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INTRODUCTION RESULTS

I

« Severe/prolonged myelosuppression is a common toxicity associated with * Primary end point result of event-free survival hazard ratio of 0.33 (P=0.002)

hypomethylating agent (HMA)-containing treatment regimens for acute myeloid Pati e nts re ce ivi n g IVO +AZA fo r N D m I D H 1 AM L h ad favoring IVO+AZA vs PBO+AZA was previously reported.?

leukemia (AML) ineligible for intensive chemotherapy (IC). Myelosuppression

* Arecent study assessed myelosuppression recovery in 64 newly diagnosed b rls k a n d S ustal ned ne utro p h ] I recove ry . Baseline median ANC was 0.2x10%/L in both arms.

ND t tocl lus HMA.'

(ND) responders to venetoclax plus « With IVO+AZA (total n=71), median ANC increased to 0.9x10%L by cycle 1 day 15
Figure 2: Neutropenia recovery in AGILE and was sustained between 1.3-2.0 x199/L days 21-365 (one excursion to
1.0x10%/L at week 10) and thereafter (Figure 2).

* |n that study, which evaluated the induction period only, median time to
absolute neutrophil count (ANC) recovery 20.5x10%/L was 34 days (range to

ilbodc;g}mg Ida%/st) an1d median hospitalization was 32 days (range, 8-62), 0 90 180 270 360 450 540 Days | - with IVO+AZA, ANC recovery was significantly more rapid compared with
o OT cyclie Tlme. 25 - PBO+AZA (total n=73) (P<0.025 for cycle 1 day 15/cycle 8 by two-sided Wilcoxon
» That retrospective analysis included patients from a single site who received ' - VO+AZA Median rank sum test). For PBO+AZA, ANC did not surpass 0.5x10%L for two consecutive
the HMAs decitabine or azacitidine (AZA), assessed a limited timeframe, did - PBO+AZA Median readings until cycle 7, and similarly for 1.0x10°/L until cycle 15.
not include a control arm, and looked at responders only.’ — i i
P . y | > 20 - Selected safety and assoc.lated end p0|r-1ts. | | N
* The phase 3 AGILE study (NCT03173248) evaluated ivosidenib (IVO) plus AZA = ' » GCSF use and neutropenic fever were similar in patients receiving IVO+AZA or
f:om_rtDarteddW::hdplacebo (P1B?)/%L/LS1¢'ZA|i'n'E?tifnt?cw(i::h ND A1|\;||E with mutant ?f, PBO+AZA,; infections were reduced with IVO+AZA (Table 1).
Isocitrate dehydrogenase 1 (m ineligibie tor igure 1). — » Hospital days during days 1-28 averaged 42.9% vs 33.7% of days alive for
* The favorable outcomes of AGILE (see Poster AML-469 for an updated 8 1.5 - IVO+AZA compared with PBO+AZA, respectively, and during days 1-90 averaged
analysis) led to the 2022 US FDA approval of IVO+AZA for this population. & \ R\ 30.9% vs 33.9% of days alive.
OBJECTIVES <Zt 10
 To evaluate time to recovery from myelosuppression in the AGILE study. % ' Neutropenia CONCLUSIONS
METHODS S 0.5 * Patients receiving IVO+AZA for ND m/DH1 AML had brisk and
Myelosuppression and associated outcomes = ' Severe neutropenia sustained neutrophil recovery.
. ANC was assessed weekly (cycle 1), biweekly (cycle 2—4), then per cycle » * Most patients receiving AZA alone had severe neutropenia for
o Y | YA o A 12 weeks and remained neutropenic for 6-12 months.
* Hospitalization days were recorded and calculated per days alive. 00 _ o _
' | | | | | * Hospital days were <50% of days alive in cycle 1, then improved to

* The pivotal data cutoff of 18 March 2021 was used for these analyses. o |

N N N N N N N N N N N N N N N N N N <350 I =2 ]
S F & LSS TSSO S S S 35% of days alive cycles 1-3, in both arms.
Figure 1: IVO+AZA combination th in first-line IC-ineligible AML LY & TP F P YN NN XX P :
igure 1: combination therapy In Tirst-line IC-ineligible ¥ © O O ¢ O ¢ ¢ O O O O ¢  These safety advantages complement the efficacy advantage of
patients with an IDH1 mutation: a global phase 3 trial IVO+AZA
Shading denotes neutropenia (<1.0x10°) and severe neutropenia (<0.5x10°) )
Median i ted t id the potential king infl f outli lting from differentiation/leukocytosi ible with rting th . . .
28-day CyC|eSa C,ec;?;?els presented to avoid the potential masking influence of outliers resulting from differentiation/leukocytosis possible with reporting the mean o The I"apld recovery from severe my9|08uppreSSIOn and relatlvely IOW
20 countries g— o rimary end poin T T T o P . hospitalization seen with IVO _AZA are es!oecflally encouraging in the
T Nt IVO 500 mg QD orally + + Event-free survival context of prolonged cytopenia and hospitalization reported with
. Aged 218 years 1:1 AZA 75 mg/m® SC or IV Patients receiving IVO+AZA Patients receiving PBO+AZA other combination regimens for ND AML ineligible for intensive
» Untreated AML, centrally . — — . : -
onreaed Al € — 2 : Complete responso (CR) ate n=71 n=73 chemotherapy; direct comparisons would be worthy of study.
« Ineligible for IC PBO QD orally + - Overall survival GCSF use, % 25.4 30.1
Stratified by: - AZA 75 mg/m? SC or IV * Objective response rate : : A : AML, acute myeloid leukemia; ANC, absolute neutrophil count; AZA, azacitidine; C, cycle; CRh, complet with partial hematologi
ngdrfphig region * Neutropenia and other hematology NeUtrOpenIC fevera grade 3 or hlghera % 282 342 re((::gc:/ne):;/r;l sGCSF, gerlglliuelorgy)lltee(z;oloenl;/-:trinmilating chtSo?*;uHeMrjAe,uh;/(:)%m;[?ll;lnating ag:n’iclc, irllfensi\fey cc;:r?emothe(r:gg/r;) ﬁ/,ei;etrS:voennS:us; IVpoa,1 iv?)sideenr]\iab? oo EE E_.
~ US/Canada; Western Europe, Israel, and Australia; Japan; rest of the world assessments were pre-specified _ o r;é?g;hr::::t i;t;t:;f;ecd;?tlirlo%ear;a;er 1 2;02[1).,{1;7\,(% ;j;f;;fzefg QIJDBZOI,\/I%I;C:st;r?; :g;u;cﬁzgﬁuso 2%33’80;:216192?231 :
DlseDase diagnosis StdatusAML SEelile e el InfeCt|OnS, any g rade’ A) 282 49 3 Funding: This .study was suppor;ced by Aé;ios P’harmace-uticals, Inc. .Se;rvier Pharmaceutice-lls LLC.has cc,)mpl-eted the acduisition of Agios’ oncology E
© NOVO VS secondary . . business and this analysis was funded by Servier. — _
In May 2021, study enroliment was prematurely stopped based on independent data monitoring committee recommendation due to a difference in the Relatlve rISk (C I) O " 57 (O " 37—0 . 89) Af:knowledgmerllts? We W.OU|d ke to thanlf the patient.s gnd caregivers in.volved in the trial. S . , QEEEIS?J‘}EEEE%FEQ%E;
number of deaths favoring IVO+AZA. After May 2021, crossover to IVO+AZA was permitted for eligible patients in the PBO+AZA group _ _ _ _ _ . . . Dlsclosures_: Editorial assistance was provided by Christine Ingleby, DPhil, CMPP, of Excel Scientific Solutions and was funded by Servier ey ot bereproduce
One patient in each arm was randomized but did not receive treatment and are therefore not included in the safety analysis set Pharmaceuticals LLC. authorof e poster

?Patients received granulocyte colony-stimulating factor (GCSF) at investigator discretion Relative risk is the ratio of the risk of patients having the event in the IVO+AZA group compared to the risk of patients having the event in the PBO+AZA group. The asymptotic Wald confidence limits are based on a log transformation of the relative risk.
CRh, complete response with partial hematologic recovery; IV, intravenous; QD, once daily; SC, subcutaneous




