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Background and Objectives
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Immune thrombocytopenia (ITP) is a rare autoimmune disease characterized by low platelet counts (<100x10°/L) and an
increased bleeding risk; ITP is associated with bleeding-related symptoms, fatigue, and decreased health-related quality
of lifel3

J
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The incidence of ITP in Japanese adults between 2004 and 2007 was 2.20 cases per 100,000 people per year*
In Japan, guidelines recommend corticosteroids as first-line treatment of ITP; however, corticosteroids are associated with
variable and transient efficacy, as well as short- and long-term adverse events>® )

Avatrombopag (AVA), a widely approved oral thrombopoietin receptor agonist,”® was recently approved for the treatment A
of adults with persistent and chronic ITP in Japan?®

AVA absorption is not affected by food type or supplements, so there are no restrictions on meal composition; AVA has a
favorable pharmacokinetic profile across different ethnicities’

Data on the longer-term efficacy and safety of AVA in Japanese patients with ITP are limited

Here, we report results from the open-label extension (OLE) phase of a phase 3 trial evaluating the efficacy

and safety of long-term therapy with AVA in Japanese patients

AVA, avatrombopag; ITP, immune thrombocytopenia; OLE, open-label extension.
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Int J Hematol. 2020;111:329-51. 6. Singh et al. J Clin Med. 2021;10:789. 7. Doptelet [prescribing information]. Morrisville, NC, USA: AkaRx, Inc., 2025. 8. Doptelet [summary of product characteristics]. Stockholm, Sweden:
Swedish Orphan Biovitrum AB, 2025. 9. Doptelet [Japan prescribing information]. Tokyo, Japan: Swedish Orphan Biovitrum Japan Co., Ltd., 2025.




Study Design of the Extension Phase

AVA-ITP-307 (NCT05369208, jRCT2031220005) open-label, phase 3 study

Study participants:

* Japanese adults (aged 218 years) diagnosed with chronic ITP
(212 months) and prior insufficient treatment response

* An average of 2 platelet counts (PCs) <30x10°%/L

OLE inclusion criteria:
* No significant safety or tolerability
concerns during the core phase

Patient
completed
core phase

/ Patient
discontinued
Dose and Concomitant ITP Maintenance from core
Baseline dosage medication (8 weeks phase R
(1 day) titration reduction including the g
(6 weeks) (12 weeks) EQT visit)

T

Open-label AVA initiated at 20 mg once daily®

The 26-week core phase is complete. The extension phase is ongoing.

AVA, avatrombopag; EOT, end of treatment; ITP, immune thrombocytopenia; OLE, open-label extension; PC, platelet count.

apatients continued for a maximum of 2 months in a post-marketing clinical study until AVA was commercially available. PAVA starting dose was 20 mg once daily. AVA dose was titrated up to a maximum dose of 40 mg once

daily or down to a minimum dose of 20 mg once weekly to maintain a PC of 250x10° to <200x10°/L.
Yamaguchi et al. Int J Hematol. 2025;122:521-32.




Extension Phase: Study Objective and Assessments

Primary Objective: To evaluate safety and tolerability of long-term therapy with AVA in Japanese
patients with chronic ITP

Secondary Objective: To evaluate effectiveness of long-term therapy with AVA as measured by
platelet response, bleeding, and the use of rescue medication

Efficacy Assessments Safety Assessments

* Median platelet count * Treatment-emergent adverse events (TEAEs)

* Proportion of patients needing rescue therapy * Serious adverse events

* Incidence and severity of bleeding * Adverse events of special interest (eg,

thromboembolic and bleeding events)

AVA, avatrombopag; ITP, immune thrombocytopenia; TEAE, treatment-emergent adverse event.



Patient Disposition

Enrolled and treated in the
core phase (N=19)

Completed the core phase
(n=15)

Enrolled into the extension phase
(n=15)

Discontinued the extension

phase (n=3)

. . . mma Physician decision (n=1)
Ongoing in the extension phase
(n=12) mma Lack of efficacy at maximum dose? (n=1)
Significant medical condition® (n=1)

Mean AVA exposure duration in the core phase and ongoing extension phase (N=19) was 61.9 weeks

Data cutoff: 31 July 2024.
2Maximum dose was 40 mg once daily. PThe patient discontinued treatment due to a serious treatment-emergent adverse event of sepsis.




Extension Phase: Baseline Demographics and Clinical History

Extension phase Avatrombopag (n=15)

Baseline demographics®

Age, years
Mean (SD) 54.6 (17.7)
Median (range) 60 (19-74)
Female, n (%) 13 (86.7)

Clinical history

Concomitant ITP medication at baseline, n (%) 7 (46.7)
Splenectomy, n (%) 1(6.7)
Number of previous significant bleeding events, n (%)
0 13 (86.7)
1 2 (13.3)
Baseline platelet count, n (%)
<15x10%/L 7 (46.7)
>15x10°/L 8 (53.3)

AVA, avatrombopag; ITP, immune thrombocytopenia; SD, standard deviation.
aSafety analysis set of patients in the extension phase. Data cutoff: 31 July 2024. PBaseline demographics as of the start of the core phase of the study.



Extension Phase: Efficacy

Median (Q1, Q3) platelet count over time in the extension phase?®P
300
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Median platelet count (x10°/L)

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17
Months from extension phase start date
n 15 15 15 14 14 14 12 10 9 6 6 5 5 5 3 3 3

With AVA treatment, the median PC remained in the target range of
50 to <200x10°/L throughout the extension phase of the trial

AVA, avatrombopag; PC, platelet count; Q1, first quartile; Q3, third quartile.
aData cutoff: 31 July 2024. °Full analysis set of patients in the extension phase.




Extension Phase: Efficacy

Proportion of patients who Proportion of patients who
used rescue therapy in the experienced bleeding events in the
extension phase (n=15)" extension phase (n=15)2b
é S No event
= &
® % Gradel
20
(0] g 3 Grade 2
a £
40 A) 12 © Grade3 |0
54
= Graded4 |0
0 0 a0 60 80 100
95% Cl: 16.3—67.7 Patients (%)
As of the data cutoff, 60% of patients did No patients experienced WHO grade 3 or 4
not require rescue therapy during the bleeding events during the ongoing
extension phase of the trial extension phase of the trial

Cl, confidence interval; WHO, World Health Organization.
aData cutoff: 31 July 2024. °Full analysis set of patients in the extension phase.



Core Phase and Extension Phase: Safety

Summary of TEAEs in the Most common TEAEs (215%) in the
core phase and extension phase?®® core phase and extension phase®”
Avatrombopag Avatrombopag

o, o,

(N=19)
Any TEAE 19 (100.0) COVID-19 4(21.1)
Related TEAEd 4(21.1) Insomnia 3(15.8)
Serious TEAE® 5(26.3) Nasopharyngitis 3(15.8)
Serious related TEAE 0 Oropharyngeal pain 3(15.8)

Three patients discontinued treatment with AVA due to Upper respiratory tract infection 3(15.8)

TEAEs (autoimmune hepatitis, diffuse large B-cell
lymphoma [DLBCL], and sepsis)

All patients experienced 21 TEAE, including 4 patients who experienced a treatment-related TEAE

All serious TEAEs were considered not related to AVA

AVA, avatrombopag; DLBCL, diffuse large B-cell ymphoma; TEAE, treatment-emergent adverse event.
aData cutoff: 31 July 2024. bIf multiple TEAEs occurred in the same patient, the patient was counted once. ‘Related TEAEs were leukocytosis, palpitations, increased blood pressure, soft tissue necrosis, cerebrovascular accident,

headache, and urticaria. 9In the ongoing extension phase, 1 patient experienced 2 treatment-related TEAEs (soft tissue necrosis and cerebrovascular accident). ¢In the ongoing extension phase, 2 patients experienced 3 serious
TEAEs (ileus, sepsis, and colorectal cancer).
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Core Phase and Extension Phase: Safety

TEAEs by maximum severity in the Adverse events of special interest (AESI)
core phase and extension phase®P in the core phase and extension phase®
z 3 Grade 1 AESL, 1 (%) Avat(ﬁ_n;l;;pag
% € Grade 2 _
g E,_ Grade 3 Thromboembolic (TE) events 1(5.3)
E E Grade 4 Cerebrovascular accident (stroke)e 1(5.3)
X <
'§° = Grade5 Peripheral arterial occlusive disease 1(5.3)
0 20 40 60 80 100 Bleeding events 1(5.3)
Patients (%) Heavy menstrual bleeding 1(5.3)
* Four patients experienced grade 3 TEAEs (ileus, sepsis, soft Serious AESI: heavy menstrual bleeding occurred in 1 patient (not
tissue necrosis, colorectal cancer, DLBCL, heavy menstrual treatment related; recovered)
bleeding, and peripheral arterial occlusive disease)<d Nonserious TE events: peripheral arterial occlusive disease (not
* Two patients experienced grade 4 TEAEs (autoimmune treatment related) and cerebrovascular accident (treatment
hepatitis and platelet count decreased)<d related) occurred in the same patient (ongoing as of data cutoff)
The majority of TEAEs were grade 1 or 2 One serious AESI and 2 nonserious AESIs
No deaths occurred during the study were reported

AESI, adverse event of special interest; DLBCL, diffuse large B-cell ymphoma; MedDRA, Medical Dictionary for Regulatory Activities; PC, platelet count; TE, thromboembolic; TEAE, treatment-emergent adverse event.

aData cutoff: 31 July 2024. ®Patients with multiple TEAE grades were counted once in the maximum grade. ¢In the ongoing extension phase, 2 patients experienced grade 3 TEAEs (ileus, sepsis, soft tissue necrosis, colorectal
cancer, and peripheral arterial occlusive disease) and 1 patient experienced a grade 4 TEAE (decreased PC). 9If multiple TEAEs occurred in the same patient, the patient was counted once. ¢Cerebrovascular accident was the
MedDRA preferred term; stroke was the verbatim term for the event.



Thromboembolic Event Case
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@ Patient Background

* Male

* Age: 74 years

* Comorbidities:
— Diabetes
— Hypertension
— Cataracts

Medical History: ITP

* Chronic ITP since 2002
* Concomitant ITP medications:
— Romiplostim (until November 2022;
discontinued prior to study enrollment)
— Prednisolone (until January 2024)

Adverse Events

¢ Day 404
Sepsis
* Grade 3, serious TEAE
* Not related to AVA
* Hospitalization was required
* AVA treatment was withdrawn

Peripheral arterial occlusive disease®”
* Grade 3, nonserious AESI
* Not related to AVA

¢ Day 408
Cerebrovascular accident (stroke)®
* Grade 2, nonserious AESI
» Hospitalization/prolonged hospitalization was not
required
* Related to AVA
— Sepsis also was considered a possible cause
* Platelet count: 122x10°%/L (day 404)

AESI, adverse event of special interest; AVA, avatrombopag; ITP, immune thrombocytopenia; TEAE, treatment-emergent adverse event. 12
aDiagnosed by the physician as arteriosclerosis obliterans (atherosclerotic disease of the arteries). YAVA had already been withdrawn following sepsis.



Conclusions

e Results from the extension phase of this ongoing trial have
demonstrated that avatrombopag was efficacious and well tolerated
throughout the 1-year follow-up of the extension phase in adult

Japanese patients

e Efficacy observed in the core phase was maintained in the ongoing
extension phase

* No new or unexpected safety findings were identified
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