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INTRODUCTION
• Immune thrombocytopenia (ITP) is an autoimmune disorder

characterized by repeatedly or persistently reduced platelet

counts (<100x103/μL) and an increased risk of bleeding due to

decreased platelet production and increased platelet

degradation.1,2

• The thrombopoietin receptor agonist eltrombopag (EPAG) has 

been shown to be effective and safe in the treatment of ITP.3

• EPAG is approved for the treatment of patients from 1 year of age 

with persistent and chronic primary ITP who are refractory to other 

therapies.

METHODS
• RISA is a prospective, non-interventional, national, multicenter

observational study for the evaluation of EPAG in patients with 

persistent and chronic ITP

• Study period: December 2015–December 2023

• Individual observation phase of up to 24 months

• Data cut-off for 4th interim analysis (IA): February 23rd, 2021

• Dosage of EPAG and treatment corresponded to the Summary 

of Product Characteristics (SmPC) and routine of treating 

physicians

• The FACIT-F questionnaire is used to assess fatigue at baseline 

and during the study.4

Study design

• Inclusion criteria

− Adult patients ≥ 18 years of age with persistent or chronic ITP

− Written informed consent

− Pretreatment with EPAG allowed, if it was terminated at least 4 

weeks prior to study enrollment

− Possibility of retrospective documentation of a maximum of 4 

weeks starting with informed consent

• Exclusion criteria

− Participation in another clinical study

− Pregnancy

− Infection with hepatitis C, severe aplastic anemia

Questionnaires
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Figure 5: Development of fatigue during therapy with EPAG

Safety and tolerability of EPAG

• 76,6% of patients reported at least 1 adverse event (AE) during

therapy with EPAG (Table 2).

• No new relevant safety signals were identified.

. 

• A total of 14 tromboembolic events occured during the study, of 

which 2 were classified as not severe (thrombophlebitis) and 12 

were classified as severe: 

− 7 pulmonary embolisms, 3 of which were related to EPAG

− 2 myocardial infarctions, 1 of which was related to EPAG

− 2 peripheral occlusive diseases

− 1 retinal artery occlusion

• 107 patients discontinued the treatment prematurely (Figure 6).

− The most common reasons for treatment discontinuation were

inadequate efficacy of EPAG and AEs.

23.8% of patients received corticosteroids for more than 6 months

(Figure 2).

Treatment and response to eltrombopag
• Treatment with EPAG was given at a median dosage of 50 mg 

daily.

• The median platelet count at baseline was 34.0x103/μL (N=255). 

The proportion of patients with a platelet count ≥50x103/µL at 

baseline was 30.6% 

• Treatment with EPAG increased the median platelet count within 

one month to 93x103/μL (90x103/µL [2.0–617.0]). After 24 months

of treatment, the median platelet count was 113x103/µL 

(122x103/µL [9.0–335.0]) (Figure 3).

• The proportion of patients with platelet counts

≥ 50x103/µL increased within the first month to 75.4% (N=224) 

and after 24 months to 89.0% (N=73) (Figure 3).

Patient characteristics

• 275 patients have been enrolled to date.

• 261 patients have completed ≥ 1 visit after baseline and 79 

(28.7%) have completed the study.

• The mean age was 62.7 years. 78.9% of patients were 50 years

of age or older. Therefore, the proportion of patients with 

concomitant diseases and concomitant therapies is high. 

• The mean duration of ITP at baseline was 5.3 years (Table 1).

Table 1: Baseline characteristics

Enrolled patients N=261

Sex, n (%)

Male

Female

143  (54.8)

118  (45.2)

Age (years ± SD)

< 18 years, n (%)

18–49 years, n (%)

50–64 years, n (%)

65–74 years, n (%)

> 74 years, n (%)

62.7 ± 17.6 

0    (0.0)

55  (21.1)

70  (26.8)

55  (21.1)

81  (31.0)

Duration of ITP (years ± SD)

Min–max

5.3 ± 7.1

0.0–44.9

Bone marrow biopsy, n (%)

< 60 years

≥ 60 years

132  (50.8)

48  (49.0)

84  (51.9)

Bleeding rate per patient-year 1.4

Thromboembolism 12 months before baseline, n (%) 8    (3.1)

Concomitant diseases, n (%) 210  (80.5)

5.3%

3.1%

3.4%

5.0%

5.4%

8.8%

13.0%

18.0%

24.5%

42.4%
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Figure 1: Spectrum of ITP pretreatments (N=210)

The incidence of bleeding events was reduced during therapy with 

EPAG (Figure 4).

− The bleeding rate per patient-year decreased from 1.40 at 

baseline to 0.6 in the first year of treatment and to 0.13 in the 

second year of treatment. This corresponds to a relative 

reduction in bleeding events by 57% and 91%, respectively. 

− During the entire 2-year treatment period, the average bleeding

rate per patient-year was 0.44. This corresponds to a reduction

of the annual bleeding rate by 69% compared with study start. 

− The bleeding events observed were mostly of lower severity.

• The mean FACIT-F score of 36.0±11.0 at baseline (N=202) 

improved with EPAG by 2.1 points (not statistically significant) to

a mean of 38.1±12.1 at 24 months (N=48) (Figure 5).

• With EPAG there was a clinically relevant increase in median 

FACIT-F score by 5.5 points (not statistically significant) from 37.0 

at baseline (N=202) to 42.5 at 24 months (N=48) (Figure 5).

• In the subgroup of patients with a FACIT-F score <30 at baseline, 

platelet progression and the frequency of bleeding events was 

similar to the overall population. The mean FACIT-F score (22.3) 

and its median (22.5) at baseline did not change significantly at 

the end of the 24-month observation period (20.5 and 19.0 points, 

respectively).

Pretreatment of ITP
At least one prior pharmacological treatment of ITP has been 

documented in 80.5% of cases (Figure 1).

− Prednisolone was used most frequently, followed by

dexamethasone and immunoglobulins.
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Figure 6: Reasons for premature treatment discontinuation

(N=107) 

Table 2: AEs during therapy with EPAG

AE, n (%)

Patients with ≥ 1 AE, n (%) 200  (76.6)

Nasopharyngitis 18    (6.9)

Headache 10    (3.8)

Upper respiratory tract infection 7    (2.7)

Anemia 7    (2.7)

Diarrhea 5    (1.9)

Fatigue 4    (1.5)

Arthralgia 4    (1.5)

Back pain 4    (1.5)

Cough 3    (1.1)

Nausea 1    (0.4)

Urinary tract infection 1    (0.4)

Influenza 1    (0.4)

RESULTS
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At least 1 prior treatment for ITP (without corticosteroids > 6 months)

Figure 2: ITP pretreatments (N=261)
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Figure 3: Development of platelet counts with EPAG

Month 0           1          3          6           9         12        18        24

N   255       224      202      183       144      123       100       73

KEY FINDINGS & CONCLUSIONS

80.5% of the patients received at least one documented 

pharmacological treatment for ITP.

24% of patients received corticosteroids for longer than 6 months, 

of these 18.4% (48) in first line and 5.4% (14) in first and second

line. This exceeds the maximum duration of steroid treatment 

recommended in evidence-based guidelines.

Therapy with EPAG increased platelet counts: 

− 75% and 87% of patients achieved platelet counts of 

≥ 50x103/μL after 1 and 12 months, respectively.

Bleeding frequency was reduced during therapy with EPAG; bleeding 

events that occurred were mostly of low severity.

.
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Fatigue is an important issue in patients with ITP

− In the overall population, fatigue improved by an average of 2.1 

points and the median improved by 5.5 points. Due to low 

response rates of questionnaires, this is not statistically

significant .
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Figure 4: Bleeding events during therapy with EPAG
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