Impact of Protocol-Mandated Dose Holds on Platelet
Response Durability in Pediatric ITP Patients Treated With
Avatrombopag: AVA-PED-301 Post Hoc Analysis

@ '*:.f; ‘-Ez=xi=;:"‘:=" e u-i:f.x*%
Presenting Author: Dr. Amanda Grimes, MD el et
Texas Children’s Hospital e i
Houston, Texas, US

o F) "--'l
Sl o Ilnl L‘l'ﬂ ] '!-
et 3 I

) o 1 el
53‘ 2 ‘: ﬂEui-’ii.E .
kY
s

= El“.l %
b AR e g e X RRR e
fartide s S alnrid L e

aé?’ FReaEr zM ‘L.‘?’.'

.3'!-.3"!! “'I-""II"

@3-"* ST

E HA 2026 CO ngl’eSS Scan to obtain a digital copy of the presentation.
. Copies obtained through this QR code are for
Oral Pl’ese ntatlon personal use only

Rachael F. Grace'?, Goksel Leblebisatan3, Yesim Aydinok?, Sule Unal®, John Grainger®, Amanda B. Grimes’, Michele P.
Lambert®, Jessica Zhang®, Brian D. Jamieson®, Chelsea Bernheisel®, Michael Vredenburg®, Faizan Sattar®

"Dana-Farber/Boston Children's Cancer and Blood Disorders Center, Boston, United States of America, 2Harvard Medical School, Boston, United States of
America, 3Cukurova University Medical Faculty, Pediatric Hematology, Adana, Tlrkiye, “Ege University School of Medicine, Pediatric Hematology and
Oncology, Izmir, Tlrkiye, ®> Hacettepe University Faculty of Medicine, Pediatric Hematology, Ankara, Tlrkiye, ® Royal Manchester Children's Hospital,
Department of Haematology, Manchester, United Kingdom, 7 Texas Children's Hospital, Pediatric Hematology and Oncology, Houston, United States of
America, 8 Children's Hospital of Philadelphia, Pediatric Hematology and Oncology, Philadelphia, United States of America, ® Sobi, Inc, Morrisville, United
States of America




Disclosures

Rachael F. Grace: research funding from Agios Pharmaceuticals, Inc.; Sobi, Inc.; and Novartis; consultancy for Agios
Pharmaceuticals, Inc.; Sobi, Inc.; and Sanofi

Goksel Leblebisatan: no conflicts of interest

Yesim Aydinok: research funding from Agios Pharmaceuticals, Inc.; Bristol Myers Squibb/Celgene; Cerus Corporation;
Novartis; and Sobi, Inc.; consultancy for Bristol Myers Squibb/Celgene, CRISPR Therapeutics/Vertex Pharmaceuticals, and
Silence Therapeutics; and speakers bureau fees from Cerus Corporation

Sule Unal: research funding from Agios Pharmaceuticals, Inc.; Sobi, Inc.; and Novo Nordisk
John Grainger: consultancy and speaker fees from Sobi, Inc.; Novartis; and Amgen
Amanda B. Grimes: research funding from Novartis; consultancy for Sanofi

Michele P. Lambert: advisory board member for Janssen, argenx, PDSA, 22qgSociety, and CdLS Foundation; consultant for
Novartis, argenx, Agios, Sobi, Sanofi, and Janssen; and research funding from FWGBD, PDSA, NIH, Sysmex, Novartis,
Principia, Janssen, argenx, Dova, Octapharma, Sobi, and Sanofi.

Jessica Zhang: employee of Sobi, Inc., Brian D. Jamieson: employee of Sobi, Inc., Chelsea Bernheisel: employee of Sobi,
Inc., Michael Vredenburg: employee of Sobi, Inc., Faizan Sattar: employee of Sobi, Inc.

NIH, National Institutes of Health.



Protocol-mandated dose holds may have influenced
durability outcomes in AVA-PED-301

Platelet response’: Durable platelet response’:
81.5% (AVA) vs 0% (PBO); p<0.0001 27.8% (AVA) vs 0% (PBO); p=0.0077

The study protocol mandated dose hold for platelet counts >250x10°/L", a threshold lower than the
>400x10°/L threshold referenced in the avatrombopag prescribing information?

This post hoc analysis evaluated the incidence, characteristics, and clinical impact of protocol-
mandated dose holds during AVA treatment in pediatric ITP

AVA, avatrombopag; ITP, immune thrombocytopenia; PBO, placebo.
1. Grace RF, et al. Lancet Haematol 2025;12:e494-e504. 2. Doptelet [US prescribing information]. Durham, NC: AkaRx,Inc; 2025.



Phase 3 trial AVA-PED-301 (NCT04516967)"-°

Multicenter, randomized, double-blind, placebo-
controlled, parallel-group trial with an open-label
extension phase

Objective

To evaluate efficacy, safety, tolerability and PK/PD
profile of AVA for children and adolescents with a
diagnosis of primary ITP of 26 months in duration
and an insufficient response to previous
treatments

o,

0900

34 sites?, 12-week (core phase) and
2-year open-label extension phase

Oral tablet (20 mg, ages 6-<18 years) or
pediatric formulation (10 mg, ages 1-<6 years)
once daily

alnitiated at 62 sites, of which 34 enrolled patients.

AVA, avatrombopag; ITP, immune thrombocytopenia; PD, pharmacodynamic; PK, pharmacokinetic.

E!

¢

ﬂ Children Phase 3 (301)

Avatrombopag is administered orally with food and without food type
restrictions, has no significant hepatotoxicity, and a low immunogenicity
risk (as compared with parenterally administered agents)*>
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United
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1. ClinicalTrials.gov. NCT04516967. 2. Grace et al. Blood 2021. 3. Grace et al. Lancet Haematol 2025;12:e494-504. 4. Doptelet [US prescribing information]. Durham, NC: AkaRx,Inc; 2025. 5. Jurczak W, et al. Br J

Haematol. 2018;183:479-490.




AVA-PED-301: Study Design

Core phase
12 weeks

Doses were adjusted
as follows:

Screening

3:1

AVA oral tablet
— 20 mg once daily PC <50 x 10°/L after at

Cohort 1

212-<18 years least 2 weeks of dosing
3 PBO oral tablet * Increase 1 dose level
* Repeat PCin 2 weeks
3:1
S AVA oral tablet PC >150-250 x 10°/L
Cohort 2
>6-<12 20 mg once daily * Decrease 1 dose level
B years * Repeat PCin 2 weeks
—> PBO oral tablet
- PC >250 x 10%/L
—> AVA powder for oral suspension * Stop study drug
Cohort 3 : * Repeat PC 2x per week
>1-<6 years 10 mg once daily * When PC <100 x 107/L,
—> PBO powder for oral suspension decrease 1 dose level

Q Dose was titrated to maintain PC 250-<150 x 10°/L
Study drug was held if PC >250 x 10°/L

apC remains <30x10°%/L after >3 weeks.
AVA, avatrombopag; PBO, placebo; PC, platelet count.
Grace et al. 2024 (Submitted).




Dose level
increases

40 mg 1x per day

40 mg 3x per week, 20 mg on
remaining days

20 mg 3x per week

20 mg 2x per week

20 mg 1x per week

20 mg 1x per day

20 mg 3x per week, 10 mg on
remaining days

10 mg 3x per week

10 mg 2x per week

10 mg 1x per week




Dose
increase to PC
pre-hold >250%10°/L
dose

Rebound
TCP, PC
<50x10°/L : Dose Hold
durability
impacted

Resume Monitor PC
one dose twice
level lower weekly

& Restart
when PC

<100x10°/L

PC, platelet count; TCP, thrombocytopenia.



Avatrombopag improved platelet response, but durability was
assessed under strict protocol hold rules

Primary endpoint? Alternative primary endpoint?

Durable platelet response (% pts achieving at least 6 out of 8 weekly PCs >50 x 10%/L Platelet response (% pts with at least 2 consecutive PCs =50 x 10°/L
during the last 8 weeks of the core phase, in the absence of rescue therapy) over the core phase, in the absence of rescue therapy)

. 60 7 28016, 20) 100 1 o) (71, 92)° 81%
3 p=0.0077¢ o p<0.0001¢ (n=44)
5 o @ 80 A
a 2 £5
g o 40 - 28% E & 60 -
2 5 (n=15) S 2
c 2 )
23 20 - ag -
3o L2
S5 0% o 20 1 0%
g 0 (n=0) 0 (n=0)
Placebo Avatrombopag Placebo Avatrombopag
(n=21) (n=54) (n=21) (n=54)

aFull analysis set. PDifference in proportion for PBO vs AVA (95% Cl). °Fisher’s Exact Test.
AVA, avatrombopag; Cl, confidence interval; PBO, placebo; PC, platelet count; pts, patients.
1. Grace et al. Lancet Haematol 2025;12:e494-504




Protocol-mandated dose holds occurred in a majority of AVA
treated patients’

Dose holds? per study visit, overall
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Analysis visit
Avatrombopag 54 51 51 49 49 49 Weekjgays) 47 47 47 46 44 44
Placebo 21 18 17 15 13 11 8 3 2

Number of pts who experienced a dose hold: 33 (61.1%) pts in the AVA group

1 (4.8%) pt in the PBO group

aStudy drug was held if PC >250 x 10%/L. PDose was titrated to maintain PC =50-<150 x 10%/L during the 12-week core phase; dashed lines represent the limits of the optimal PC range.
AVA, avatrombopag; D, day; E, extension; IQR, interquartile range; PBO, placebo; PC, platelet count; pts, patients; V, visit.
1. Grace et al. Lancet Haematol 2025;12:e494-504




Non-durable responders experienced more dose holds

holds in final 10 weeks, n (%)

Dose holds in Core Phase, n 13 40
Per patient, n 1.3 1.7

Dose holds in final 10 weeks 8 36
Per patient, n 0.8 1.6

Patients with multiple dose

holds in Core Phase, n (%) 3(30.0) 13 (56.9)

Patients with multiple dose 0 12 (52.2)

AVA, avatrombopag; n, number.
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Dose holds were frequently followed by platelet counts
below response threshold
AVA Non-durable

Responders
(n=23)

AVA Durable Responders

(n=10)

Patients with post-dose hold PC <50x10%/L for 215 days, n (%)

Last 10 weeks of the core phase 4 (40.0) 11 (47.8)

Time spent with post-dose hold PC <50x10%L in Last 10 weeks of Core Phase

Median (Q1, Q3), days 19.5(18.0, 21.3) 25.0(21.0, 38.0)

Mean (SD), days 19.8 (2.1) 29.0 (9.9)
Post-dose hold nadir PC, x 10%/L

Median (Q1, Q3) 20.0 (14.0, 25.0) 11.5 (5.0, 23.5)

AVA, avatrombopag; PC, platelet count; Q1, first quartile; Q3, third quartile; SD, standard deviation. 11



Most dose holds in non-durable responders occurred
within the 250-400%10°/L range

Number of dose holds in ) ) ) Total patients with dose
PC >250-400%10%/L range Unique patients with dose cycling following dose hold

. 9
among AVA-non holds in 250-400%x107/L among AVA-non
range among AVA-non

responders responders
80 responders
0, 0,

. 25/40 (62.5%) 21 o1 21/23 (91.3%)
—_— o
o\o o 18/23(78.3%) .
=~ 60
° %) n
o < 15 € 15 .
T 50 Q0 o Median days
() -lc-U' ‘=
3 o, D between
O 40 ‘5 s 12 reinitiation and
° 9 o dose increase:
°0 30 c 9 2 9
@ - 14 days
+— =) =]
S = z
© 20 6 6
)
o

10 3 3

0 0 0

PC >250-400x10°/L Unique Patients Unique Patients

Note: This 250-400%10°/L range would not have warranted a dose hold under avatrombopag prescribing guidance (US), but rather dose reduction’

DH, dose hold; PC, platelet count; US, United States. 12
1. Doptelet [US prescribing information]. Durham, NC: AkaRx,Inc; 2025




AVA-PED-301 Patient Experiencing Multiple Dose Holds

350

300
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Platelet Count
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50

0

Note: This 250-400x10°/L range would not have warranted a dose hold under avatrombopag prescribing guidance (US), but rather dose reduction

Patient Experiencing Dose Cycling

Drug on hold

Drug on hold

292
- /\
/‘\ Dose Hold Threshold
20mg TIW
g/ Restart Threshold
/ \\ Response Threshold / 20mg TIW 52
/ 31 - 28 34 26 adir
20mg QD
Pl 20mg TIW 20mg QD Nadir I
0 7 14 21 28 35 42 49 56 63 70 77 84
Study Day

PC, platelet count; QD, once daily; TIW, 3 times weekly; US, United States.
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CONFIDENTIAL AND PROPRIETARY INFORMATION - For use in medical and scientific discussions with intended audiences only. Do not copy or distribute.

Summary

Avatrombopag produced high platelet response rates in a heavily pretreated pediatric ITP
population?

Protocol-mandated holds at PC >250x10%L were common and frequently occurred during the
durability assessment window?

Dose holds were followed by platelet declines, rebound thrombocytopenia, and eventual dose
cycling

Many holds occurred at platelet counts of 250-400%x10%L, a range that would generally prompt
dose reduction rather than interruption in real-world practice

These findings suggest AVA-PED-301 may have underestimated the durability of platelet response
achievable with avatrombopag under approved dosing recommendations

AVA, avatrombopag; ITP, immune thrombocytopenia; PBO, placebo; PC, platelet count; PK, pharmacokinetic; TPO-RA, thrombopoietin receptor agonist.
1. Grace et al. Lancet Haematol 2025;12:e494-504.
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CONFIDENTIAL AND PROPRIETARY INFORMATION - For use in medical and scientific discussions with intended audiences only. Do not copy or distribute.

Avatrombopag-treated patients had advanced, heavily pretreated ITP at

baseline
Placebo Avatrombopag
(n=21) (n=54) Most avatrombopag-treated patients
Age, years (mean £ SD) 9.9+ 4.1 89444 had f:hronic ITP: 41/54, 75.?%;
persistent ITP was present in 13/54,
Sex, female, n (%) 12 (57.1) 24 (44.4) 24.1%

Baseline PC, n (%)

Baseline platelet counts were low,

=15 x 10%/L 17(81.0) 45 (83.3) with 83.3% of avatrombopag-treated

Baseline PC, mean = SD (median) 11.2+6.6 (11.5) 12.0+ 6.8 (10.4) patients having platelet counts
<15x10%L

Disease duration, n (%)
Persistent ITP (6-12 months®) 3(14.3) 13 (24.1) Prior TPO-RA exposure was common:

: 40/54, 74.1% of avatrombopag-
Chronic ITP (>12 months) 18 (85.7) 41 (75.9) treated patients had previous TPO-RA

14 (66.7) 37 (68.5) use

=3 previous ITP medications received since diagnosis, n

(%)b, Among avatrombopag-treated

Previous TPO-RA use, n (%) 15(71.4) 40 (74.1) patients with prior TPO-RA exposure,
Eltrombopag® 15 (100) 38(95.0) 23/40, 57.5% had non-response to
Romiplostim® 6 (40.0) 24 (60.0) prior TPO-RA treatment

aFull analysis set. PAlthough persistent ITP is defined as an ITP duration of 3-12 months per current guidelines?, patients were required to have had a confirmed diagnosis of primary ITP

for 26 months to be eligible forinclusion in the study.

AVA, avatrombopag; ITP, immune thrombocXtogema; PBO, placebo; PC, platelet count; pts, patients; SD, standard deviation.

Grace et al. . Lancet Haematol 2025;12:e494-504. 17
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