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Background

Primary immune thrombocytopenia (ITP) is an autoimmune disorder characterized by reduced platelet counts. Patients with
ITP lasting for >3 months (persistent or chronic primary ITP), and who do not respond adequately or maintain a response
to initial therapy, are usually treated with advanced therapies such as thrombopoietin receptor agonists (TPO-RAs [avatrom-
bopag/romiplostim/eltrombopag]), rituximab, and fostamatinib. The economic and clinical outcomes among patients on
advanced therapies for ITP are not well described in real-world data.

Objective

This study aimed to evaluate the clinical and economic burden among ITP patients (lasting >3 months) treated with TPO-RAs,
or rituximab, or fostamatinib by therapy type.

Methods

This retrospective cohort study used the US administrative health insurance claims data from the Optum’s de-identified Clin-
formatics ® Data Mart Database. Patients with ITP lasting >3 months (aged >18 years), treated with TPO-RAs, or rituximab,
or fostamatinib (index) between October 1, 2015, to August 31, 2020, after a 180-days washout period were included. Patient
characteristics were evaluated 180 days prior to index (baseline). Follow-up for clinical outcomes started one-day after the
index date and on the index date for economic outcomes. Patients were censored on switch to another ITP therapy differ-
ent from index, death, end of data, or end of enrollment. Clinical outcomes (bleeding events [overall and type of bleeding],
thromboembolic events [TEs], and clinical events identified as potential drug related adverse reactions) were reported as rate
of events per 1000 person-years (PY). Health care resource use included number of hospitalizations, hospital days, emergency
room visits, number of intensive care unit (ICU) admissions (both reported as rate of events per 1000 PY), and length of ICU
stay. All analyses were stratified by treatment type on index date, however formal adjusted comparisons were not performed.
Outcomes for fostamatinib users are not presented due to low sample size.

Results

A total of 404 patients treated with TPO-RAs, 333 with rituximab, and 14 with fostamatinib were eligible for the analysis. The
average age of patients across the three cohorts was 60 years; 57.0% were females. The most common comorbidities across
the three cohorts were diabetes (26.8%), coronary artery disease (14.4%), chronic heart failure (9.3%), and any TE (10.5%).
At baseline, 29.0% of TPO-RA users, 30.6% of rituximab users, and 28.6% of fostamatinib users had experienced bleeding
events. At baseline, bacterial infections occurred in 2% to 4% of patients treated with TPO-RAs and rituximab. At baseline,
36.1% TPO-RA users, 52.9% rituximab users, and 42.9% fostamatinib users had required any rescue therapy (IV anti-D, IV
immunoglobulins, IV steroids, and platelet transfusion). Patients initiating TPO-RAs and rituximab were observed for a median
(interquartile range, IQR) duration of 629 (286-1077) days and 398 (75-991) days, respectively. TPO-RA users and rituximab users
stayed on the therapy for a mean (SD) duration of 305 (356) days and 31 (20) days, respectively. Among rituximab users, 60.7%
completed a 4-week treatment course at index.

During follow-up, the rate of bleeding events among TPO-RA and rituximab users was 284 and 254 per 1000 PY, respectively.
The most common bleeding events were gastrointestinal bleeding, hematuria, and epistaxis. The rate of bacterial infections
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was 71 per 1000 PY in patients treated with TPO-RAs and 58 per 1000 PY in those treated with rituximab. The rate of TEs
among TPO-RA and rituximab users was 153 and 110 per 1000 PY, respectively (Table 1). During follow-up, 38.4% of TPO-RA
users and 55.9% of rituximab users required rescue therapy. The rate of hospitalizations among patients treated with TPO-RAs
and rituximab was 573 and 400 per 1000 PY, respectively. The rate of ICU stays in patients treated with TPO-RAs was 176 per
1000 person-years, and 143 per 1000 person-years for those treated with rituximab (Table 2).

Conclusion

ITP patients (lasting > 3 months) treated with TPO-RAs and rituximab continue to experience substantial rates of infections,
TEs and bleeding (often requiring rescue therapies). All-cause hospitalization was high in this population. Further studies are
needed to understand long-term clinical and economic outcomes among ITP patients.
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Table 1. Clinical outcomes among patients on TPO-RAs and rituximab for ITP patients lasting 2 3 months

ITP patients initiating ITP patients initiating
Clinical outcomes TPO-RAs rituximab
(N=403%) (N=333)

Bacterial infections, n (%) with at least one event in follow-up** 54 (13.4%) 28 (8.4%)

Rate per 1000 person-years [95% Cl] 71 [52-90] 58 [37-80]
Thromboembolic events, n (%) with at least one event in follow-up** 100 (24.8%) 50 (15.0%)

Rate per 1000 person-years [95% Cl] 153 [123-183] 110 [80-141]
Any bleeding, n (%) with at least one event in follow-up™** 158 (39.2%) 98 (29.4%)

Rate per 1000 person-years [95% Cl]

Epistaxis, n (%) with at least one event in follow-up**

Rate per 1000 person-years [95% Cl]

Gl Bleeding, n (%) with at least one event in follow-up**

Rate per 1000 person-years [95% Cl]

Hematuria, n (%) with at least one event in follow-up**

Rate per 1000 person-years [95% Cl]

Intracranial Hemorrhage, n (%) with at least one event in
follow-up**

Rate per 1000 person-years [95% CI]

Other Bleeding, n (%) with at least one event in follow-up**

Rate per 1000 person-years [95% Cl]

284 [240-329]
26 (6.5%)
33.38 [20.55-46.21]
38 (9.4%)
50.01 [34.11-65.91]
32 (7.9%)
42.56 [27.81-57.31]
<1

6.20 [2.01-14.46)
87 (21.6%)

254 [204-305]
14 (4.2%)
27.14 [12.92-41.36]
28 (8.4%)
56.93 [35.84-78.01]
22 (6.6%)
43.39 [25.26-61.52]
<11

17.11 [7.82-32.48]
47 (14.1%)

129.16 [102.02-156.30] 102.74 [73.37-132.11]

CED, cohort entry date; Cl, confidence interval; IQR, interquartile range; ITP, immune thrombocytopenia; TPO-RAs, thrombopoietin receptor agonists
Counts of patients under 11 are being reported as <11.

*1 TPO-RA patient on index date was censored 1 day after CED and did not begin follow up

**Patients were censored on switch to another therapy class, death, end of enroliment, or end of data. The mean (SD) follow-up time for TPO-RA users was
165 (44) days and for rituximab users 136 (66) days.

Table 2: Clinical outcomes among first-time initiators of advanced ITP therapy

ITP patients initiating

ITP patients initiating

Economic outcomes TPO-RAs rituximab
(N=404) (N=333)
=1 Hospitalizations, n (%) with at least one event in follow-up* 90 (22.3%) 45 (13.5%)

Rate per 1000 person years [95%CI]

573 [455-691]

400 [283-517]

Mean length of hospitalizations (SD) in days 10 (12) 8(9)
21 ER visits, n (%) with at least one event in follow-up* <1 <N
Rate per 1000 person years [95% ClI] 28 [9-65] 66 [28-130]
21 ICU stays, n (%) with at least one event in follow-up* 31(7.7%) 17 (5.1%)
Rate per 1000 person years [95% ClI] 176 [114-239] 143 [75-211]
Mean (SD) length of ICU stay, days 7.26 (6.18) 9.71(10.21)

Cl, confidence interval; ER,

ey room; ICU, i

TPO-RA, thrombopoietin receptor agonists
Counts of patients under 11 are being reported as <11.

*Patients were censored on switch to another therapy class, death, end of enrollment, or end of data. The mean (SD) follow-up time for TPO-RA users was
165 (44) days and for rituximab users 136 (66) days.

care unit; ITP: Inmune thrombocytopenia; IQR, interquartile range; SD, standard deviation;
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