Safety and efficacy of FLAG-Ilda-based therapy combined with venetoclax for the treatment for

Soh OQOQ 3 newly diagnosed and relapsed/refractory patients with AML- a systematic review
Sherban A. 123, Fredman D. 12, Shimony S. 34, Yeshurun M. 43, Raanani P. 23, Stahl M. 4, Gafter-Gvili A. 123, Wolach O. 23
ELEVENTH ANNUAL MEETING 1 Internal Medicine Department A, Rabin Medical Center, Beilinson Hospital, Petah-Tikva, Israel,

2 Tel Aviv Faculty of Medicine, Tel Aviv University, RABIN MEDICAL CENTER

™
3 Institute of Hematology, Davidoff Cancer Center, Rabin Medical Center, Beilinson Hospital, Petach Tikva, Israel. " BEILINSON HOSPITAL ¥Cng!I
4 Department of Medical Oncology, Dana-Farber Cancer Institute, Boston, MA, USA.

'f
%
INTRODUCTION (l RESULTS
| 1 . Author Publication  Design Number AML type Age* Post allo Previous
. . . - - } ] - - . . - - i Records identified through | Ac!c!itional records status patients relapsen  lines of
4 Intensive induction chemotherapy (IC) remains the mainstay of My U Six studies including 221 patients with newly-diagnosed PubMed searching dentified throtigh other o therapy”
therapy fOI’ flt patlents Wlth aCUte myeIOId Ieukemla (AM L) '- ‘.“" (N D) AML (nzlzo)) and Relapsed or refractory (R/R) AML E ASH/EHA (N=7) E_ilNardo :g;tzract Prospective 33 R/R 33 ?28) (18 10 (30) 1(1-4)
. . . . e (n=101) disease, were included In this systematic review. — Diado  Pubined  Prowecte 45 N4 @ (0 W W
| 1 Although advan in | ing and incorporation of targeted I L . ’ . .
eww 0“9 adva CeS C dos ga P _ 9 oy, LIDEHR Poolmg of results was not conducted due to major - Wolach — Publihed  Retiospecive, 2 R2aNDT  SAGLL @ 103
m therapies result in improved CR rates of 70%-80%, in some B0 . . — Records excluded N=36 00wz reslwerl P
s .. . ] . . .5:: i i “i dlﬂ:erences between StUd|eS ® (N=50) — ' Shahswar _ Abstract Retrospective 37 R/R 37 54 8 (22) 1(1-5)
specific clinical and genetic settings 50%-60% of patients will ”5 Ei I E!i ] Imelevant to the study'
h V r fr t r i r Itim t I r I "”I :::: a@ g- ;! “ . . A Abaza Y. ,;(I:));tzract Retrospective 24 ND 17, R/R 7 48 (21-68) 1 (6) 1(1-2)
a. e e a.C O y d Sease O u a. e y e apse \ o “ EB E! “ ” j Neutropenlc fever ranged between 44-55% patlents — Records after duplicates \ Marconi Abstract Prospective 57 ND 57 54 (18 NA NA
. . . . . . A ::: TR . . = _ G.6 2022 - 65)
3 Venetoclax (VEN) in combination with IC is increasingly used Sl 1111111 Q Bacteremia ranged between 24-48% patients i Records excluded Neg
to treat patients with high-risk AML ol o ‘ J Pneumonia ranged between 12-30% patients - 1 chemotherapy protocol Characteristics of studies
o | I iq !i i!  Invasive fungal infections ranged between 11-36% , srtices/abstracts
” [YZ! E% gg: gg !gl Oatlents. .-..E..o asz|?gsft)eiﬁti’or Author Bacteremia  IFI n(%)" Early Early Median Median Auth ORR ORR CR 0S in 12 th P ded t
b i1 I 1 (N=6) 9 th 30 eath60 timeto time to o L c n e
Wi = ;' ii §ﬁ " gg.  Time to ANC and platelet recovery ranged between 23-29 _ | " Pl el I s defntin ) N Alloscr/ou
1’,.," ; adi gg =! ii: and 23 31 days’ respeCtlver : : B Studies included in ;}::ero 11E24: 4 (36) 0 0 Z7ejto+PLT DiN:de CR, CRh, Cri, :4) 40 (89) 92% (95% Cl: 84%— 27 (60)
A | M ol g; !E! 1 Early death rate was 8.7% (14/160) patients: 4 patients at . qualtative synthess: CNowiss PR (o9 100%)
RS (4 Ao iR . . E retrospective Wolach 0. 12 (48 8 (32 3(12 3(12 23(95%Cl  31(95% — -
. lg il 30 days, additional 10 in 60 days. 7 ohores. 3 ST e 5;1(37)-6' o T gy U g
,.‘ I “’ r: prgspectivg Shahswar 10 (27) (1) T A A NA. Shahswar CR,CRland 29 CR/CRIi *12 (95%, 7.6 - NR) 30 (81)
] . ] A LR “ — (2 published articles, o R. MEFS. (78)  22(59)
FETECE TR 4 abstracts) AbazaY.  NA NA NA NA ND25(19-  ND23 Abaza. E,,RL'FZH'PR 1%24 M ZSE;Dcllfo’ﬁR(M-zz' 1264
- The primary safety outcome was infection rate HEY 0O CRc rates ranged between 53 to 78% for R/R AML. o b s
] ] ; : Z3R 29 (24- R2§_3;.5 . . Cl: NR)
O The primary efficacy outcome was response to treatment gty J CRc for ND was reported by one study only (89%). " e N 7
[composite complete remission (CRc) and overall response w1y J ORR were reported in 60 to 78% of patients with R/R AML. Fiqure 1 |
rate (ORR)]. il (1 Only one study reported an ORR for ND patients of 98%.
| gt L0 Safety Outcomes Efficacy outcomes
~ i i R Ve ez . - — - Y
= H s B ol s=== 1.
Im
.
.
METHODS E CONCLUSIONS REFERENCES ACKNOWLEDGEMENTS
QW q q | . Ht dies that di | 4 in our systematic review, FLAG-Ida plus VEN proved 1.Desikan SP, et al. Updated Phase |Ib Results of Venetoclax with FLAG-IDA In 9 No funding or sbonsershin was received for this stud
9 € CC_’Q CllJCte an € ectrolr;_lc search r?r T_tx Glelilt al 9 rectly to be a potentially tolerable and effective regimen in Relapsed or Refractory Acute Myeloid Leukemia. Blood. 2022 o publicatgion 0F1:this artic'?e Y
eSCribe treatme_nt comt ination with = -lda an ND and R/R AML patients. 2.DiINardo CD et al. Venetoclax combined with FLAG-IDA induction and A The authors have no conflic’.cs of interest to declare
Venetoclax for patients with AML . . consolidation in newly diagnosed acute myeloid leukemia. Am J Hematol. |
3 The primary safety outcome was infection, and the primary - Infections and myelosuppression pose a concern 2022

mandating prophylactlc_ anti-bacterial and antl-funga 3.Wolach O et al. Venetoclax in combination with FLAG-IDA-based protocol for
treatment and a proactive approach to suspected and

oroven infections patients with acute myeloid leukemia: a real-world analysis. Annals of

| | | CONTACT INFORMATION
 Overall, toxicity as reflected in this analysis is - 4.Abaza Yet al. Venetoclax (VEN) Plus Intensive Chemotherapy (IC) with

efficacy outcome was response to treatment

4 Risk of bias was assessed according to the ROBINS-I| tool
Hematology. 2022

acceptable with promising response and remission FLAG-IDA in Patients (Pts) with ND and R/R AML. Blood. 2022 |
rates for this challenging group of patients. 5.Shahswar R. Fla-IDA Chemotherapy with or without Venetoclax in Patients Adi Sherban
with Relapsed/Refractory Acute Myeloid Leukemia. In: ASH; 2022. E-mail: a.sherban@gmail.com

- We suggest to further evaluate and confirm the safety 6.Marconi G et al. Gimema AML1718 Part 1: Planned Interim Analysis of a

= o T Safety Run-in and Phase 2 Open-Label Study of V-FLAI in the Induction
== o ~~_:,_ = Therapy of Non Low-Risk AML. Blood. 2022




	Slide 1

