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Back round _ Figure 2. Patients in the Rusfertide Arm Had Improvements in Clinical Figure 4. Rusfertide Improved Hct Control <45% From Baseline Table 2. TEAEs in Patients Treated with Rusfertide by Risk Group
9 Response Between Weeks 20-32 vs Placebo by (A) Risk Category and Through Week 32 vs Placebo Irrespective of (A) Risk Category and (B) _ _ ] High-Risk Group Low-Risk Group
| | - | | Patient (B) CRT Status Concurrent CRT Status Patients with TEAEs, n (%) (n=129) (n=156)
. Polycythemia vera (PV) is a myeloproliferative neoplasm characterized by excessive atients
. ) _ High-Risk PV Low-Risk PV
erythrocytosis'* - The data cutoff date for this analysis was 10 December 2025 A. | | | A. 92 (5.1, 165) 93(40.215) 934,250 Any TEAE 124 (96.1) 147 (94.2)
. . . . . . _ _ _ _ p<0. p<0. p<0.
 In addition to having an increased risk of thromboembolic events (TEs)* and . The median (range) duration of rusfertide exposure was 88.1 (2-158) weeks 00— | p<0.0001 . p<0.0001 o p<0.0001 - 0.0038 . p<0.0001 - p<0.0001 - 0.0042 | 80— | | | | | | Grade 1 TEAEs 121 (93.8) 140 (89.7)
including fatigue, pruritus, and problems with concentration®® placebo arm (Table 1) 80— 162 712 s 740 719 g %0 Grade 3 or 4 TEAEs 35 (27.1) 27 (17.3)
<Q o <
+ Treatment guidelines for patients with PV recommend controlling hematocrit (Hct) * In total, 156 patients had low-risk PV (53.2%; median age, 52.0 years); 137 had high- S 60 S5 a0_ Grade 5 TEAEs 0 0
< 0 .. . . . 27 . . o/ - . . g oL
45% to minimize the risk of TEs and help manage patient symptoms risk I?V (4.6 8%; median ag.e, 66.0 years) | | | S o . % § Any SAE 19 (14.7) 10 (6.4)
«  Rusfertide is a first-in-class, self-administered subcutaneous peptide mimetic of the *  Inthe high-risk group, 117 patients (39.9%) received prior CRT compared with 76 & 529 310 2 263 > ' 321 5 27 144 155 133 TTEAEs [aacling s Sreearifiua e of
endogenous hormone hepcidin, the principal regulator of iron homeostasis®® (25.9%) in the low-risk group 20 . rusfertide 10 (7.8) 10 (6.4)
N | | |
* The ongoing phase 3 VERIFY StUdy (NCTO521 0790) assessed rusfertide vs placebo Table 1 . Patient CharaCteﬂSthS at Baseline Were We" Balanced n (responders)0= 112 47 65 11 37 42 23 nN= 91/1‘:)7verall 217146 40/62igh Ris1k1/71 51/810‘” RisLOl?S SAE; serious adverse event; TEAE, treatment-emergent adverse event.
. . | | | | | | | - -
added to c.urrent standard-of—gare (_CSC) therapy (phlebotgmy with or without Between Both Arms Overall HighRisk  Low-Risk — ~ No Yes No Yes | m Rusfertide Placebo « In the high-risk group, 41 patients (31.8%) had a history of TE(s) prior to study entry; 19
ah weers recetving fequent phigsotomy® | ol T Rusfertide + CSC  Placebo + CSC  Total patients (14.77%) were <60 years ol
o usrertiae acepo ota : Ri : T :
g 1red P y Characteristic A 147 A 2146 N=293 W Rusfertide ™ Placebo B. | High-Risk PV o Low-Risk PV | «  In Part 1a (baseline to Week 32), the frequency of TEs was similar in the rusfertide and
- Treatment with rusfertide led to statistically significant improvement in the primary rm (n=147) rm (n=146) (N=293) p<0005 ~ p<0001 = _p<0.001 ne p<0001 ~ p<0.005 ne ne laceb : tive of risk Table 3
dboint of clinical <0.0001 d all four k q dboints (5<0.05 B. 52(2.8,9.7) 8.7 (34, 22.1) 4.8(25,93) 9.9 (4.3,22.8) 41(1.9,9.1) 13.8 (3.0, 62.9) 80 - | ] . . ] L . | | placebo arms irrespective of risk group (Table 3)
fen pOIE 0 dcm-lcf) res?onss (pt W k ; ;:1 all four key secondary endpoints (p<0. Age, years, median range) 58.0 (28-86) 57.0 (27-82) 57.0 (27-86) 100  P=00001 p<0.0001 p<0.0001 p<0.0001 p=0.0003 p=0.0004 2 625 500 674 65.3 69.2 « One TE (rusfertide arm) occurred in a patient with low-risk PV
or eacn enapoint) vs placebo a ee S 60— ' ) . . . . : . .
Gender, n (%) 82.7 815 789 S o » There were no TEs in patients with high-risk PV in either arm
80 — : e : : : : : :
. . 726 720 702 0 é 40 . In patients treated with rusfertide during Parts 1b and 2 (ie, open-label periods), TEs were
ObJECtIVG HELS 108 (721 LS (7Y 215 (52U S - reported in 3 patients with low-risk PV and 3 patients with high-risk PV
] e _ . . .
| | o S _ | Female 41 (27.9) 38 (26.0) 79 (27.0) 5 g X « Of these 6 patients, 5 (83.3%) remained on study at the cutoff date (1 patient
. To investigate whether clinical outcomes and safety were similar in patients with low-risk ] ; @ 40— 316 354 15 333 35.1 00 discontinued due to disease progression [transformation to myelofibrosis])
: : : : 4 : : ] .
PV (ie, <60 years old and no TEs prior to study entry) or high-risk PV (260 years old and/ | RISK category, n (%) 20 200 AN=T016T30  Stis0Tas2 2043Teuz 26 T 18 3249T 7T 190527328 7114 215 9i13 T 02 «  Five of the 7 patients with on-study TEs had other risk factors that may have contributed
or occurrence of a TE prior to study entry) in VERIFY High-risk? 66 (44.9) 71 (48.6) 137 (46.8) e (Ary) (0 (N " A 0 L to TE onset, including high-risk PV (n=3), history of hypertension (n=2), superficial vein
. 0 Concurrent CRT Status : — : —
. | Yes No | | Yes No | | HU IFN | , , , , . All TEs were deemed to be not related or unlikely to be related to rusfertide by the
concurrent CRT at baseline >0 (34.0) °2(356) | 102(34.5) O 2 s show h umbor o osporcers r) anc investigator
+ I VERIFY, patients requiring frequent phiebotomy with or without CRT to achieve and Hydroxyurea 43 (299 42(288) | 85(290) mRusiotido 1 Plca D e paters ()2 i In 1 e s sbove e bkt o s o s el 62 confonts i) | |
maintain Hct <45% were randomized (1:1) to receive once-weekly rusfertide or placebo Interf o 6 (4.1 8 (5.5 14 (4.8 CRT, oytoreductive therapy: Het, hematocrit: HU. hydroxyurea: IEN, interferon: PV. polycythemia vera. Numbers above the bars show the nominal p-values obtained from the Cochran-Mantel-Haenszel test stratified by ongoing PV therapy. nc, not calculated (Mantel-Fleiss criterion <5). Table 3. Thromboembolic Events By Risk Group
from baseline to Week 32 (Figure 1) nterieron ( ' ) ( ' ) ( ' ) percéntage of patients with a clinical response. In (A), numbers above the brackets show the nominal p-value obtained from the Cochran-Mantel- . : : Patient ith E t
_ o _ _ . Haenszel test stratified by ongoing PV therapy. Numbers at the bottom of the bars show the number of responders (n). In (B), numbers above the ° There were numeric improvements in the PROMIS Fatigue SF-8a T-Score and MFSAF auents wi vents, n Part 1a Part 1b Part 2 Part 3 Any Part
e After 32 weeks. all pahents were e||g|b|e to receive rusfertide durmg the Qpen_|abe| Othere 1 (07) 2 (1 4) 3 (1 O) brackets show the common odds ratio (95% confidence interval) and nominal p-value obtained from the Cochran-Mantel-Haenszel test stratified : : : ferti : (0/0)
’ . . . TSS7 at Week 32 in both risk groups with rusfertide vs placebo (Figure 5)
by ongoing PV therapy. The numbers below the bars show the number of responders (n) and the total number of patients (N) in a subgroup. ferti ferti ferti ferti ferti
parts of the StUdy Low-risk® 81 (55 1) 75 (51 4) 156 (53 2) Interferon (IFN) includes interferon, peginterferon alpha-2a, and ropeginterferon alfa-2b. F' 5 (A) PROMIS F t' SF 8 T S d (B) MFSAF TSS7 S High-risk group RL;S eé':l)de P(Iac;llo)o R;JS :;t;()ie R;.IS :;t(l)()‘]e RU(S e:t)lde All (RU?Izegr;Zlde
- - - - PR v ' ' ' igure o. datigue -0d 1-9CO0re an core n= n= n= n= n= n=
. The primary endpoint was the proportion of patients achieving a clinical response : ] ) ] : : :
(defined as an absence of phlebotomy eligibility from Weeks 20-32) No concurrent CRT at baseline 49 (33.3) 47 (32.2) 96 (32.8) Figure 3. Rusfertide Reduced the Mean Number of Phlebotomies From at Week 32 for Rusfertide vs Placebo in Both Risk Groups Sptité?”;t"r";h TEspriorto | (25.8) | 28 (39.4) | 41 (33.3) | 40(33.3) | 1 (100) 41 (31.8)
» Phlebotomy eligibility was defined as a confirmed Hct 245% and =3% (absolute) Concurrent CRT at baseline 32 (21.8) 28 (19.2) 60 (20.5) Baseline Through Week 32 vs Placebo Irrespective of (A) Risk Category A PROMIS Fatigue SF-8a T-Score Patients with TE(s) on 0 0 0 3 (2.5) 0 3 (2.3)
higher than the baseline Hct or Hct 248% and (B) Concurrent CRT Status oo oo ot study . .
9 =070 Hydroxyurea 14 (9.5) 15 (10.3) 29 (9.9) _ pe00247 _ 01614 _PR00T16 A Sl imfarct 0 0 0 (08 0 (08
. Four key secondary endpoints were also evaluated nterf . 13 (8.8 12 (8.2 o5 (8.5 A 13(015) 11(025) 15(018) 8 , 2 cute myocardial infarction (0.8) (0.8)
. . . . nterreron . . . . TR T T = ] @ .
. Key secondary efficacy endpoints (baseline to Week 32) included the mean number of (8.8) (82) (8.5) L 0<0.0001 0<0.0001 0<0.0001 $ : Ischemic stroke 0 0 0 1(0.8) 0 1(0.8)
phlebotomies'? and the proportion of patients with Hct <45% Othere 5(3.4) 1 (0.7) 6 (2.0) | | 5 o0- . = Splenic infarction ) . ) L 08) . L 08)
= : ) . .
 Key seconda atient-reported outcomes (PROs) included mean change from CRT, cytoreductive therapy; CSC, t standard-of-care; PV, polycythemi : TE, thromboemboll t C | n 5 . . : _ _
y . ry P . P . ( ) g aHighc;?/sEriz due(;’ilr:/eed azr:gé 260 ye(;l:;rzzd?o?r]ocacrtjrr?angzrgfaTEpgrBi/c?yto(asr’?J:ng;?ry. bInte:?er?or?(ienrglu?j:acsei\rfenrferon, peginterferon alpha-2a, and S o % 2 v 5 Low-risk arou Rusfertide| Placebo |Rusfertide|Rusfertide|Rusfertide|All Rusfertide
baseline at Week 32 in scores on the Patient Reported Outcomes Measurement ropeginterferon alfa-2b. °For the rusfertide arm, “Other” includes ruxolitinib (n=1); for placebo,“Other” includes ruxolitinib (n=1) and hydroxyurea + g qé 2 T § E‘ 9 P (n=81) (n=75) (n=151) (n=146) (n=6) (n=156)
Information System Fatigue Short Form 8a (PROMIS Fatigue SF-8a) T-score and the orfaton (1t 2 realiind (o) o cocabn. Ohor noldes reatinty (aagy. CY- o the rustertide am, “oner includes hydroxyurea * =3 | a4 Patients with TE(s) on ' (1.2) 0 L0 | 2014 0 4(26)
Myelofibrosis Symptom Assessment Form Version 4 Total Symptom Score-7 (MFSAF W n= 19 © 115 51 ' 54 68 6 study
TSS7) Efficacy = % 1 Overall i Rusfem:;gh-Rnsk _— Low-Risk Acute myocardial infarction| 1 (1.2) 0 0 1(0.7) 0 2 (1.3)
. . - (@)]
. Safety outcomes assessed throughout the study |nC|U.ded the frequency and severity of . Between Weeks 20-32, more patients in the rusfertide arm met the primary endpoint of ﬁ ﬁ B. 1908) MF_%P;F(;I'(?)S? S0 .ag) Deep vein thrombosis 0 0 1(0.7) 1(0.7) 0 2 (1.3)
treatment-emergent adverse events (TEAEs) and serious adverse events (SAES) clinical response vs placebo regardless of risk group (Figure 2A; p<0.0001), concurrent o MR —_ - = N _ p=00220 _ _ p=04998 _ 00174 S T tromboembol event. TEAES Homtified a5 P commications moiude tromboembol ovents demified s the FMG-amow torm for Thrombosrs
. . CRT status (Figure 2B; all nominal pSOOOO1 ), or concurrent CRT received (Figure 2B: = x 0- I Data are shown for the safety analysis set (n=291) except as noted. ®Intention-to-treat population (N=293).
Figure 1. VERIFY Study Design hydroxyurea or interferon; all nominal p<0.0004) Overall High-Risk Low-Risk = 5
. ® o
«  Among high-risk patients receiving concurrent CRT, 36/50 (72.0%) in the rusfertide arm W Rusfertide Placebo = 21 Ve C I .
Rusfertide + CSC® were responders vs 17/52 (32.7%) in the placebo arm (nominal p<0.0001) 2 onciusions
Placebo + CSC? Rusfertide + CSC? » Proportions were similar among low-risk patients receiving concurrent CRT (rusfertide, B. 4 — High-RIskc P Low-Risk PV é 4- _ _ _
71.9% [23/32] vs placebo, 32.1% [9/28]) T o 7 | | | » Results from this post hoc analysis of the phase 3 VERIFY study in PV
«  Irrespective of risk group (Figure 3A) or concurrent CRT use (Figure 3B), more patients L, T " 12 el Migh-Risk % Ricy demonstrate that the benefit of rusfertide was maintained for the primary
e / | / | in the rusfertide arm had improvements in the mean number of phlebotomies received vs 88 M Rusfertide Placebo _endpomt (CI'n_'CaI response) and all key SeCQndary er)dpomts of reduction
b the placebo arm, including in high-risk rusfertide patients not receiving concurrent CRT = 5 B 24 LSM, least-squares means; MFSAF TSS7, Myelofibrosis Sympiom Assessment Form Version 4 Total Symptom Score-7; PROMIS Fatigue SF-8a iIn phlebotomies and Hct control vs placebo irrespective of whether
Week O 4 8 12 16 20 24 28 32 36 40 44 48 5I2 1I56 E()IT . I _O 0038 8_8 o | o0 SESE/IOI’Set,anSalfgerrgEOOftehe n;JeC;Onr-neS easurement Information system ratigue (0} orm oa core; S, patient-reported outcomes; patients had IOW_riSk Or hi h_risk PV at baseline
Primary (nomlna p_ . ) 22 % 18 18 18 19 17 ' 1.9 Valu_és Ion th(le y-a}(is are rI]_S nlzeans (SE\I\//IV) ath:\))/Sek 32. Values above the brackets show the LS means (SEM) difference (rusfertide — placebo) and g
Endpolrt - Between baseline and Week 32, overall, there were 35 total phlebotomies in the E% . nominal prvalues for each risk group at eek 32 « For these endpoints, the benefit of rusfertide was maintained in
Period rusfertide arm compared with 251 in the placebo arm - o+ g both risk groups regardless of whether patients were also receiving
(Weeks 20-32) « Among high- and low-risk patients receiving concurrent CRT, the mean (SD) number . o0 o0 : 04 04 o6 ' Safety concurrent CRT at baseline
Key Secondary Endpoints Period of phlebOtomieS was lower in the rusfertide arm vs the placebo arm (high'riSk, 0.64 n= 16 | 19 50 ! 52 43 | 42 6 8 49 ' 47 32 ' 28 14 ' 15 13 ' 12 o Safety data are presented for the Safety ana|ysis set (n:291) A Improvements |n the PROMIS Fatlgue SF_8a T_Score and MFSAF
1.45] vs 1.77 [1.52]; low-risk, 0.34 [0.74] vs 2.0 [1.35 No Yes Yes Yes No Yes Yes Yes :
S . Ru[sferti]de use be[twee]n baseline and \[/Veelz 32 wasF assc]))ciated with improved Hct control | A b (o (An) Ho) ™ *  Asof 10 December 2025, the incidence of TEAEs in rusfertide-treated patients was TSS7 PROs at Week 32 were also observed for both risk groups
- - - : : similar in the high-risk (96.1%) and low-risk (94.2%) PV groups (Table 2) with rusfertide vs placebo
<45% vs placebo irrespective of risk category (Figure 4A; nominal p<0.0001) and CRT Concurrent CRT Status
Part 1a Part 1b Part 2 Part 3 status (Figure 4B) " Rusfertide Placebo * In both risk groups, the majority of TEAEs were mild to moderate in severity « To date, the incidence of TEAEsS in rusfertide-treated patients has been
(fl?ose ti(’;rati&n_i?ddprimgré/ (Open-label period) (fOtpen-IabeI, Ion?—ter_md (Oper;-lapel, tregtrgent « Among high-risk patients receiving concurrent CRT, 30/50 (600%) rusfertide-treated ANCOVA, analysis of covariance; CRT, cytoreductive therapy; HU, hydroxyurea; IFN, interferon; LSM, least-squares means; PV, polycythemia vera; y Serious AEs were reported in 14.7% of patients with high-risk PV vs 6.4% of patients with similar in the h'g h-risk and low-risk PV groups
efficacy double-blind period) safety assessment period) extension period) t : h d H . <450/ 8/52 15 40/ | b . i d t t . | <O 0001 SD, standard deviation; SEM, standard error of the mean. |OW-I’iSk PV (Tab|e 2) c c - c
pa Ien. S. a c _ o VS _ ( " 0) P aF:e O-lrea _e. patents (nomlna P : . )’ The numbers below the bars show the number of patients (n) in a subgroup. In (A), numbers above the brackets show the LSM difference (SEM) and ° The OngOInga Open'label portlons Of the phase 3 VERIFY trlal WI”
CSC, current standard-of-care; EOT, end of treatment; R, randomization. with similar proportions seen in low-risk patients receiving concurrent CRT (rusfertide, p-values obtained from an ANCOVA model adjusted for pre-treatment number of phlebotomies, treatment, and stratification variable. Numbers inside o There were no deaths on study in either risk group provide additional information on the long-term safety and tolerability
aCurrent standard-of-care therapy (phlebotomy with or without cytoreductive therapy). 19/32 [59 4%] VS placebo 3/28 [1 0 7%] nominal p=0 0002) the bars show the LSM (SEM) number of phlebotomies. In (B), numbers inside the bars show the mean (SD) number of phlebotomies. Interferon ¢ ( (y ) ( (y ) Of rUSfertide in patientS Wlth PV
bParticipation in Part 3 will end when the last randomized patient completes Part 2. : ’ . ’ ) (IFN) includes interferon, peginterferon alpha-2a, and ropeginterferon alfa-2b. ° TEAES led to rusfertide discontinuation in 10 (7.8% hlgh-rISk and 10 (6.4%) low-risk patients
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