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Introduction Results . . . . different dose levels by BL TB (ITT population)?
e Greater proportions of patients treated with luspatercept compared with those treated

. . . . . Luspatercept Epoetin alfa
. . . . . o g > - — — .
e Luspatercept is an erythroid maturation agent approved for treatment of anemia in Baseline characteristics ‘(’:‘52 F%O?E/]]n aslf;Sa[C‘ge;’;]de?:nat';)Hb increase 2 1.5 g/dL during weeks 1-24 SEnds | (ol N Luspatercept Epoetin alfa
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erythropoiesis-stimulating agent (ESA)-refractory adults with lower-risk myelodysplastic  As of August 31, 2022, 178 patients had been randomized to luspatercept and 178 to o , , , (95% CI), weeks ( ) ( ) Achievement of first RBC-TI > 12 weeks response LTB® HTB: LTB®
d LR-MDS) with ri ideroblasts (RS ith lodysplastic/ | liferati : — Common risk difference (CRD) in response rate was 23.2 (95% confidence interval [Cl] - Y o E
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Eﬁgg ?)\S/ergltveeisan thrombocytosis™ who require transfusions of = 2 red blood cell (RBC) — BL characteristics were well balanced between the groups (Table 1) .’ _ . . . : 1.0 mg/kg (77.2) | 25 (45.5) NA
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* Interim data from the phase 3, open-label COMMANDS study (NCT03682536) investigating Table 1. Demographics and BL patient characteristics 2 1.5 g/dL was sustained (week 1 to EOT) was longer with luspatercept compared with £ 1.75 ma/kg (5.4) 3 (5.5) NA
th.e efficacy gnd safety of luspatercept vers;us epogtm alfa in ESA-naive patients epoetin alfa (77.9 vs 55.6 weeks, respectively; P = 0.0197) (Figure 3) : 450 1U/kg NA NA 8) 16 (25.0)
with transfusion-dependent (TD) LR-MDS with or without RS demonstrated durable [ Epoetin alfa 5
. . o . p p P . . . 787.5 IU/kg NA NA . 1(1.6)
improvements in RBC transfusion independence (RBC-TI) with luspatercept? (N = 178) (N = 178) Figure 3. Duration of mean Hb increase > 1.5 g/dL (week 1 to EOT) 1050 1U/kg NA 4(6.3)
: 47 Luspatercept vs epoetin alfa: : :
Age, median (range), years 74.0 (46.0-93.0) 75.0 (33.0-91.0) Luspatercept Epoetin alfa HR, 0.388 (95% CI, 0.196-0.771) *0nly patients whose first dose date was > 169 days from the cutoff date or who discontinued early are included in efficacy analysis; °LTB defined
Obj ective Female. n (%) 71 (39.9) 87 (48.9) Responders ‘ (N = 106) ‘ (N = 75) ‘ | | | | | | | | | | | | | | | | | | as < 4 U/8 weeks prior to randomization; ‘HTB defined as > 4 U/8 weeks prior to randomization.
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. 'll'o report the dcl1mcal blengﬁts of I;l[;scpfi\_tlercept beyond RBC-TIfand tue lcnz)[;\mi ﬁ[) e BL TB, median (range), pRBC units 3.0 (1-10) 3.0 (0-14) 0.9 1 No. of patients at risk e Asimilar proportion of treatment-emergent adverse events (TEAEs) of any grade occurred
O O oL fesbonse in patients from the study, BL TB category,” n (%) 0:3- Lspatercept 109 109 109 93 B2 0 ST M3 3 24 20 6 D in the luspatercept (n = 164 [92.1%]) and epoetin alfa arms (n = 150 [85.2%])
stratifie aseline ransfusion burden , 7 poetin alfa ,
Y < 4 pRBC units 114 (64.0) 109 (61.2) Z 06- e Both luspatercept and epoetin alfa were well tolerated (Table 6)
2 pRBC units 80 (44.9) 79 (44.4) 2 5. Table 6. Safet
-Q J [ ] [ ]
Methods > 4 pRBC units 64 (36.0) 69 (38.8) 2 0.4- Dose escalation during the study y
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. . . . IPSS-R risk classification at BL, n (%) 07 | e 70.2% (125/178) of patients treated with luspatercept compared with 74.4% (131/176) of : Luspatercept Epoetin alfa
e COMMANDS is a global, phase 3, opgn-label, randomized study comparing the efficacy f‘md Very low 16 (9.0) 17 (9.6) 01 Il:luRsp(z):\t5e7rZe|;’; ;/scelpgeggrg a(;fgzz : : patients treated with epoetin alfa had dose escalations (Table 3) Patients, n (%) (N = 178) CERN)
safety Qf luspgtercept versus epoetin alfa for the tr.eatment of anemia due to LR-MDS in Low 126 (70.8) 131 (73.6) ) 0 (. 6 ¢l, 0.338-0. .) | | | | | | | | | | | | . . Hematologic TEAEs (any grade)
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e Patients were randomized (1:1) to luspatercept or epoetin alfa, and stratified by: , .
— TB(<4vs>4U/8 K RS status, n (%) Epoetinalfa 7575 58 37 27 20 47 12 7 > 3 3 2 0 0 0 0 0 Patients with dose escalation 125 (70.2) 131 (74.4) Leukocytopenia ' 3(1.7)
( Vs = weeks) Positive 130 (73.0) 128 (71.9) -_—----m—-:--mnrm-m----— - s TEAEs of interest (event of interest)
— sEPO concentration (<200 U/L vs > 200 to < 500 U/L) _ o . Dose escalated from 1.0 to 1.33 mg/kg 122 (68.3) 0 Asthenia 48 (27.0) 38 (21.6)
. RS Dositi RS . Negative 48 (27.0) 49 (27.3) Reduction in pRBC units of > 50% over > 12 and > 24 weeks (week 1 to EOT)
— status (RS positive vs RS negative) Missing® 0 1(0.6) Dose escalated from 1.33 to 1.75 mg/kg 88 (49.4) 0 Hypertension 25 (14.0) 13 (7.4)
. ]'h3e3star’/c:(ng dc:js? (;fSlusp?;erclTpt v:jas 1.0 mg/kg, with stepwise dose escalation to SF3B1 mutation status, n (%) e Asignificantly greater proportion of patients treated with luspatercept than patients Dose escalated from 450 to 787.5 IU/kg 0 129 (73.3) Kidney toxicity 14 (7.9) 10 (5.7)
33 m and 1.75 m allowe i i i 9 ion i i - -
g | g g g | | | Mutated 11 (62.4) 99 (55.6) treated with epoetin alfa achieved a = 50% reduction in pRBC units transfused over Malignancies 12 (6.7)
e The starting dose of epoetin alfa was 450 IU/kg, with stepwise dose escalation to > 12 and = 24 weeks during the entire treatment period (Table 2 Dose escalated from 787.5 to 1050 1U/kg 0 102 (58.0) Thromboembolic event
787.5 1U/kg and 1050 1U/kg allowed Non-mutated 6> (36.5) 72 (40.4)
' , L , Missing® 2 (1.1) 7 (3.9) e The median duration of = 50% reduction in pRBC units over = 12 and = 24 weeks in responders . The broportion of patients who achieved their first RBC-T1 > 12 weeks response at 1.0 Premalignant disorder
 Dose escalations were allowed when patients’ hemoglobin (Hb) levels were below : onificantly | " the luspat ¢ arm than th tin alf i 4and 5 prop P = pon Vs Immunogenicity injection local-type reaction
target range (10-12 g/dL) or Hb level increase compared with previous measurement Hb, median (range), g/dL 7.80 (4.7-9.2) 7.8 (4.5-10.2) was significantly longer in the (uspatercept arm than the epoetin alfa arm (Figures 4 and 5) 1.33, and 1.75 mg/kg luspatercept doses was 65.3%, 6.1%, and 5.4%, respectively (Table 4) - e |
SEPO, median (range), U/L 78.71 (7.8-495.8) 85.9 (4.6-462.5) 0 - - e Immunogenicity hypersensitivity-type reaction
was < 1 g/dL ’ ’ - : - -7 (4. - Table 2. Reduction in pRBC units of > 50% over > 12 and > 24 weeks (week 1 to EOT) — Although > 60% of patients achieved their first response at the 1.0 mg/kg luspatercept Liver toxicit
e Primary endpoint Platelet count, median (range), x10°/L 230.0 (38-770) 234.5 (47-715) dose, dose escalation was needed to maintain this first response or achieve another y
: : : : : . g Extramedullary hematopoiesis masses
9 _ - o -
— The primary endpoint was RBC-TI = 12 weeks with a concurrent mean Hb increase of Absolute neutrophil count, median (range), x10°/L 2.4 (0.4-9.1) 2.3 (0.5-13.3) Luspatercept | Epoetin alfa The proportion of patients w.ho achieved their first RBC-TI = 12 weeks response at 450, Progression to HRMDS
> 1.5 g/dL (weeks 1-24) Serum ferritin, median (range), pg/L 626.2 (12.4-3170.0) | 651.3 (39.4-6960.5) (N = 147) (N = 154) 787.5, and 1050 IU/kg epoetin alfa doses was 44.2%, 2.6%, and 5.2%, respectively
_— Progression to AML
e Additional end points aNumber of months from date of original diagnosis to date of informed consent; "BL TB is the number of RBC units received 8 weeks prior to or (Table 4) $
on the first dose date; The central pathology laboratory confirmed the MDS diagnosis with an IPSS-R score of Intermediate at screening for . . .
— Achievement of Hb increase = 1.5 g/dL (weeks 1_24) 1 patient in the luspatercept arm; at the next bone marrow assessment, the central laboratory sent the report with an IPSS-R score of High, > 50% reduction in pRBC units over o Table 4. Patients who achieved first RBC-Tl 2 12 weeks (week 1 to EOT) response at
confirmed that the score at screening was also High, and acknowledged the mistake; 9For 3 patients (1 in the luspatercept arm and 2 in the > 12 weeks (week 1 to EOT) n (%) 120 (81 -6) 101 (65-6) 14.5 (95/3 Cl, 4-9‘24-2); P =0.0016 different dOSG levels ITT po ulation a l -
— Duration of Hb increase > 1.5 g/dL (Week 1 to end of treatment [EOT]) epoetin alfa arm) the risk score could not be calculated; ¢One patient in the epoetin alfa arm had a bone marrow biopsy assessed by the central - ’ ( Pop ) ConC US] OnS
lab with a diagnosis of MDS with multilineage dysplasia and RS status was not provided.
_ . 0 o : : : : o
Achievement of = 50% reduction in pRBC units for = 12 weeks and 2 24 weeks (week 1 to EOT) . . . 5 0% reduction in ORBC Unit Achievement of first RBC-TI > 12 weeks response by Luspatercept Epoetin alfa e There is a need for more treatment options that increase the rate and durability of
— Duration of = 50% reduction in pRBC units for = 12 weeks and = 24 weeks (week 1 to EOT) Primary endpoint o ;Vreeekic(\:fe"e:(" 1pto E(;'T")' Sn°(‘;e)r 109 (74.1) 73 (47.4) | 25.4 (95% Cl, 15.1-35.8); P < 0.0001 dose level, n (%) (N = 147) (N = 154) RBC-TI response for patients with TD LR-MDS
— Achievement of RBC-TI = 12 weeks response by dose level and TB e Of the 301 patients included in this pre-planned efficacy analysis, 86/147 (58.5%) patients ’ 1.0 mg/ke 9 (65.3) NA e Patients treated with luspatercept experienced clinically meaningful and statistically
receiving luspatercept and 48/154 (31.2%) receiving epoetin alfa achieved the primary significant improvements in RBC-TIl and erythroid response when compared with
Figure 1. Study design i i , . .. , 1.33 mg/k 9 (6.1 NA i i -nai i i )
S y S endpoint (Figure 2) Figure 4. Duration of 2 50% reduction in pRBC units over =2 12 weeks (week 1 to EOT) ST ©.1) epoetmoalfa In E>A !1a1ve PEIEENIE YV]th TD LR-MDS . . -
, , , . 1.75 mg/kg 8 (5.4) NA  The majority of patients treated with luspatercept required dose escalation to maintain
S Figure 2. RBC-Tl 2 12 weeks with a concurrent mean Hb increase 2 1.5 g/dL during or achieve response
Key eligibility criteria weeks 1-24 (ITT population)a Luspatercept Epoetin alfa ‘ 450 |U/kg NA 68 (44.2) . . . . .
. > 18 years of age Responders (N = 120) (N = 101) P value e Asmaller proportion of patients with HTB achieved a first response at lower
- IPSS-R Very low-, Low, or m Luspatercept (N = 147)  m Epoetin alfa (N = 154) (Dgusﬁzt‘cﬁ;"’v’;‘:e‘l'(‘:“ 130.0 (120.9-NE) | 86.9 (47.9-NE) 0.0004 787.5 1U/kg NA 4 (2.6) luspatercept dose levels compared with patients with LTB, suggesting that earlier dose
Intermediate-risk MDS (with or ST . 1.07 - 1050 1U/kg NA 8 (5.2) increases or treatment initiation could be beneficial for this subgroup of patients
e fety foll 100 - 0.9- | _— . tercept had table and ble safety profile that istent with
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rm‘nimdu.mt olf8 ereIEs RandﬁTized End treatment subsequent therapi’es, ;'; 0.5 L . S S Dose escalation dunng the StUdy by BL TB due to LR-MDS
immediately prior to . : — ) — " . . . . . g
randomization Epoetin alfa (N = 178)° | A survival | X 58.5 S 0.4- —L, — « Agreater proportion of patients with low TB (LTB) than high TB (HTB) had their first
) 450 IU/kg s.c. QW benefitcor disease e For 5 years from first 60 — o .
» Endogenous sEPO < 500 U/L ST 1 (2 progression per dose or 3 years from n 0.3 - = response at luspatercept dose 1.0 mg/kg (77.2% vs 45.5%, respectively) (Table 5) References
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