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Isidori A, Ferrara F, COO 2021

TREATMENT ALGORITHM FOR R/R AML



Isidori A, Ferrara F, COO 2021

HISTORICAL SALVAGE REGIMENS FOR FIT PTS



Isidori A, Ferrara F, COO 2021

TARGETED THERAPY



Gilteritinib: ADMIRAL trial

Perl et al, New Engl J Med 2019

Variable Gilteritinib
(N=247)

Salvage
Chemotherapy

(N=124)

Hazard Ratio or 
Risk Difference (95% 

CI)†

Response — no. (%)
Complete remission 52 (21.1) 13 (10.5) 10.6 (2.8-18.4)
Complete remission or complete remission with partial hematologic 
recovery

84 (34.0) 19 (15.3) 18.6 (9.8-27.4)

Complete remission with partial hematologic recovery 32 (13.0) 6 (4.8) ND
Complete remission with incomplete hematologic recovery 63 (25.5) 14 (11.3) ND
Complete remission with incomplete platelet recovery 19 (7.7) 0 (0) ND
Partial remission 33 (13.4) 5 (4.0) ND
No response 66 (26.7) 43 (34.7) ND

Composite complete remission‡ 134 (54.3) 27 (21.8) 32.5 (22.3-42.6)
Overall response 167 (67.6) 32 (25.8)

Median duration of remission (95% CI) — mo§ 11.0 (4.6-NE) NE (NE-NE) NE
Time to composite complete remission — mo 2.3 ± 1.9 1.3 ± 0.5 NA
Median leukemia-free survival (95% CI) — mo 4.4 (3.6-5.2) 6.7 (2.1-8.5) NE

Of 625 pts screened:



Gilteritinib: ADMIRAL trial

Perl et al, New Engl J Med 2019,
Smith C et al, Blood Adv 2021



ADMIRAL trial: prolonged Follow-up

Perl et al, Blood 2022





Todisco E et al. Cancer. 2023;129:992–1004



Todisco E et al. Cancer. 2023;129:992–1004



Todisco E et al. Cancer. 2023;129:992–1004



Time to deterioration of PROs for pts on VEN+AZA vs AZA+PBO

EORTC GHS/QoL PROMIS Fatigue

EORTC PF VAS

Pratz K et al, Blood Cancer Journal (2022) 12:71



Wei et al. NEJM 2020;383:2526-2537



Roboz G, et al. Haematologica 2021:106(12);3240-3243



Roboz G, et al. Haematologica 2021:106(12);3240-3243



Commentary
Medical nutrition is indicated if a patient cannot be fed

adequately by the oral route. If the intestinal tract is not severely
compromised, EN generally should be preferred. Several recent
studies support preferring EN over PN in allogeneic HSCT [117].
Data show a trend toward fewer complications using enteral
compared to PN during this procedure especially for infectious
complications [117]. After autologous HSCT, PN will be necessary
only in a few cases. After allogeneic HSCT PNwill be necessarymore
frequently and for prolonged periods because of severe toxic
mucositis, GI infections, and GI graft vs host disease.

37) There are insufficient consistent clinical data to recommend a
lowbacterial diet for patientsmore than 30days after allogeneic
transplantation. (recommendation C4-3; strength of recom-
mendation nonee Level of evidence low e strong consensus)

Commentary
Due to the severe, and sometimes protracted, immunosup-

pression induced by chemotherapy there is a risk of foodborne
infections In the 1980s the use of neutropenic diets after HSCT was
instituted as a means of preventing infection from organisms
colonizing the GI tract [118]. A Cochrane database review identified
619 studies investigating low bacterial diets during chemotherapy-
induced neutropenia but found only three RCTs among these
studies, each with methodological limitations and none considered
the post-neutropenia phase [119]. The authors concluded that there
was no evidence to support the use of a low bacterial diet for the
prevention of infection and related outcomes [119].

38) There are insufficient consistent clinical data to recommend
glutamine to improve clinical outcome in patients undergo-
ing high-dose chemotherapy and HSCT. (Recommendation
C4-4; strength of recommendation none e Level of evidence
low e strong consensus)

Commentary
Some nutritional substrates, such as glutamine, may influence

physiological mechanisms and have been proposed to protect the

intestinal mucosa from the impact of aggressive chemotherapy and
radiotherapy, support recovery of the hematopoietic and immune
system after cytoreductive therapies, optimize nitrogen balance
and muscle protein synthesis, and improve antioxidant systems
[120]. One RCT comparing PN supplemented with glutamine with
glutamine-free PN in autologous transplant patients reported more
severe oral mucositis and more relapses in the glutamine group
[100]. In recent years, only one further RCT has been published that
compared glutamine supplementation of PN to standard PN in 120
children with hematological malignancies and HSCT did not affect
the severity or duration of mucositis, engraftment, graft versus host
disease, relapse rate, or mortality [121]. Based on this information,
the use of glutamine in HSCT is not recommended.

5.5. Cancer survivors (Fig. 8)

39) We recommend that cancer survivors engage in regular
physical activity. (Recommendation C5-1; strength of
recommendation strong e Level of evidence low e
consensus)

Commentary
There is a strong theoretical background for advising cancer

survivors to engage in physical activity. Physical activity is an
effective strategy to improve aerobic capacity, physical fitness, and
function in cancer survivors [42,122,123] (RCT and meta-analysis;
high-grade evidence). Several observational studies have shown
that physical activity is associated with reduced recurrence and
mortality among breast and colon cancer survivors, however, there
is currently insufficient evidence regarding the association be-
tween physical activity and mortality for survivors of other cancers
[124e126] (Overall survival: low-grade evidence). Preliminary re-
sults from randomized trials of physical activity suggest beneficial
changes in the circulating levels of insulin, insulin-related path-
ways, and inflammation parameters [126].

40) In cancer survivors, we recommend maintaining a healthy
weight (BMI 18.5e25 kg/m2) and to maintain a healthy
lifestyle, which includes being physically active and a diet

Fig. 7. Interventions relevant to medical oncology patients.

M. Muscaritoli, J. Arends, P. Bachmann et al. Clinical Nutrition 40 (2021) 2898e2913

2908

Muscaritoli et al Clinical Nutrition 2021

ESPEN European Society for Clinical Nutrition and Metabolism guidelines for nutrition 
in cancer


