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BaCkg rou nd Definitions Figure 2. EFS* and OS in patients with higher-risk MDS Figure 5. Median time of transformation to AML* in patients Table 2. Exposure-adjusted AE rates in patients with higher-

« Pevonedistat is an investigational, first-in-class inhibitor of the NEDD8-activating enzyme * Higher-risk MDS: according to IPSS-R. with higher-risk MDS. risk MDS.
inhibitor, which blocks ubiquitination of selected proteins upstream of the proteasome.!:2 _ i i i [ icri i : :

| AUt P - TP | Patients with higher-risk MDS had a prognostic risk category of very high (> 6 EFS ovoneaisiar (IS pevonedistal A. All patients with higher-risk MDS (n = 67). B. Patients with higher-risk MDS Pevonedistat + AZA | AZA alone
- Treatment with pevonedistat disrupts protein homeostasis, leading to apoptosis and points), high (> 4.5-6 points), or intermediate (> 3—4.5 points) according to the 0= n=35 nZs _ n=3 L00- who experienced transformation _ 139 _ 35
2,3 IPSS-R. Median EFS 20.2 14.8 Median OS 23.9 19.1 ] _ (0= 32) (n = 35)
cancer cell death. {moifie) (months) - to AML (n = 14). Any AE lized 32 (1.96 35 (3.27
. . . . . . azard ratio . .292-0. azard ratio . .386-1.

« For patients with higher-risk myelodysplastic syndrome (MDS) ineligible for transplant, — Patients with intermediate-risk per IPSS-R were required to have Bl s (955 i) e e Aloo: ool ATy g 1 AT ETT RN RTRRTTIT - 15 - 122 ny AE, n (normalized n) _ (1.96) (3.27)

real-world data reveal median overall survival (OS) of about 15 months with treatment, 2 5% bone marrow myeloblasts. S £ ] o 757 (range: Treatment-related AE, n (normalized n) 22 (1.35) 27 (2.52)
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yet no novel treatments have been approved in a decade.* « Cleveland Clinic model formula: 2" z ™ £ < [ SAE, n (normalized n) 24 (1.47) 20 (1.87)

« Study P-2001, a phase 2, multicenter, global, randomized, controlled, open-label trial, — The Cleveland Clinic model formula incorporates weighted coefficients of variables “i IS IS, SN @ 50} gg 50 y é Treatment-related SAE, n (normalized n) 4 (0.25) 3 (0.28)
(I\_ICT(?26107_7), compared pevoned|stat + az_acmdme _(AZA) vs AZA alone in patleqts significantly assoma_tted with OS (age, IPSS-R score, and mutations in EZH2, = 2 ] E ‘g ] Pevonedistat > = Grade 2 3 AE, n (normalized n) 30 (1.84) 29 (2.71)
with higher-risk MDS/chronic myelomonocytic leukemia (CMML), and acute myeloid SF3B1, and TP53) into the IPSS-R S 1 5 ] ° 5 : tAZA AZA 2

i i —309 i ' . : : e 7 . S 7 . © 254 edian time to 2 Normalized n = n/ ber of cycled dosed.
leukemia (AM_L) with 20-30% marrow blasts who had not previously received a — The score is calculated according to the following formula: S Pevonedistat + AZA — & ] - Pevonedistat + AZA 8 1 pevonedistat ?:Iar?sfortmatict)n '(Anl\]/loLnths) NE NE E % AIgfrgg\Z?senevenn?,eél?:;naciet:d?ng?/i/li)s,?:jelodysplastic syndromes; SAE, serious adverse event.
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n the intention-to-treat (ITT) population, event-free survival (EFS) trende onger — The score translates into four risk groups — low (score < 3), intermediate-1 (3.1 Time (months) Time (months) """+ = i
(median, 21.0 vs 16.6 months; HR, 0.67; 95% ClI, 0.42-1.05; p = 0.076) and median 3.6), intermediate-2 (3.7-4.6), and high (= 4.7) — with a median OS of 37.4, 23.2, Number at risk Number at risk 0 3 6 9 12 15 18 21 24 27 30 33 36 39 0 . Conclusions
OS was ?1.8 vs 19.0 months (HR, 0.80; 95% CI, 0.51-1.26; p = 0.334) with 19.9, and 12.2 months, respectively (p < 0.001) fif;;edistat 32 30 28 25 24 20 16 11 10 8 2 1 1 0 Eilgzedistat 32 30 30 28 28 24 21 17 16 13 8 5 2 0 Cumber at ek Time (months) lzi\\/;:e(glitg)t (rf\iﬂé)
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—————————————————————————————————————————————— eS u tS *EFS defined as timg to death or trans_formation to AML in higher-_risk MDS. _ with hlgher_nSk MDS in the P-2001 StUdy'

EfflC&Cy g’;s’()s;?;fzﬁii\slglrv'\/al; PSS-R, Revised International Prognostic Scoring System; MDS, myelodysplastic syndromes; *Transformation to AML defined according to WHO classification as > 20% blasts in blood or marrow and 50% increase y Longer EFS and favorable OS with pevonediStat + AZA versus AZA was

O bJ eCt I Ve  Baseline demographic and disease characteristics were genera”y balanced between K j \Z]N?II_&,IS;CCU?[Znr;;c/recz)lr(;]idbzlaesjlgriia; AZA, azacitidine; MDS, myelodysplastic syndromes. j aSSOCIated Wlth:

arms (Table 1). — Double the CR rate.

 This p.resen'tatlon fpcuges on 'the efficacy and safety of pevonedistat + AZA versus AZA - N /F|gure 3. CR rate and median DOR in response-evaluable \ — Nearly tripled the median duration of response.
alone in patients with higher-risk MDS from the P-2001 study. Table 1. Baseline demographic and disease characteristics for patients with higher-risk MDS (n = 59). * Median OS from time of transformation to AML was 2.56 months (95% confidence — Delayed transformation to AML.

______________________________________________ patients with higher-risk MDS (n = 67). interval [C1] 0.01-10.78). | | — Increased rate of transfusion independence.

- vs AZA) * In patients who did not experience transformation to AML (n = 53) the median OS was —  Lower transfusion rates.
M th d _ Pevonedistat AT R g0 27.7 months versus 13.6 months among those who did (n = 14; HR: 0.289; 95% ClI: q f q " . h
etnoas + AZA - A e 0.145-0.576: p = 0.0002). - EFS and OS favored pevonedistat + AZA among patients with MDS
" AZA (95% Ct: Clinical activity was observed in patients with higher-risk MDS who had poor-risk assessed as high-risk by the combined Cleveland Clinic model formula.
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— Post-hoc analysis of patients with MDS assessed as high-risk according to the : De novo 100 97 = o Median DOR (months) Figure 6. Clinical activity in patients with higher-risk MDS who without added myelosuppression.
combined Cleveland Clinic model formula, which incorporates both clinical and Disease type, % Secondar 0 3 2 3- MR i "E had adverse-risk mutations
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