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Background

Primary immune thrombocytopenia (ITP) is a rare acquired autoimmune disorder characterized by low platelet count, with an
overall age/sex-standardized annual incidence of 6.1 per 100,000 persons in the US in 2016. Patients who fail to respond or
maintain a response to initial therapy (e.g., corticosteroids, intravenous immunoglobulins), move to advanced therapies with
robust evidence such as thrombopoietin receptor agonists (TPO-RAs [eltrombopag/ romiplostim/ avatrombopag]), rituximab,
and fostamatinib, as per the international consensus guidelines. Among patients with primary ITP lasting >3 months who are
first-time users of advanced therapies, there is limited real-world evidence on patient characteristics, treatment patterns, and
clinical outcomes.

Objectives

The key objectives were to assess patient characteristics, treatment patterns, and clinical outcomes of first-time users of
advanced therapy in patients with primary ITP lasting >3 months.

Methods

This retrospective, cohort study included patients identified from Optum de-identified Clinformatics ® Data Mart database,
aged >18 years with primary ITP lasting 3 months or more, who initiated advanced therapy for the first time between October
1, 2015, and August 31, 2020. Patients were required to have >365 days of available data prior to index date, without evidence
of conditions associated with secondary ITP. Patients were indexed on the date of initiation of advanced therapies.

Baseline characteristics, including demographics, comorbidities, use of medication, and bleeding events requiring medical
attention (e.g., intracranial bleeding, gastrointestinal bleeding, hematuria) were assessed 365 days prior to index and reported
using descriptive statistics. Treatment patterns and rates of bleeding events, thromboembolic events (TEs), bacterial infec-
tions, and hospitalizations were assessed during follow-up, which began one-day after index date and until discontinuation
of the index therapy. Patients were censored on death, end of data accrual, disenrollment, or switch to another advanced
therapy. Outcomes were reported as the number of events per 1000 person-years and time to first event.

Results

Total 375 patients with primary ITP lasting >3 months, who were first-time users of advanced therapies were included, with
51% (n=192) initiating TPO-RAs, 49% (n=182) initiating rituximab, and <1% (n=2) initiating fostamatinib. Mean (SD) age of
overall population was 62 (19) years, and 55.7% were female. About 9% of patients were Black, 4% Asian, and 11% Hispanic (
Table 1).

In year prior to index date, previous bleeding events were most common clinical symptoms in patients with ITP initiating
advanced therapies (any bleeding, 39.7%). Other frequently reported comorbidities were diabetes (28.5%), coronary artery
disease (18.9%), and asthma (17.3%); 13.1% of patients had a TE. About 5% patients reported bacterial infections ( Table 7).
Patients initiating TPO-RA and those starting rituximab were observed for a median (interquartile range, IQR) duration of 22.2
(14.5-34.9) months and 27.1 (13.5-43.2) months, respectively. Almost 9% of TPO-RAs initiators switched to rituximab (median
[IQR] time to switch: 3.2 [1.7-6.9] months), while 23.6% of rituximab initiators switched to TPO-RAs (median [IQR] time to switch:
3.1 [1.7-7.6] months) during follow-up.
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After initiating advanced therapies, the rates of any bleeding event and TEs were 288 per 1000 person-years (95% Cl: 240-336)
and 129 per 1000 person-years (95% Cl: 99-158), respectively. Mean (SD) time to first bleeding event was 299 (351) days and
that of TE was 257 (325) days. Infection rate was 70 per 1000 person-years ( Table 2).

In follow-up, 31% of patients had >1 [TP-related hospitalization and 38% had an all-cause hospitalization, resulting in rates of
215[95% Cl: 176-255] and 299 [95% Cl: 250-349] per 1000 person-years, respectively. Approximately 5% of patients underwent
splenectomy (incidence rate: 27 per 1000 person-years [95% Cl: 15-40]) with mean (SD) time of 245 (186) days post initiation
of advanced ITP therapy ( Table 2).

Conclusion

This study demonstrated high clinical burden and need for subsequent additional therapies among patients with primary
ITP lasting >3 months, which is evident from high rates of switching between advanced therapies, bleeding events requiring
medical attention, TEs, and ITP-related hospitalizations.
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Table 1. Demographi i and baseline rhidities of first-ti it of
advanced ITP therapy
Total Cohort
Characteristics =175
D
Age (years)
Mean (S0} 62.2 (18.61)
Median [IOR] 68.00 [50.00~76.00]
Age (years) - Categories, n (%)
18=35 44 (11.7)
35-45 32 (8.5)
45-55 31 (8.3)
55-65 55 (14.7)
65+ 213 (56.8)
Gender, n (%)
Female 209 (55.7)
Race, n (%)
Asian 13 (3.5)
Black 35(9.3)
Hispanic 40 (10.7)
Whita 268 (71.5)
Insurance, n (%)
Commercial 154 (41.1)
Medicare 221 (58.9)
Baseline comorbidities
Previous bleeding events, n (%)
Any bleeding 148 (38.7)
Gl bleaeding 37 (9.9)
Hematuria 34(9.9)
i 8(2.1)
Respiratory, n (%)
Asthma 65 (17.3)
COFD 42 (1.2)
Cardiovascular, n (%)
Coronary arery disease T1(18.9)
Carebrovascular disease 23(6.1)
TE 49 (13.1)
Deap vein thrombosis 5(1.3)
¥ i 6 (1.6}
Other, n (%)
Diabetas 107 (28.5)
Bactarial Infections 17 (4.5)
Chronic kidney disease 61 (16.3)
Liver disease 38 (10.1)
13 (3.5)
COPD, Chronk discase; GL 10R, range; ITF, immune
OR, Standard ceviation: TE, Thrombaomibolic event.
Table 2: Clinical among first=ti of ITP therapy
Total cohort
Clinical outcome
(N = 374%)
Any bleeding, n 138
Rate per 1000 person years, (95% CI) 2BB (240-336)
Tirne 1o first event, mean (S0) days 299 (351)
TE.n T4
Rata per 1000 person years (95% CI) 129 (98-158)
Time 1o first event, mean (SD) days 257 (325)
Bacterial infections, n 45
Rate per 1000 person years (95% CI) 70 (50=-80)
Time to first event, mean (SD) days 420 (392)
=1 ITP-related hospitalization, n (%) 16 (31.0)
Mean (SD) 0.51 (0.98)
Median [IQR] 0.00 [0.00-1.00]
Rate per 1000 person years (95% Cl) 215 (176=255)
21 All=cause hospitalization, n (%) 142 (38.0)
Mean (SD) 0.75 (1.47)
Median [IOR] 0.00 [0.00-1,00)
Rate per 1000 person years (95% CI) 200 (250-349)
Splenectomy, n (%) 18 (4.8)
Rata par 1000 person years 27 (15, 40)
Time fo first event, mean (SD) days 245 (188)
cl, 1R, wge; ITP, Immune IaRr, Range; S0,
Standard Deviation; TE. TPO-RA, TeCOptor agonist.
* 1 TRO-RA pationt did not start th follow-u.
Figure 1
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