A phase 2/3 trial of oral azacitidine in patients with low- or intermediate-risk myelodysplastic syndromes MDS-367
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Introduction Figure 1. CA055-026 trial design and endpoints Table 2. Criteria for cytopenias Efficacy and safety analyses (conducted using SAS® Version 9.4 or higher)

o Adverse events will be summarized by system organ class and preferred term, and by grade
e The rate difference between the two treatment arms will be tested using stratified

o Myelodysplastic syndromes (MDS) are a heterogeneous group of bone-marrow disorders
characterized by ineffective erythropoiesis resulting in peripheral blood cytopenias and an

Randomized treatment phase Extension phase Cytopenia Definitions

increased risk for progress'ion to acute myelO]d leukemia (AML). MDS are broadly classified Phaseillonentiapelldosetrndinaortont PhaselalldoubieiBindlinlacepoleantrolied Continue to receive Anemia; (1 or 2) and 3 and [1. pRBC tranSf.USiOn C!e.pendent. anemia; average > 1 Un]t of pRBC Miettinen and Nurmir:len (M&N) test .along with 95% confidence intervals USing M&N
into lower- or higher-risk disease per the Revised International Prognostic Scoring System N=42 (n=21 per arm) portion, N=188 (n=94 per arm) Oral-AZA? and survival |(4 or 5, if applicable) transtused in participants with < 9 g/dL. hemoglobin over 56 days approach. Gate-keeping approach will be used to control overall type | error on primary
(IPSS-R)' Oral.AZAb 253 Oral.AZAb . d152(;lslgv;rlézrljer;§1;n prior to randomization endpoint (CR) and key secondary endpoint (84-day pRBC-TI)
e Current treatments for symptomatic lower-risk MDS (LR-MDS) include erythropoiesis R 200mg QD x 14d/28d cycle  Oral-AZA R RP3D QD x 14d/28d cycle 2 unacceptable 2. Non-.tr.ansfusm!'\ dependent anemia; O -1 units of pRBC transfused in
stimulating agents, red blood cell (RBC)/platelet transfusions, luspatercept (for MDS with 1212 Oral-AZA® 328((,) n(:; 1:12 PlaceboP S tofgc}?ﬁ()‘ffg’ (l)cr’St participants with < 9 g/ dL hemoglol?m on = 3 re?qdmgs > 2 weefks Enrollment
ring sideroblasts [RS]), and lenalidomide (for MDS with deletion of 5q [MDS-del(5q)]) 300 mg QD x 14d/28d cycle RP3D QD x 14d/28d cycle I withdrawal of apart over 56 days prior to randomization plus the presence o » The study began in December 2022 and is currently recruiting patients for Phase 2 part
. ~ . . . consent MDS-EB1 or IPSS-R-defined intermediate-risk MDS of the study (Figure 2)
— However, unmet needs remain for LR-MDS as limited options are available for patients 3. Refractory/relapsing after prior ESA treatment or ineligible to y (F18
who are unresponsive to or have failed treatment, or become transfusion dependent’ ' receive ESA treatment?
e Figure 2. Countries with active study sites as of July 20232
A phase 3, placebo-controlled, AZA-MDS-003 study evaluated oral azacitidine Phase 2 Phase 3 4. MDS-RS only: refractory/relapsing after prior luspatercept treatment, e 9 Y Q Y
(Oral-AZA) 300 mg QD for 21 days/28-day (28d) cycle in patients with LR-MDS with RBC ” ineligible to receive luspatercept, or have no access to luspatercept® Canada Spain
transfusion dependent anemia and thrombocytopenia* g‘%’ ’ éd‘\c/erSfCel;/ents II;);(E gg(l)éC'l;C:E V‘l5 -0 * Rate of CR per IWG 2006 < 6 cycles 5. MDS-del5q only: refractory/relapsing after prior lenalidomide Q Sweden Q ~outh Korea
— Oral-AZA treatment resulted in improvements in transfusion independence and blood S ° RA€ O per , - gyc <3 treatment, ineligible to receive lenalidomide, or have not access to ™ Japan
values & c |o RP3D per safety, efficacy, available PK/PD data lenalidomide®
B GaStmmfeSt}'; al and ?Aematololglcél advhe rs: eve1n l':r)séwere more corrclln.]onhm ghelirzaXAZA arm » ORR® and duration < 6 cycles, best response |+ Rate and duration of 84-day pRBC-TI Thrombocytopenia plus  |1. Presence of MDS-EB1 or IPSS-R-defined intermediate-risk MDS and
versus placebo arm. More early deaths (days 1-56) were reported in the Oral-AZA arm « CR duration < 6 cycles > 1 high-risk features: platelet count < LLN on > 3 readings > 2 weeks apart over 56 days
versus placebo arm (n = 16 vs. 6); however, these patients had severe neutropenia and . Rate and duration of 84-day pRBC-TI < 6 cycles |+ Rate and duration of 84-day PLT-T| 1 or 2 orior to randomization
thron)bocy’Fopenia at baseline, and early deaths did not impact overall survival which « Rate and duration of 84-day PLT-TI < 6 cycles < 6 cycles 2. Presence of a chronic thrombocytopenia with a PLT count of .
remained similar between the two arms « Rate and duration of pRBC transfusion < 50 x 10°/L on > 3 readings > 2 weeks apart over 56 days prior
e A new phase 2/3 trial is ongoing to evaluate the 14-day (14d) Oral-AZA regimens in patients reduction to randomization

with IPSS-R-defined low- or intermediate-risk MDS

e CR duration

e ORR® and duration < 6 cycles, best
response

e Overall survival and event-free survival,f

Neutropenia (isolated) Presence of MDS-EB1 or IPSS-R intermediate and ANC of 0.5-1.5 x 10°/L
on > 3 readings > 2 weeks apart and no G-CSF or GM-CSF treatment
over 56 days prior to randomization

Secondary
endpoints

Study design time to AML transformation, and time to
« CA055-026 (NCT05469737)° is an ongoing, multicenter, randomized, phase 2/3 trial designed subsequent therapy
to evaluate the safety and efficacy of Oral-AZA plus best supportive care in patients with » Iron parameters ‘rature of gzge(: o zor 3k hfﬁg“’:meerr‘]’:h:’ﬁg:fggsfteoz (?\?V()an]g(/)?tr]: E?‘;";awe.tpart'qp?”ts' S
D . i . . e . ~ Adverse events er NCI CTCAE V.5.0 usion- 1 V 1 1 \' 1teria) despite a minimum ose o1 > )
|IPSS-R-defined low- or intermediate-risk MDS (Flgure 1, Table 1, Table 2) P U/week rr-HUEPO x 8 weeks or equivalent dose of darbepoetin or other erythropoietin agent. ESA + G-CSF for an additional

: : : : . e Change from baseline: FACT-An, QUALMS . s . . .
Table 1. CA055-026 trial key inclusion and exclusion criteria 4 EQ-5D-5L. ) 4 3 yveeks can bg considered basgd on local guidelines bgfore declar.mg refractory to ESA (optional). 3. Er1or ESA esponders
and EQ with a new episode of transfusion-dependency (> 1 unit of pRBC given for a hemoglobin < 9 g/dL) despite continuous ESA

Screening e Healthcare resource use treatment, absent of secondary causes (eg, bleeding events, surgery); or any ESA-related severe AE leading to permanent

. . et e . et e discontinuation of ESA; PFailure of luspatercept or lenalidomide (1 or 2 or 3): 1. Persistent transfusion-dependence or no
Key inclusion criteria Key exclusion criteria

. . . — . « PK/PD « PK/PD improvement in hemoglobin lev§l (IWG 2006 criteria) despite adequate treatmept of luspatercept at MTD for > 9 weeks (i.e: +Japan has a country-specific

e > 18 years of age e Prior malignancies and 1) anticipated median . . . > 3 cycles at full dose), or lenalidomide treatment at MTD for > 4 months. 2. Prior luspatercept/lenalidomide responders with study protocol amendment
« WHO 2016 MDS diagnosis with low or intermediate | life expectancy of < 12 months and/or have o Assessment of DNA methylation and biomarkers? e A.S'Sessment of DNA methylation and a new episode of transfusion dependency (> 1 unit of pRBC given for a hemoglobin of < 9 g/dL) despite continuous treatment

risk disease per IPSS-R (score 1.5-4.5) had 2) active treatment within 24 weeks g‘ 42 e Rate and duration of 84-day pRBC-TI per biomarkerss | gnci/or retreat(rjnent wlitr Lus&aterzgpt/tlenalidomide att :ATDE aber;t. of si.condta.ry causes (eg, bleeding events, surgery). References

B MDS_SLD MDS_MLD MDS_RS (SLD or MLD) Drior tO randomization E .g- IWG 2018 ° Rate and durat-lon Of 84_day pRBC_TI per . ANy severe I'ug-l‘e alte ea ]ng O a permanent treatmen 1IScontinuation.

MDS-U, I\,/\DS-EB1, N\,DS- del(5q), t-MN ’ « Hypoplastic MDS with < 10% marrow cellularity, g_ % IWG 2018 A:CE, acljvte.rsefevtent; éf\lj\\lcc,sibsolutel negtrophil cotj]nt; ESA[, ery’ihr0|?02§sisfstitmulaL’ii£glagenti; (%‘;CS]CF, grantljlcij\:_lyf’[c)e colopy-
. : : o : i1 stimulating factor; GM-CSF, granulocyte-marcrophage colony-stimulating factor; , lower limit of normal; , Maximum
. > 1 cytopenia (anemia, thrombocytopenia, or MDS with grade 2/3 marrow fibrosis, MDS-EB2, | Safety/efficacy of participants who s sror P 00 ° 1. Cassanello G, et al. Cancers 2022;14:1-17.
y . y ytop y . q MDS/MPN). CMML crossed over from placebo to the tolerated dose; r-HUEPO, recombinant human erythropoietin

neutropenia; Table 2) over:apping syndrome (WD5/MEI), CMML, OralAZA 2. Volpe VO, Komrokji RS. Ther Adv Hematol 2021;12:1-10.
. Eastern Cooperative Oncology Group Performance = atypical CML, or unclassified MPD 9 arm - :

S 6 (019 « History of significant cardiac disease Statistical analysis 3. Greenberg PL, et al. Blood 2012;120:2454-2465.

(S 6 months), RIV, HCV, or active HBV aStratified by IPSS-R classification (low vs. intermediate) and pRBC-TD (transfusion independent vs. low transfusion burden > amp le size 4. Garcia-Manero G’ et al. J Clin Oncol 2021; 39:1426-1436.

e Low absolute neutrophil count (< 0.5 x 10°/L) vs. high transfusion burden); PDose modifications are permitted for managing treatment-related toxicity; cPatients receiving 5. ClinicalTrials.gov identifier: NCT05469737. https://clinicaltrials.gov. Accessed April 2023

e The study is planned to enroll ~230 participants

or abnormal liver or kidney function placebo with stable disease at treatment cycle 6 disease assessment or with documented disease progression after > 3
e Prior treatment: hypomethylating agent (any treatmen;t cyctes will.hav.f. terz)eR(I;p.tioF ;cjo chRss |g|\q/er 121&0 LhIeEOrHa\Il-SZA erTI; I:Pfxgn;so (I)aéel?féitinf ;rczcr.n tgeatrzen:hwixfral-AZA — Phasg 2:.sam0ple S1Z¢e (N = 42 total; n =21 per arm) was based on clinical Judgement Acknowledgments
time); chemotherapeutic, investigational, may con .mue 0 receive it; includes , PR, mCR, HI-E, HI-P, an I ( ); TEvent defined as death, , or conSIdermg 4% drop-out
: .. MDS-EB2; sMolecular and/or cellular markers in bone marrow and/or peripheral blood. . . . . o Scientific Content on Demand

steroid, or hematopoietic agents, | | o | o | | — Phase 3: sample size (N =188 considering 4% drop-out) was based on the participants T recueet 2 comy of this oster

luspatercept, or lenalidomide (S 1-8 weeks AML, acr.ute myel01.d leulfemla, CR, completg remission; DNA, deoxyribonucleic acid; I?IQ-SD-SL, Flve-leve! E.uroQol five- needed to provide: o This study is Sponsored by Bristol Myers Squibb _

of randomization d epen din g on the a gent) dimensional questionnaire; FACT-An, Functional Assessment of Cancer Therapy-Anemia; HI-E, hematologic improvement- . . . o . o El'I' El

erythroid; HI-N, Hl-neutrophil; HI-P, HI-platelet; IWG, International Working Group; mCR, marrow complete remission; e 97% power (one-51ded alpha, 0.025) to detect 20% difference in complete remission (CR) e Medical ertmg Support for the development of 2 o

CML, chronic myeloid leukemia; CMML, chronic myelomonocytic leukemia; MDS-EB1, MDS with excess blasts-1; HBV, NCI CTCAE, National Cancer Institute Common Terminology Criteria for Adverse Events; ORR, overall response rate; PD, rate between treatment arms (25% Oral-AZA vs. 5% placebo) this publication was provided by Ying Jean, PhD of T
hepatitis B virus; HCV, hepatitis C virus; HIV, human immunodeficiency virus; MDS-EB2, MDS with excess blasts-2; MDS-MLD, bharmacodynamics; PK, pharmacokinetics; PLT, platelet; PR, partial remission; pRBC, packed red blood cells; . o . Ashfield MedComms. an Inizio Companv: fundin [=]}3
MDS with multilineage dysplasia; MDSSLD, MDS with Single lineage dysplasia; MDS-U, MDS unclassifiable; MPD, DRBC-TD, pRBC transfusion dependence; QD, once da][y, QUALMS, Qua[]ty of Life in Mye[odysp[asia Scale; R, randomization; ® 93% pOWGI’ (aSsum]ng 75% Of 188 part]C]pantS; One'S]ded alpha, 0.025) tO deteCt 22% ) ) p y’ g | Scan QR code
myeloproliferative disorder; MPN, myeloproliferative neoplasms; t-MN, therapy-related myeloid neoplasms; WHO, World RP3D, recommended phase 3 dose; Tl, transfusion independence. difference in 84-day pRBC-T| rate between arms (28% Oral-AZA vs. 6% placebo) was provided by the study sponsor QRdV‘ladjbjgcd“ierf‘:ad;"appg“cat:"tt .
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