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Background:
Immune thrombocytopenia (ITP) is an autoimmune disorder with low platelet counts and increased bleeding 
risks. The first-line therapy usually consists of corticosteroids in addition to intravenous immune γ-globulin 
(IVIG). Corticosteroids will generally induce a response within 2 to 14 days, but less then 25 to 30 % of 
patients will sustain responses and will relapse within the first year, most commonly during steroid taper or 
shortly after discontinuation (Cooper 2017). Currently available corticosteroids for ITP include prednisone, 
prednisolone and dexamethasone, with prednisone and dexamethasone being the most widely used 
(Onkopedia ITP guideline, 2021).
Eltrombopag is an oral, small-molecule, non-peptide thrombopoietin receptor agonist (TPO-RA) that 
increases hematopoiesis by inducing proliferation and differentiation of early bone marrow progenitor cells 
leading to increased platelet production (Erickson-Miller et al., 2010, Sun et al., 2012). Eltrombopag has 
demonstrated efficacy in adult and pediatric patients with ITP and has a well-established safety profile. It is 
approved in Europe for the treatment of thrombocytopenia, from 6 months following diagnosis, in patients with 
primary ITP who are refractory to other treatments (e.g., corticosteroids, immunoglobulins). The efficacy of 
eltrombopag for achieving hemostatic platelet counts ( ≥ 50 × 109 /L) in previously treated adult ITP patients 
with more than 6 months’ disease duration is around 80 % (Wong et al., 2017). However, there is insufficient 
data on safety and efficacy of TPO-RAs in newly diagnosed ITP patients. The unmet clinical need and the 
potential of eltrombopag to improve the treatment outcome when added to steroids in addition to the potential 
to induce a sustained response off treatment serve as the basis for clinical investigation of eltrombopag in 
first-line ITP. 

Aim: 
The aim of this trial (NCT04346654; CETB115JDE01) is to compare the ability of eltrombopag in combination 
with a short course of high-dose dexamethasone to induce a sustained response off treatment in comparison 
to dexamethasone monotherapy in newly diagnosed primary ITP patients.

Methods:
This is a Phase II, multicenter, randomized (1:1), open-label study (see Figure 1)
• Arm A: Eltrombopag + a short course of high-dose dexamethasone (HD-DEX)
• Arm B: 1 – 3 cycles of high-dose dexamethasone (HD-DEX)
Screening Period:
Adult patients with newly diagnosed primary ITP who have platelet counts < 30 × 109/L and require
treatment will be screened, and if eligible, will be randomized to either Arm A or Arm B.
Treatment / Tapering Period:

Arm A: 
Patients will receive eltrombopag in combination with a short course of HD-DEX beginning at day 1. 
• The dose of dexamethasone will be 40 mg QD for 4 consecutive days and limited to 1 cycle
• The starting dose of eltrombopag will be 50 mg QD and the total duration of treatment will be 26 weeks

including tapering
Patients who reach platelet counts ≥ 30 × 109 /L and maintain counts ≥ 30 × 109/L during the tapering 
phase (week 20 to 26) will be eligible for treatment discontinuation at week 26.
During the tapering phase, eltrombopag will be decreased by 25 mg every 2 weeks to a minimum dose of 
25 mg every other day for all patients (see Figure 2).
Arm B / Control Arm
Patients will receive 1 – 3 cycles of HD-DEX administered orally at a dose of 40 mg QD for 4 consecutive 
days at 2-4 week intervals. Patients will be treated up to 12 weeks during the treatment period with 
dexamethasone. If the platelet counts are > 150 × 109/L no further course of dexamethasone will be given.
Patients who reach platelet counts ≥ 30 × 109/L and maintain counts ≥ 30 × 109/L after 1 – 3 cycles of HD-
DEX treatment will be eligible for treatment discontinuation.
Observation period: 

After completion of the treatment period, patients will be observed for sustained response off treatment 
defined as:
• maintain platelet counts ≥ 30 × 109/L after treatment discontinuation and
• no bleeding events ≥ Grade II and
• no use of any rescue therapy until week 52 / 78 respectively, after study start
Key Exclusion criteria:

1.Previous history of treatment for ITP (Patients in need of immediate treatment for thrombocytopenia may
receive treatment with any ITP-directed therapy for a maximum of 3 days within 7 days before
randomization)

2.Patients with diagnosis of secondary thrombocytopenia
3.Patients who have life threatening bleeding complications per physician´s discretion.
4.Patients with a history of thromboembolic events or known risk factors for thromboembolism
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*Sustained response off treatment: reach platelet count of ≥ 30 x 109/L and maintain platelets at  ≥ 30 x 109/L after treatment discontinuation in the absence of
bleeding ≥ Grade II and no use of any rescue medication until Week 52.

Figure 1: Study design
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EPAG 50 – 75 mg QD 
(From Day 1 for 20 weeks)

+ 
HD-DEX 40 mg QD

(Day 1 – 4) 

Taper off 
EPAG for 
6 weeks

HD-DEX 
40 mg QD

(Day 1 – 4 for 1 – 3
cycles every 28 days)
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• Newly diagnosed ITP
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• Need for treatment
• N = 106

R
1:1

Week 26 Week 78Week 12 Week 52

max. 12 weeks
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Abbreviations: ITP: Immune thrombocytopenia; EPAG: Eltrombopag; HD-DEX: High-dose dexamethasone; PLT: Platelets; QD: Daily (quaque die); R: Randomization; TPO-RA: Thrombopoietin 
receptor agonist

Figure 2: Tapering schedule of Eltrombopag
Week 
20

Decrease daily dose to 
25 or 50 mg daily 

Decrease  daily dose to 25 
mg daily or switch to 

25 mg every other day 
25 mg every other day

Discontinuation

Patients who reach and maintain platelet counts of  ≥ 30 × 109 /L at week 20 are eligible to 
taper off eltrombopag.
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Immune dysregulation in ITP:
Th1 to Th17 shift, Treg↓, Breg↓
with: 
TGF-β↓
IL-4↓
IL-2↑
IFN-γ↑,
IL-17↑
IL10↓

platelets +

TPO-RAs

CD40L
TGF-β

Immune modulation:
• Macrophage activity↓ (in vitro)
• Modified dendritic cell differentiation and

maturation (in vitro)
• Treg↑ (in vitro, mouse model and in vivo)
• Breg↑ (in vivo)

T-cell anergy:
due to high antigen mass

Immune modulation / Induction of tolerance

TGF-βTh2 shift

Immune modulation by TPO-RAs:

Abbreviations: CD: Cluster of differentiation;  ITP: Immune thrombocytopenia; IL: Interleukin; Th: T-helper; TGF-β: tumor growth factor-β; 
TPO-RA: Thrombopoietin receptor agonist
[Modified according to Schifferli A & Kuhne T, 2016] 

Primary Objectives:
To compare the ability of eltrombopag in combination with a short course of dexamethasone versus a defined 
course of dexamethasone to induce a sustained response off treatment at 52 weeks

Secondary Objectives:
1. To compare the ability of eltrombopag in combination with a short course of dexamethasone to induce

overall response (OR) after treatment discontinuation at Week 52 versus a defined course of
dexamethasone

2. To assess the duration of sustained response off treatment
3. To compare the ability of eltrombopag in combination with a short course of dexamethasone to induce a

sustained response off treatment at Week 78 versus a defined course of dexamethasone
4. To evaluate patient-oriented outcomes for health-related quality of life

Exploratory Objective:
1. To assess the immunomodulatory effects of eltrombopag and dexamethasone

Conclusion:
This trial will evaluate the potential of eltrombopag in combination with steroids to increase the rate of sustained 
response off treatment in comparison to steroids alone in patients with previously untreated primary ITP. 
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The study is currently recruiting patients and expected to be completed by 2022.
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