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Introduction _ » Number of new lesions, overall volume of new lesions, total lesion volume, and » Most adverse events (AEs) were mild or moderate through Week 24, and no AEs led
annualized total number of new flares decreased with zilurgisertib (Figure 3) to dose reduction or discontinuation of zilurgisertib (Table 2)

» Fibrodysplasia ossificans progressiva (FOP) is a rare, autosomal dominant genetic » Atotal of 63 patients were randomly assigned to zilurgisertib (n=32) or placebo (n=31) — Zilurgisertib had fewer new lesions and smaller new lesion volume compared to * Safety was similar between adults and adolescents; this was also observed during
disorder characterized by disabling heterotopic ossification (HO) in skeletal muscles, — All patients in the zilurgisertib group completed treatment placebo at Week 24; at Week 48, both groups (zilurgisertib and placebo crossover the OLE
tendons, and ligaments — 1 patient in the placebo group discontinued treatment due to patient withdrawal 8 Z|Iurg|ser_t|b) SSIEE) [ TS Ies.lons _ L Table 2. TEAEs During the 24-Week Placebo-Controlled Treatment Period (Cohort 1)
» Pathogenic variants in activin receptor-like kinase 2 (ALK2) have been implicated in » Baseline characteristics and demographics were generally similar between groups = [P eseline o THeEl 22, el lesfalr voliime eieaeese 1 ine ZlUrgisens @iz ) Zilurgisertib 100 mg Placebo
the pathophysiology of FOP! (Table 1) but increased in the placebo group, while from Week 24 to 48, total lesion volume n (%) (n=32) (n=31)
T : . L T decreased from baseline in both groups
» Zilurgisertib is an oral, highly selective investigational ALK2 inhibitor in clinical eleRpe TEAE 29 (0.6) 30(56.5)
development for FOP Table 1. Demographics and Baseline Characteristics (Cohort 1, 212 years of age) — FOP flares were less prevalent in the zilurgisertib versus placebo group by Week Patients with treatment-related TEAE 15 (46.9) 11 (35.5)
i | s e N N rols? 24; from Week 24 to 48, both groups reported a low annualized number of flares Patients with serious TEAE 2 (6.3) 3(9.7)
® ase 1 studies estanlisne e satety Or zZiurgisertp In hea controls . . . . . . i i > a
> | y 9 y_ | Zilurgisertib 100 mg Placebo » In the open-label period, no new lesions were reported regardless of double-blind Patients with grade 23 TEAE 2{{0.8), 4(12.9)
» Here, we present interim analysis of the phase 2 PROGRESS trial evaluating n (%) (n=32) (n=31) treatment assignment Ea:fe":s Wf:: :ata'tAE rolated serious TEAE 1 g 1 8
zilurgisertib in patients 212 years of age with FOP through 48 weeks of treatment Age, mean (SD), y 20.5 (11.7) 22.0 (11.0) auents Wit reatment-relatod seriotis (3.1)
: . : 2 2 Patients with TEAE leading to study drug dose
(24 weeks of placebo-controlled treatment, then 24 weeks open-label zilurgisertib) Male, n (%) 17 (53.1) 14 (45.2) _ _ interruption 2(6.3) 1(3.2)
Race,” n (%) Figure 3. Key Secondary Endpoints (Cohort 1) Patients with TEAE leading to study drug 0 0
White 17 (53.1) 18 (58.1) ] ] dose reduction/withdrawal
Asian 8 (25.0) 10 (32.3) A. Number of New Lesions B. New Lesion Volume Most common TEAEs occurring in >10% of patients
Black 2 (6.3) 1(3.2) receiving zilurgisertib, n (%)
» PROGRESS is a phase 2, randomized, double-blind, placebo-controlled study Multiracial 1(3.1) 0 T Fewer new lesions with ZGB vs Smaller new lesion FOP flare-up or aching/pain due to FOP 8 (25.0) 17 (54.8)
evaluating the efficacy and safety of zilurgisertib for FOP (Figure 1) Time since initial diagnosis, mean (SD), y 12.6 (9.9) 13.2 (9.1) 0.3 - PBO at Week 24 (mean [SD]: 10 - T volume (cm?) with ZGB vs Headache 7(21.9) 5(16.1)
Baseline CAJIS score = 0.06 [0.35] vs 0.23 [0.63]) o~ PBO at Week 24 (mean Upper respiratory tract infection 7 (21.9) 3(9.7)
) ) = T ‘e [SD]): 0.003 [0.02] vs 6.57 Arthralgia 6 (18.8) 1(3.2)
Figure 1. PROGRESS Phase 2 Study Design Cohort 1 <18 27 (84.4) 26 (83.9) S = T [20.70]); P<0.0001 Epistaxis 4 (12.5) 0
18-23 5(15.6) 3 {1a) 55 02- e o Nausea 4 (12.5) 1(3.2)
Primary Week 48 End of Time since last flare-up, mean (SD), y 0.7 (0.6) 0.4 (0.2) 8 g No new lesions for ..g % No new lesions ;NO Gtrade 23 TEAES occurred in moretthant_one gatient throggh Wk 24. ZGB (n=2 pattierits;f[dtathycj]ratign,kdylllsfpneta, gistroisg%rgg(jealéireﬂltj_x dtise[asrtt-;, o
. . H H H V) - - - otension, nausea, oxygen saturation decreased, pneumonia, urina ract intection] and skKull rracture pase); n= atients,; |artnraigia,
endpomt analySIS treatment Locatl.on Of.las? flare-up occur;rlng in 210% o =5 0.1 - ZGB or PBO>ZGB - 4 1 EégiBZgrB s%gulderfracture, back pya%n, traumatic pain], lipase irF:creased, FOP flari/e-up, and femoral neck fracture). P °
of patients in either group, n (%) I & ' at Week 48 o S - Weok 48 at AE, adverse event; FOP; fibrodysplasia ossificans progressiva; TEAE, treatment-emergent adverse event.
‘ ‘ ‘ Upper back 4 (12.5) 5 (16.1) > Ea 24 ee
Z N —
Lower back 4 (12.5) 5(16.1) .
: wer £ 0 . 0 o—— . Conclusions
: Week 24 Week 48
-Bli : _ Right | : . i ; . : . . : :
Screening Double-Blind Treatment : ., | ahel Extension (OLE) Post 'ght leg _ _ _ 2(6.3) 4 (12.9) No. of patients No. of patients » Fewer patients taking zilurgisertib (1 of 32) had new HO lesions versus
(35 days) Period : (292 weeks) treatment Total volume of HO lesions at baseline, median (range), cm®* 270.0 (21.3-1140.1) 265.6 (5.7-1672.0) ZGB 32 32 ZGB 32 32 lacebo (5 of 30)
(24 weeks) (30 days) aData were missing in 2 patients in the zilurgisertib group and 1 patient in the placebo group; data were not reported in 2 patients in the zilurgisertib group and 1 patient in the PBO/ PBO>ZGB 30 29 PBO/ PBO->ZGB 30 29 P
placebo group. o In addition, zilurgisertib demonstrated reduced volume of total HO lesions and
CAJIS, Cumulative Analogue Joint Involvement Scale; HO, heterotopic ossification. f flare’s - p|aceb0
. - - . ewer \Y u
Ke\éﬁt“ec:_iglhtv E ® At Week 24, 1 Of 32 patients in the Zilurgisertib group had new |eSi0nS versus 5 Of 30 C. Change n TOtaI LeSIon VOIume D. ﬁnnuFalllzed TOtaI Number Of — |mprovements were maintained or further improved in the OLE
: , , : : _ . ew riares . : : : : ,
. Females and S — patlent§ in the placebo group (pr.lmary endpomt,.P 0.0986; Figure 2) From '(?’;-;)"tx‘t’:fgi“én _ » Treatment with zilurgisertib was generally well tolerated, with no AEs leading to
males 212 y 100mgaD * No patients had new lesions during the OLE period from Week 24 to 48 volume (cm?) change was From Week 24-48 sz‘:;[a’:':sagﬁ,\[,’geak“;:ﬂzflfd dose reduction or discontinuation
. Al : : _ Safety greater with ZGB vs PBO  lesion volume (cm?3) ZGB vs PBO (2.34 [6.06 .. : : : .
g}]'ggg‘ diagnosis (n=32) Cohort 1: Oral zilurgisertib follow-up Figure 2. Primary Endpoint (Week 24) and Interim Analysis (Week 48) in Cohort 1 (-3.24[19.86] vs 24.64 decreased for both ras oy ot leoslve * These results support orally-administered zilurgisertib as a promising treatment
: i 100 mg QD (n=~60) (30 days after __ [51.94]); P=0.0042 ZGB and PBO->ZGB 6 - - Annualized new option for adolescents (=212 years old) and adults with FOP
. ' . 2 -6.37 [19.43 . . .
FOP disease Placebo QD last dose) oy : £E ot [[20 91]i " 5 flares were low » The open-label period of PROGRESS for adolescents and adults is ongoing, and
activity within (n=31) : 81% reduction in proportion S 40 - . . P 5 - for ZGB and
1 year of : of patients with new lesions at No patients with new lesions at f= aE: 30 - g @ . PBO->ZGB from enrollment of younger age groups has begun
i iai : 25 Week 24 Week 48 [ o B Week 24 to
Zc::jleglng VISIt24 : s P=0 0985 @ % 20 - :, § ; 48 (1.01 [3.26] Disclosures
. score < o Qo > Q 7] and 1.22 [2_54]) RJ.P.is ac.:Iinica_I trial investigator for Ashibio, Incyte, Ipsen, and Regeneron; a member of the Medical Registry Advisory Board of the IFOPA; a consultant for Incyte, Ipsen, and
Primary endpoint (Week 24): gx 20 16.7% Eg 10 $2 b e S e e L oo e S
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Kev Secondarv endpoints (Week 24) -§ % (-:t: ,,_tg -20 B | I W | Kk 24 W | k 48 0 Baseline to | Week 24-48 | ?hz’;zzzlsevcv’igﬂ: zisnkthe patients and their families, the investigators, and the site personnel who participated in this study. This study was
+ Number of new HO lesions £ 5 3.1% - aseiine - Tee °e Week 24 ot i 10 sy o xSy ceicas <ot (FOF) A ars contnted o s sprves e posrror (] e ]
writing and editorial assistance was provided by Melissa Baire, MS, MPH, of Round Hill, part of The Lockwood Group (Stamford, CT, USA), .
* Total volume of new lesions 0 ? . g Oi R No. of patients No. of patients funtde% e yie Cc)rpcmttm p y part p (Stamford, CT, USA)
« Change in total volume of all HO lesions PB ZGB PBO->ZGB ZGB 32 32 32 ZGB 32 32 Abbreviations y o | |
n=32 n=30 n=32 n=29 PBO /PBO QZGB AE, adyerse event; ALK?_, activin receptlor—.hke kinase 2; C_AJIS,_Cun?uIz.atlve Analogue Joint Invol_vement Scale; CT., computed to_mggraphy; .
S i NCTOS090801  Number of new flares Weok 24 — 31 30 29 PBO/ PBO>ZGB 31 30 _Ir_giéfl?rg)adt)rﬁglri_sé?n %?;glgfgzv%rg%rzizx{a;,ZI-(I%’hztiel':jerg)i’;c;p:i?bf)33|ﬁcatlon, OLE, open-label extension; PBO, placebo; QD, once daily; R, randomized; E
Inical 1rals.gov iaentitier:
CAJIS, Cumu?ative Analogue Joint Involvement Scale; CT, computed tomography; FOP, fibrodysplasia ossificans progressiva; HO, heterotopic ossification; QD, once daily; . o o e? ce sNominal P value. fi’:‘:gg"fl\fz \ ol Biomedioines, 20241204779 o To downlgadalc_:orl)y of
R, randomized. HO, heterotopic ossification; PBO, placebo; ZGB, ziurgisertib. HO, heterotopic ossification; PBO, placebo; ZGB, zilurgisertib. 2. Yang YO, et al. Eur J Drug Metab Pharmacokinet. 2025;50(1):65-80. t Iss%c::;r?:s:aﬁ aR codo,
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