Supplementary Material
Supplementary methods
Dose adjustment guidelines

Both after-switch rh-TPO and eltrombopag were applied according to the approved label and clinical practice, in considering the actual conditions of the patient.
Eltrombopag: Patients initiated oral eltrombopag treatment at a dose of 50 mg once daily. Adjustment to increase/decrease daily dose and/or dosing frequency was allowed to maintain platelet counts between 50 × 109/L and 150 × 109/L with a maximum daily dose of 75 mg. Eltrombopag was suspended when platelet counts were ≥250 × 109/L.

Rh-TPO: Patients initiated subcutaneous injection of rh-TPO at a dose of 300 U ( kg(1 ( day(1 for ≤14 days. Patients who attained platelet counts ≥50 × 109/L in two consecutive tests entered maintenance therapy, starting with the administration of rh-TPO every other day, and then the dose interval was adjusted to maintain platelet counts at 30–100 × 109/L. Rh-TPO was suspended when platelet counts were ≥100 × 109/L. Patients could restart rh-TPO treatment if platelet counts decreased to <30 × 109/L.
Assessments

Demographics (age and gender), ITP features (disease duration before switch, previous therapy, and concurrent medications), bleeding assessments, and adverse events were recorded for each patient enrolled.

Response to the second TPO-RA was assessed throughout the observational period. In accordance with the guidelines, complete response (CR) was defined as platelet counts ≥100 × 109/L without bleeding events. Response (R) was defined as platelet counts ranging 30–100 ×109/L and at least twice the initial value, with no bleeding. Nonresponse (NR) was defined as platelet counts <30 × 109/L or less than a doubling of the baseline platelet count or bleeding. The time to response was defined as the duration from the initiation of treatment to the achievement of response. The duration of response was defined as the interval from when response was achieved to the time of relapse.[1–3] Patients suspending their second TPO-RAs for reasons other than efficacy were considered as nonresponders. The need for rescue treatments, which was considered as any agent administered to transiently improve the platelet counts or an increase in the dose of concomitant medications to higher levels than baseline, was also recorded.[1] Patients who received rescue treatments after switching were regarded as nonresponders.[4]
Bleeding symptoms were evaluated using the WHO bleeding scale (grade 0, no bleeding; grade 1, petechiae; grade 2, mild blood loss; grade 3, gross blood loss; and grade 4, debilitating blood loss).[5]
Adverse effects were monitored regularly and were evaluated and classified according to the National Cancer Institute Common Terminology Criteria for Adverse Events, version 5.0 (https://ctep.cancer.gov/protocoldevelopment/electronic_applications/docs/CTCAE_v5_Quick_Reference_5x7.pdf).[6, 7]
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Supplementary Figure 1: A schematic illustration of the study design. ITP: Immune thrombocytopenia; rh-TPO: Recombinant human thrombopoietin.
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Supplementary Figure 2: Primary outcomes at 6 weeks after switching in different subgroups. rh-TPO: Recombinant human thrombopoietin.
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Supplementary Figure 3: Overview of response at 6 months after switching in different subgroups. rh-TPO: Recombinant human thrombopoietin.

Supplementary Table 1: Bleeding assessments of patients who switched for inefficacy.
	WHO bleeding scale
	Total, n (%)
	Eltrombopag group, n (%)
	Rh-TPO group, n (%)

	Baseline

	Grades 1–4 (any bleeding) 
	25 (51)
	10 (37)
	15 (68)

	Grades 2–4 (clinically significant)
	9 (18 )
	4 (15)
	5 (23)

	Week 6

	Grades 1–4 (any bleeding) 
	9 (18)
	7 (26)
	2 (9)

	Grades 2–4 (clinically significant)
	3 (6)
	2 (7)
	1 (5)

	Month 6

	Grades 1–4 (any bleeding) 
	5 (10)
	4 (15)
	1 (5)

	Grades 2–4 (clinically significant)
	3 (6)
	2 (7)
	1 (5)

	Grades 1–4 (any bleeding)

	P-value baseline to 6 weeks

 (OR, 95% CI)
	<0.001*
(4.630, 1.855–11.555)
	0.379

(1.681, 0.526–5.374)
	<0.001*
(21.429, 3.883–118.255)

	P-value baseline to 6 months

 (OR, 95% CI)
	<0.001*
(9.167, 3.109–27.029)
	0.062

(3.382, 0.905–12.638)
	<0.001*
(45.000, 4.998–405.135)

	Grades 2–4 (clinically significant)

	P-value baseline to 6 weeks

 (OR, 95% CI)
	0.064

(3.450, 0.873–13.626)
	0.386

(2.174, 0.363–13.012)
	0.185

(6.176, 0.657–58.031)

	P-value baseline to 6 months

 (OR, 95% CI)
	0.064

(3.450, 0.873–13.626)
	0.386

(2.174, 0.363–13.012)
	0.185

(6.176, 0.657–58.031)


CI: Confidence interval; OR: Odds ratio; rh-TPO, recombinant human thrombopoietin; WHO: World Health Organization.
*P < 0.05.

Supplementary Table 2: Adverse events leading to the switch.
	Adverse events
	n (%)

	Eltrombopag, n = 50

	Hepatotoxicity
	5 (10)

	Gastrointestinal upset
	1 (2)

	Flu-like symptoms
	2 (4)

	Headache
	1 (2)

	Myalgia
	1 (2)

	Rh-TPO, n = 56

	Rash
	2 (4)

	Gastrointestinal upset
	1 (2)


rh-TPO: Recombinant human thrombopoietin.

Supplementary Table 3: Adverse events after switching.
	Adverse events
	n (%)

	Eltrombopag, n = 56

	Hepatotoxicity
	4 (7)

	Gastrointestinal upset
	1 (2)

	Flu-like symptoms
	1 (2)

	Headache
	2 (4)

	Myalgia
	1 (2)

	Fatigue
	1 (2)

	Rh-TPO, n = 50

	Injection site reaction
	2 (4)

	Dizziness
	2 (4)

	Rash
	1 (2)

	Fatigue
	1 (2)

	Fever
	1 (2)


rh-TPO: Recombinant human thrombopoietin.
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