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Dasatinib+Blinatumomab in newly diagnosed Ph+ ALL (D-ALBA): long term results

Foà R et al, Abstract 4250; Foà R et al, NEJM 2020; Foà R et al, JCO 2023



Foà R et al, Abstract 4250; Foà R et al, JCO 2023

Dasatinib+Blinatumomab in newly diagnosed Ph+ ALL (D-ALBA): long term results

ü 30/59 (51%) who started blina had SCT
ü 53 months OS 80.7%, DFS 75.8%
ü Outcome worse if IKZF1+: DFS 82% vs 45% (p=0.029)
ü Outcome better if MR (EOI): DFS 100% vs 69% (p=0.036) 

Median follow up: 53 months



Haddad FG et al, Abstract 2827

Ponatinib+Blinatumomab in newly diagnosed Ph+ ALL 



Haddad FG et al, Abstract 2827

Ponatinib+Blinatumomab in newly diagnosed Ph+ ALL 

ü 1 pt had SCT; 7 relapses (all p190): 4CNS, 1 CRLF2+, 2 systemic

Median follow up: 17 months
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Feasibility and Outcome of Post-Induction Therapy Incorporating Dasatinib for Patients
with Newly Diagnosed (ABL-class Fusion B-ALL): Children's Oncology Group AALL1131

Salzer WL et al, Abstract 961

• 22 patients, median age 14 years (1-27)
• ABL-class fusions: ABL1 4

ABL2 4
PDGRB 12
CSF1R2

• 5/22 completed therapy
• MRD neg EOC 40% (Dasa) vs 87.5% 

(AALL1131) p=0.0006 

No indications to add Dasatinib for patients with these genotypes
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Chiaretti S et al, Abstract 826
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6. TRIAL DESIGN 

6.1 General Design 
In this phase II multicenter trial (Figure 5), 149 total eligible patients with Ph- CD19+ BCP ALL will 
be risk-stratified at presentation, will receive homogeneous supportive care, induction/consolidation 
chemotherapy plus CNS prophylaxis and blinatumomab, and will be homogeneously analyzed for 
response at prefixed time -points from induction day 1. Blinatumomab is administered twice, after 
chemotherapy courses 3 and 6. The MRD analysis is performed at weeks 4, 10, 14, 23 and 30. In 
this single-arm trial, the MRD negativity rate at week 14 (TP3) represents the primary study 
endpoint, to be compared with the rate obtained in a previous study.  
 
Figure 5. Design of the GIMEMA protocol for Ph- BCP ALL. The study aims at demonstrating an 
increase of early MRD negativity rates after blinatumomab course 1 (TP3) compared with TP2 following 
early consolidation with HD MTX/Ara-C. The timing of the different chemotherapy and blinatumomab 
courses, MRD study TPs, risk stratification criteria and types of risk/MRD-specific post-induction therapy 
are indicated. 
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B. Final MRD-oriented therapy 
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Enrollment period: August 2018-June 2020
Median follow up 38.1 months (0.5-62.8)

n=149
Final results of the phase 2 Gimema trial 2317



Chiaretti S et al, Abstract 826

ü Equally effective at all age cohorts
ü Slightly less effective in very high risk group

Final results of the phase 2 Gimema trial 2317



Final results of the phase 2 Gimema trial 2317

Chiaretti S et al, Abstract 826

• Worse OS for pts>55 years
(in part due to deaths in induction)

p=0.00043 p=0.4



Final results of the phase 2 Gimema trial 2317

Chiaretti S et al, Abstract 826

Focus on Ph-like:

ü 32 relapses occurred: 6 CNS, 5 extramedullary
ü Median time to relapse: 10 months (1.6-34.3)
ü Biological features: 1 KMT2A-r, 3 E2A-PBX1, 11 BCR/ABL–like, 4 MEF2D-r

• Ph-like ALL patients need innovative approaches!

p=0.0021



Ngyuen D et al, Abstract 4245

Hypercvad with or without Inotuzumab Ozogamicin and sequential blinatumomab in newly 
diagnosed young ALL

n=37n=38



Hypercvad with or without Inotuzumab Ozogamicin and sequential blinatumomab in newly 
diagnosed young ALL

Ngyuen D et al, Abstract 4245

ü 75 patients; median age 33 years (18-59)
ü CR rate 100%; MRD negative 95%; 60 day mortality 0%; 24 (32%) allo-SCT

Median follow-up:
30 months



E1910 randomized phase 3 trial: Blina vs SOC as consolidation in MRD negative
Outcomes by number of cycles

Luger SM et al, Abstract 2877

ü 488 pts, median age 51 yrs (30-70)
ü 224 MRD neg CR randomized 1:1
ü Median follow-up 43 months: median OS NR vs 71.4 months (p=0.003)

4 cycles
1 or 2 cycles

p=0.017

1 or 2 cycles

Chemotherapy only

p=0.35
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Goekbuget N et al, Abstract 964

Dose-reduced chemotherapy and Blinatumomab in older pre B ALL:
Phase 2 GMALL Bold trial

ü Age 56-75 years



Goekbuget N et al, Abstract 964

Dose-reduced chemotherapy and Blinatumomab in older pre B ALL:
Phase 2 GMALL Bold trial

OS@1 year 80%
OS@ 3 years 67% (48% in historical)
ALLOSCT: 3
MolCR 82% (55% in historical)

Median follow up: 757 days (61-1584)N=50



Agenda

ü Ph+ ALL

ü Ph-like ALL

ü Ph- B-ALL: 
• Young patients
• Elderly patients

ü T-ALL

ü New drugs



Frontline Consolidation with Nelarabine for Adults with High-Risk T-Cell Acute Lymphoblastic
Leukemia. Results of the Graall-2014/T Atriall Phase 2 Study

Boissel N et al, Abstract 962

After Nelarabine:
• Significant improvement of MRD response
• No significant reduction in CIR or improvement of DFS
• Significant reduction in CIR censored @HSCT



Frontline Consolidation with Nelarabine for Adults with High-Risk T-Cell Acute Lymphoblastic
Leukemia. Results of the Graall-2014/T Atriall Phase 2 Study

Boissel N et al, Abstract 962

• Patients inelegible to HSCT 
or with a non-ETP 
phenotype seem to benefit 
from Nelarabine in terms of 
relapse risk reduction and 
DFS

• The role of Nelarabine in T-
LBL was not investigated



Jain N et al, Abstract 963

Nelarabine, Pegylated Asparginase and Venetoclax Incorporated to HCVAD Chemotherapy in 
the Frontline Treatment of Adult Patients with T-ALL/T-LBL

ORR

96%
98%

100%
100%

89%



Jain N et al, Abstract 963

Nelarabine, Pegylated Asparginase and Venetoclax Incorporated to HCVAD Chemotherapy in 
the Frontline Treatment of Adult Patients with T-ALL/T-LBL

ETP-ALL

• Prolonged thrombocytopenia more common in Ven containing arms



Agenda

ü Ph+ ALL

ü Ph-like ALL

ü Ph- B-ALL: 
• Young patients
• Elderly patients

ü T-ALL

ü New drugs



Olverembatinib + Venetoclax and Reduced-
Intensity Chemotherapy in frontline Ph+ ALL 

Zhang T et al, Abstract 1504

Olverembatinib + Blinatumomab in frontline
Ph+ and Ph-like ALL

Gong X et al, Abstract 827

• 13 pts, 2 Ph-like 
• 13/13 CR, CMR 71% C1; 90% C2; 100% C3
• 6 months OS 100%; EFS 87.5%
• No cardiovascular event
• Median follow-up: 7 months

• 45 pts; median age 42 (19-74)
• CR/CRi 100%
• CMR 53.3%@1 month; 62.2% @3 months
• No early deaths
• Median follow-up: 8 months



A Phase I Study of Asciminib (ABL001) in Combination with Dasatinib and Prednisone for 
BCR-ABL1-Positive ALL and Blast Phase CML in Adults

Luskin MR et al, Abstract 965

ü Asciminib is an allosteric ABL1 inhibitor
ü Combination treatment with an allosteric and an ATP-competitive TKI may deepen responses and

limit mutations

ü Good safety profile

ü An expansion cohort incorporating Blinatumomab is now accruing



Take home messages

ü In Ph+ ALL a chemo-free approach is hopefully going to become a new standard of care
ü HSCT will be likely required only in a high risk Ph+ ALL patients (e.g. MRD+@3 months, IKZF1+…)

ü In Ph neg ALL, MRD driven strategies are mandatory, and incorporation of antibodies in the 
frontline setting is leading to better results both in young and elderly patients

ü Ph-like ALL still have a dismal outcome, despite sensitivity to Blinatumomab (new strategies are needed)

ü Blinatumomab may play a role also in MRD neg patients

ü In T-ALL setting, where antibodies are not available, Venetoclax is showing clinical activity (ETP)

ü New TKIs are in clinical development (olverembatinib, asciminib) in combination strategies
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