Maintenance Therapy After Allogeneic Hematopoietic Transplant
for Acute Myeloid Leukemia: A Systematic Review and Meta-Analysis
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Background & Objectives Results

. Allogeneic hematopoietic stem cell transplant (HSCT) is * Our search yielded 5 trials conducted between the years  Table 2. Transplant characteristics of included trials Secondary Outcomes:
Standard front“ne therapy for patlents Wlth aCUte myeIOId 2009 and 20](-:!8, InCIucljlng|_7§i6 Eaét:eznts’ a” pUbIIShEd In Study Treatment regimen Number of Remission at MRD status at Conditioning regimen Donor type ° Data from 5 trlals WaS avallable for RFS anaIySIS and
IeUkem|a (AM L) When the r|Sk fOr I‘elap.Se OUtwe|ghS prOJECted peer_reVIewe JOurna S ( able ) ra‘r’]ztc')en:‘it;d CHtF:a“SPIa’:OCHR MF:;”SP"‘":;RD- — = =TT Showed improved RFS IN the maintenance group
transplant related morbidity and mortality « 3 trials included patients with ELT3-ITD mutated AML Burchert 2020 :?ar:zr;lb 23 :(15 ; i; 192 ig ii 182 ;5; g compared to the control arm HR=0.51 [95% CI 0.40 - 0.66]
« Disease relapse remains the most common reason for (the trials with TKI maintenance) Vazarz2020 | midostaurn % % TS T T T [ ]2 ] o (Fig. 2)
. . SOC 30 30 0 NA NA 27 3 15 15 0
ransplant failure and patient death . . 2 trials included patients with high-risk AML. e e e o - Relapserate was significantly decreased in the
* [_)lﬁerent strategies have been e_xplore_d, gm_nng to reduce _the | _ _ _ | _ G20 2020 decitabine + GCSF 102 9 8 2| 68 | 100 0 |05 [ maintenance arm compared to the control arm, RR=0.41
risk of post-transplant relapse without inflicting excess toxicity 1 trial also included patients with high risk MDS. — - = z - = = & - s e P (95% CI 0.20-0.88, 4 trials)
° 1 1 SOC 94 45 49 NA NA 75 18 31 53 5 . .
Recently, several prospective RCTs evaluating the role of Descrintion of trials _ » Regarding safety, there was no difference between the
malntenance treatment for Oatlents Wlth AML after allogenelc ::fa:.ri::;:::Z?:;:sn: Prlmary Outcome. . . . arms Concernlng adverse events (AE), Includlng grade 3_4
HSCT have been publishec * Maintenance after allogeneic HSCT was associated with AE, rate of infections and acute and chronic GVHD
 The aim of the present study was to evaluate the efficacy and e Pu— an improved OS, HR=0.61 (95% CI 0.47-0.80) (Fig. 1) _
safety of maintenance therapy for AML patients after st e || * Subgroup analyses by type of maintenance therapy Conclusions
allogeneic HSCT. revealed advantage in OS with either TKI or HMA
| maintenance [HR=0.50 (95% CI 0.33-0.77) and HR=0.69 »  Our meta-analysis shows that post-transplant maintenance
Materials & Methods (95% CI1 0.49-0.98), respectively] therapy in AML patients is effective in decreasing relapse rate
| and improving RFS and OS, with a satisfactory safety profile
e Systematic review and meta-analysis of randomized Figure 1 _ - d a _ broad
ContrO”ed trlals WhICh Compa‘red malntenance therapy Wlth maintenance therapy  Control/placebo Hazard Ratio Hazard Ratio ) FUture prosfpeCtlve trla S Couh almlgoblnco;p(_)frate a roa er
Observathn Or p|aceb0 II"I AML patlentS a.l:ter a”Ogen6|C . :Lt:::ec:tr;:obgroup Event: Totaol Event: Totaol O: Variam:: Wt:;gzh: Exp((O- E)/VJOF::?:IZS?;I Exp[(mhleed,%%CI SpeCtrum O AML patlentS W O COU ene It rom VaTIOUS pOSt-
HSCT Gao 2020 0 0 0 0 797 998  18.7% 0.45 (0.2, 0.84) - transplant malntenanCe reglmenS
RS Y 8 4 eAn oM oW i e e
* We searched PubMed until February 2021; CENTRAL, Post-transplant maintenance consisted of: :&*:**:020 ) o0 0 0w us ue o.m[ou,m: —: References
ublished in The Cochrane Library, until March 2021, and v THle: e - acl2. o - Toaovents : ) | o
p y TKlS IN three trla|S. Sorafemb - tWO StUd|esl'2, m|d05taur|n3 -0Nne StUdy Heterogeneity: Chi* = 4,07, df = 4 (P = 0.40); I* = 2% i & : 2 100’ 1. Burchert A, Bug G’ Fritz |_V’ et al. Sorafenib Maintenance After A||Ogeneic Hema’[opoietic

Test for overall effect. Z < 3.59 (P = 0.0003)
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Stem Cell Transplantation for Acute Myeloid Leukemia With FLT3-Internal Tandem Duplication
Mutation (SORMAIN). J Clin Oncol. 2020 Sep 10;38(26):2993-3002.
2. Xuan L, Wang Y, Huang F, et al. Sorafenib maintenance in patients with FLT3-ITD acute

* Hypomethylating agents (HMAs) in two studies: decitabine* and azacytidine” - one study each.

Table 1. Characteristics of included trials

* We included all randomized controlled trials (RCTS) that Figure 2 myeloid leukaemia undergoing allogeneic haematopoietic stem-cell transplantation: an open-
Compared maintenance therapy with observation or Study AMLtype —— primary | Length of | Treatment Number of | Age Sex(male, label, multicentre, randomised phase 3 trial. Lancet Oncol. 2020 Sep;21(9):1201-1212.
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_ _ —— 0 — — = —— = 25 (2001) | 53% Oran 2020 0 0 0 o 4 s s 0770031, 119 . 4. Gao L, Zhang Y, Wang S, et al. Effect of rhG-CSF Combined With Decitabine Prophylaxis on
« Secondary outcomes included relapse free survival (RFS), mutated AML soc__ 30 56 (20-68) | 60% K oo o e e Relapse of Patients With High-Risk MRD-Negative AML After HSCT: An Open-Label,
relapse rate and safety (including adverse events and Xuan 2020 e |0 reapse | M ot o e as Torn Total 55 O 0 T - aal ¢ Multicenter, Randomized Controlled Trial. J Clin Oncol. 2020 Dec 20;38(36):4249-4259.
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