on eltrombopag 
is described and her full remission after rituximab. This case explores bone marrow fibrosis in ITP under 
eltrombopag, distinguishing drug-induced from autoimmune myelofibrosis. 
 
Objective: To highligh the diagnostic challenge between drug-induced and immune myelofibrosis 
Methods / SourcesA 67-year-old woman was diagnosed with immune thrombocytopenia (ITP) in 2014, 
showing positive lupus anticoagulant and low-titer ANA. She achieved an initial response to corticosteroids 
and remained asymptomatic from autoimmune disease. In 2016, after relapse, she received intravenous 
corticosteroids and started eltrombopag as secondline therapy. A bone marrow aspirate performed at that 
time (without biopsy) showed marked megakaryocytic hyperplasia without fibrosis. She maintained good 
platelet response and clinical stability for several years under eltrombopag. In 2022, during routine follow-
up, she presented a new relapse with platelets of 9×10⁹/L and non-deficiency anemia (Hb 9.2 g/dL), with 
increased LDH (953 U/L) but no hemolysis. Imaging studies ruled out malignancy. Bone marrow aspirate 
was dry; biopsy revealed severe reticulin fibrosis (grade F3) and increased megakaryocytes. She had no 
constitutional symptoms. Molecular testing for JAK2, CALR, MPL, and BCR-ABL mutations was negative, 
excluding primary myelofibrosis. Because of steroid dependence and poor response to eltrombopag, she 
received rituximab (four weekly doses), achieving complete hematologic response. Both corticosteroids and 
eltrombopag were subsequently withdrawn, and she remains in complete remission without cytopenias.  
Discussion: TPO-receptor agonists such as eltrombopag enhance megakaryocyte proliferation and may 
induce mild, reversible fibrosis through profibrotic cytokines (TGF-β, PDGF). However, autoimmune 
myelofibrosis (AIMF) arises from aberrant immune activation with T and B autoreactive cells, leading to 
reticulin and collagen deposition. AIMF is characterized by absence of clonal mutations, association with 
autoimmunity, and good response to immunosuppressive therapy. In this patient, the absence of clonal 
markers and full remission after rituximab, despite continuation of eltrombopag, support the diagnosis of 
AIMF rather than drug-induced fibrosis. 
Conclusions 
This case illustrates the importance of considering autoimmune mechanisms in patients with ITP who 
develop bone marrow fibrosis during TPO-RA therapy. 
Figure 1 
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REAL-WORLD OUTCOMES OF AVATROMBOPAG IN PERSISTENT AND CHRONIC ITP: 
RESULTS FROM THE REAL-AVA 3.5 STUDY 
H. Maitland1, A. Oladapo2, F. Sattar2, M. Vredenburg2, S. Lucht3, E. Bland3, P. Pathak3†, B. 
Feinberg3, C. Piatek4 
1. University of Virginia- Charlottesville (USA); 2. Sobi, Inc.- Waltham (USA); 3. Cardinal 
Health- Dublin (USA); 4. University of Southern California-Los Angeles (USA) 
Introduction: In patients (pts) with immune thrombocytopenia (ITP), real-world data on treatment response 
remains limited, particularly among those who switch between thrombopoietin receptor agonists (TPO-
RAs). Here, we describe treatment patterns and clinical outcomes among adults in the US with 
acute/persistent or chronic ITP who switched from eltrombopag (ELT) or romiplostim (ROMI) to 
avatrombopag (AVA). 
Methods: This was a US retrospective chart review of adults with primary ITP who initiated ELT or ROMI on 
or after 01 Jul 2019, switched to AVA within 30 days of discontinuing the prior TPO-RA, and had ≥6 months 
of follow-up from AVA initiation. Pts were followed from AVA initiation until the earliest of last contact, 
death, or study end (21 Mar 2025). Response was defined as achieving ≥1 meaningful platelet count (PC) 
(response thresholds: ≥30×109/L, ≥50×109/L, or ≥100×109/L) in the absence of rescue therapy. Among 
responders, durability of response was defined as the percent of time on AVA with a PC above the response 
threshold. 
Results: Of 201 pts, 62.2% had chronic ITP and 37.8% had acute/persistent ITP at AVA initiation. The mean 
(SD) age was 56.7 (12.4) years and 60.7% were female. Pt characteristics, including baseline PCs, were 
generally similar between the 2 groups (Table 1). The median duration of follow-up from AVA initiation was 
9.3 months and the median AVA treatment duration was 8.4 months. The most common reasons for 
switching to AVA were “increased efficacy” and “more convenient” (Table 1). The use of rescue therapy 
with AVA was low (chronic ITP: 9.6%; acute/persistent ITP: 11.8%). Among pts who received ≥1 concomitant 
steroid (7.5%) while on AVA, all discontinued use of concomitant steroids; no pts received concomitant 
immunosuppressants. At a PC threshold of 30×109/L, response was achieved with AVA in 100% of pts with 
chronic ITP and 96.7% with acute/persistent ITP who had a PC below that threshold at baseline; median 
durability was 93.2% and 94.2%, respectively (Table 1). At a PC threshold of 50×109/L, response was 
achieved in 94.4% and 97.6% of pts with chronic and acute/persistent ITP, respectively, who had a PC below 
that threshold at baseline; median durability was 89.0% and 91.7%, respectively.  
Conclusions: Among pts who switched from ELT/ROMI to AVA, a clinically meaningful and durable platelet 
response was achieved, regardless of ITP disease duration. 
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OPTIMIZING ITP CARE WITH AVATROMBOPAG: INSIGHTS FROM A SINGLE-CENTER REAL-
WORLD STUDY. EFFICACY & SAFETY & TREATMENT PATTERNS 
D. Zafra-Torres1, P. Sanchez-Llorca 1, R. Iñiguez-García 1 ,  ML. Palacios- Berraquero 1, A. 
Zaratiegui-Vergara 1 , J.Martinez-Lopez 1,2 
1. Hematology department, Universitary Hospital 12 Octubre- Madrid; 2. Head of Department hematology 
and Full Professor/Chair Hematology department, Universitary Hospital 12 Octubre- Madrid 
Introduction:Avatrombopag (Ava) has shown high efficacy and a favorable safety profile in clinical trials and 
RW studies. Our experience is in line with these findings. Methods: 28 ITP patients treated with Ava for ≥ 
1month(2022–2025) are included.Endpoints: response (R) complete response (CR) rates, time to response, 
Platelets (PLT) thresholds ≥50 and ≥100 × 10⁹/L, outcomes if prior eltrombopag (ELPG) exposure and early 
use. PLT counts, dosing, and safety were assessed longitudinally up to 12 months and at last follow-
up.Results:Median age 48y at diagnosis and 56y at Ava initiation; male 57% and 43%. 68% chronic ITP& 
newly diagnosed 21%&persistent 11%. Median baseline PLT count 15×10⁹/L(IQR 6-29).100% received 
corticosteroids (CS),40% prior therapies including:ELGP40%, romiplostim32%, rituximab 21% & 
splenectomy 21%;  46% had recived ≥3 treatment lines.Median time from dgs to Ava initiation was 2,6years 
(IQR <1–14,2y). Overall R/CR rate 89% (n=25). 75% switched to Ava for inadequate response, 15% for 
convenience & 10% adverse events. Median times to R and CR was 13(IRQ 7-14) and 30(14-74) days. Heavily 
treated patients ≥3lines required higer weekly doses. PLT remained stable between 3 and 
12months(Friedman p=0.264) allowing dose reductions.Among responders,14(66%) remained on Ava, 
while 7(33%) maintained PLT response after discontinuation;median follow-up 15months(IQR9-25) Patients 
switching directly from ELPG required lower maintenance doses (80–140 mg/week) than those with remote 
exposure (220 mg/w; p=0.028). AE occurred in 28%, mostly mild and NO thromboembolic events observed. 
32 % required temporary treatment interruptions due to high PLT counts. 7 patients received 
avatrombopag early seting (4p < 3monts ;3p 3-12m). The median time from corticosteroid initiation to Ava 
was 18 days (range 5–225 days). All those patients achieved CR;mean time to response 10 days. Treatment 
discontinuation was feasible in 6 of 7 patients, who maintained durable PLT responses without relapse 
during a follow-up ≥6 months.Figure1.Conclusion: Ava showed rapid and durable efficacy and safety profile 
in ITP, including heavily pretreated patients, in line with recent real-world evidence from the Spanish ITP 
group. Early use was associated with fast, sustained responses after withdrawal with no relapse, while 
switching from ELGP enabled effective PLT control at lower maintenance doses. These data support Ava as 
an oral option across treatment lines in routine practice. 
 

Figure 1.  
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CHRONIC IMMUNE THROMBOCYTOPENIA AND GENETIC TESTING IN CHALLENGING 
PATIENTS: A CASE SERIES  
R.S. Alesci1, M. Korte2, M. Heinemann3, A. Labonte1 
1. IMD blood coagulation centre Hochtaunus- Bad Homburg, 2. IMD Human genetics Dept. Hochtaunus- Bad 
Homburg, 3. IMD Laboratory Dept. Frankfurt (Germany) 
Background 
The diagnosis of primary immune thrombocytopenia (ITP) is made by exclusion. However, a relevant 
proportion of patients with chronic ITP may carry pathogenic variants associated with hereditary 
thrombocytopenia, which can influence diagnosis, management, and treatment strategy. The aim of this 
case series was to describe clinical indications for genetic testing in patients with ITP and to highlight the 
management consequences of additional genetic findings. 
Methods 
Retrospective case series of patients with confirmed chronic ITP who underwent extended genetic testing 
(panel/NGS). Platelet counts, response to therapy, and genotype–phenotype correlations were evaluated. 
Results 
Case 1 (male, 27 years): Chronic, multi-refractory ITP with current response to combination therapy 
(avatrombopag + fostamatinib). Genetic testing revealed a variant of unknown significance (ACMG class 3) 
in ITGB3 (NM_000212.2:c.2131C>T, exon 13), associated with platelet-type bleeding disorder-24. Family 
members with the same variant had stable platelet counts around 80 × 10⁹/L. 
Learning: Even with optimal ITP therapy, platelet counts >100 × 10⁹/L are not expected. 
Case 2 (male, 13 years): Platelet count 36 × 10⁹/L. Initial response to prednisolone with relapse after two 
weeks. Family history positive for von Willebrand disease (VWD) type 2 (2A vs. 2B unclear). Genetic testing 
identified a likely pathogenic variant (ACMG class 4) in VWF (NM_000552.5:c.8312G>T, exon 5), consistent 
with VWD type 2A/IID. VWF:Ag and VWF:Act <20 U/L. 
Learning: Concomitant hereditary bleeding disorders can modify treatment; patient is treated with TPO-RA 
and VWF concentrate. 
Case 3 (female, 47 years): Long-standing platelet counts between 30–60 × 10⁹/L. Suspicion of ITP, but 
hereditary thrombocytopenia possible. Genetic testing revealed a novel heterozygous GP1BA variant 
(NM_000173.7:c.284T>G), classified as VUS. 
Learning: Corticosteroids are unlikely to be effective in hereditary thrombocytopenia. 
Case 4 (female, 36 years): Chronic, multi-refractory ITP since 1996 with platelet counts <10 × 10⁹/L. Genetic 
testing identified a previously unreported FLNA variant (NM_001110556.2:c.5768C>T, VUS). Segregation 
analysis in 16 family members showed normal platelet counts in mutation carriers, supporting the diagnosis 
of ITP. The patient is currently treated with an off-label anti-CD38 antibody. 
Learning: Segregation analysis is crucial to interpret VUS findings. 



Conclusion 
Targeted genetic testing should be considered in selected patients with chronic or atypical ITP. Hereditary 
thrombocytopenia may coexist with ITP and has relevant implications for prognosis, bleeding risk, and 
therapeutic decision-making. 
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The easily measurable inflammatory hematological indices neutrophil-to-lymphocyte ratio (NLR), platelet-
to-lymphocyte ratio (PLR) and hemoglobin-to-platelet ratio (HPR) have been proposed as potential 
biomarkers for disease assessment in immune thrombocytopenia (ITP).   
The aim of this study was to evaluate the dynamics of NLR, PLR, and HPR in ITP patients before and during 
the treatment with avatrombopag.   
A single-center retrospective observational analysis at Sisters od Mercy University Hospital Centre (Zagreb, 
Croatia) included 22 ITP patients after first line treatment failure when platelet values dropped below 
30x109/L. Platelet counts and ratios calculated from absolute values of corresponding blood cells were 
assessed at baseline (T0), after 2 weeks (T1), and after 1 month of treatment (T2). The exclusion criteria 
were concomitant treatment with corticosteroids, rituximab or immunoglobulins and an active 
inflammatory process. All statistical analyses were conducted using SAS software (version 9.4, Cary, NC). 
The mean ± SD age of patients was 64.09 ±15.98 years and males accounted for 50% (n=11) of the patients. 
Platelet counts increased markedly from baseline to follow up with median [IQR] values of 11.5[23] at T0; 
138[115] at T1;129.5[94] at T2. Platelet recovery >30 ×109/L was observed in 19 (86%), and >50 ×109/L in 
18 (82%) patients at T1; by T2 all patients had platelet count >50 ×109/L. Median NLR values were around 
2-3 across time points (median [IQR] T0:2.54[1.62]; T1:2.73[2.72]; T2:2.09[1.78]), with interindividual 
variability. No statistically significant correlations were observed between platelet values and NLR values, 
or between their changes (ΔNLR vs. ΔPlt) at any time point (all Spearman p>0.05). Baseline NLR did not 
differ between patients with and without platelet recovery >50 at T1 (Wilcoxon rank-sum test,p=0.58). In 
exploratory linear regression analyses adjusted for baseline platelets, NLR was not independently 
associated with platelet count at T1 (p=0.74). HPR and PLR changed over time, primarily reflecting platelet 
recovery. Hemoglobin and lymphocyte counts remained stable over time (hemoglobin median [IQR] T0: 
134[16]; T1:128[21]T2:134[12]; lymphocyte: T0:1.94[0.76], T1:1.78[0.78] T2:1.73[1.13]. Baseline HPR and 
PLR were not associated with subsequent platelet recovery. 
In summary, no significant relationship was found between NLR and platelet values. HPR and PLR changed 
during treatment due to increase in platelet count.  
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MANAGEMENT OF IMMUNE THROMBOCYTOPENIA IN ELDERLY PATIENTS: CHALLENGES 
AND THE NEED FOR INDIVIDUALIZED THERAPEUTIC APPROACHES 
I. Soto1; D. Martínez1, S. Hurtado1, A. Caro1, J.R. Corte1 
Hematology and Hemotherapy Service. Central University Hospital of Asturias- Oviedo (S) 
Introduction / BackgroundImmune thrombocytopenia (ITP) in elderly patients is a particularly complex 
clinical situation. Compared with younger people, elderly patients with ITP usually have more 
comorbidities, greater frailty, take more medications and have an increased risk of both bleeding and 
thrombotic events. These factors create a different clinical and therapeutic profile, making it necessary to 
optimize management strategies. The need to balance efficacy and safety in this special vulnerable group, 
highlights the importance of an individualized approach. 
Objective: This review highlights key considerations and practical recommendations for managing ITP in 
elderly patients, emphasizing the need for tailored protocols for this patient group. 
Methods / SourcesA narrative review was performed based on current clinical practice guidelines and 
consensus documents, including the GEPTI and the American Society of Hematology (ASH) guidelines and 
the International Consensus Report. 
Discussion: Management of ITP in elderly patients requires an assessment that includes comorbidities, 
frailty, polypharmacy and a careful evaluation of risks and benefits. First-line treatment is usually 
conservative, being corticosteroids the main option; however, their use is limited by a higher risk of side 
effects in older adults, so lower starting doses and shorter treatment periods are recommended. For 
second-line, thrombopoietin receptor agonists (TPO-RAs) are a relevant option for most patients. Three 
agents (avatrombopag, eltrombopag and romiplostim) are available and the choice should be 
individualized, considering patient preferences, comorbidities, possible interactions and adherence. 
Avatrombopag may have some advantages in elderly, such as oral administration without food restrictions 
and a safety profile that does not require regular liver monitoring. Fostamatinib, an oral spleen tyrosine 
kinase inhibitor, can be considered in patients with higher thrombotic risk or when TPO-RAs are not 
suitable, although experience in the elderly is limited. Other second-line options are rituximab and 
splenectomy, which may be used in selected cases, but often limited by comorbidities, frailty, and the risk 
of infections, thrombosis or surgical complications in this age group. 
Conclusions: Management of ITP in elderly patients should be individualized, considering the complexity 
and heterogeneity of this population. TPO-RAs are a relevant second-line option, depending the choice 
among them on clinical context, potential interactions, patient preferences and practical aspects such as 
food interactions and adherence, with avatrombopag representing a particularly suitable alternative in this 
setting. Fostamatinib, rituximab, and splenectomy are also alternatives for selected cases. Developing 
specific protocols and guidelines for elderly patients with ITP is imperative to optimize outcomes in this 
particularly vulnerable group. 
 


