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•Personalize therapy based on risk and biology

•Achieve deep remission (MRD negativity)

•Reduce treatment-related toxicity

•Improve long-term survival and quality of life

Goals of Therapy in 2026
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Potential prognostic and predictive factors in adult ALL
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2024 ELN recommendations
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Ph+ B-ALL: a reversal of fortune for older adults
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20 years of progress in adult Ph- B ALL
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Children and adolescents with B-ALL
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Children and adolescents with B-ALL
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Updated results of the COG trial AALL1731



Updated results of the COG trial AALL1731
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Changes in prognostic value



CNS is the Most Important Extramedullary Site in ALL
• Concept is not new for ALL
– CNS has blood-brain barrier
– Testis has blood-testis barrier

• Patterns of relapse after HCT1

– Some sites have seemingly less GVL
– Ex.: skin, visceral organs

• Sanctuary sites à extramedullary relapse
• Relatively infrequent historically
– Post hoc analysis of UKALL12/ECOG 

29932

– Of 609 relapses, 45 (8%) had isolated 
EMD

– Most common site was CNS (n = 22)
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Recent Rates of Extramedullary Relapse: Ph- B-ALL

Treatment Chemo 
Intensity*

Patient Age:
Median (Range), y N Overall 

Survival
Relapses

Total EMD, n (%) Sites/Comments

S1318: Blin followed by 
POMP1 Absent 75 (66-84) 29 37% @ 3 y 13 2 (15%) NR

A041703: InO followed by 
Blin2 Absent 71 (60-84) 33 85% @ 1 y 12 2 (17%) Both EMD relapses involved CNS

Mini-hyperCVD + InO ±
Blin3 Reduced 68 (60-87) 80 46% @ 5 y 12 5 (42%) All included CNS, with 2 isolated to CNS

INITIAL-1: InO followed by 
Chemo4 Reduced 64 (56-80) 43 73% @ 3 y 11 4 (36%) All involved CNS

EWALL-InO5 Reduced 68 (55-84) 131 55% @ 2 y 49 4 (8%) 1 each: CNS, testis, skin, and bone

E1910: Chemo + Blin6
Full

51.5 (30-69) 112 85% @ 3 y NR NR NR

E1910: Chemo only6 50 (30-70) 112 68% @ 3 y NR NR NR
Abbreviations: Blin, blinatumomab; CNS, central nervous system; EMD, extramedullary disease; InO, inotuzumab ozogamicin; NR, not reported; NE, not estimable.

*Based on authors’ description or relative comparison of cytotoxic chemotherapy during induction and maintenance phases (i.e., not maintenance)

• Summary of Prospective Trials Incorporating Immunotherapy into Frontline Treatment for Adults
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Recent Rates of Extramedullary Relapse: Ph+ B-ALL

Treatment Chemo 
Intensity*

Patient Age:
Median (Range), y N Overall 

Survival
Relapses

Total EMD, n (%) Sites/Comments

D-ALBA: Dasatinib + Blin1 Absent 54 (24-82) 63
81% @ 53 

mo 9 5 (55%) 4 involved CNS, 1 nodal only

S1318: Dasatinib + Blin2 Absent 73 (65-87) 24 87% @ 3 y 7 2 (29%)† 2 involved CNS

Ponatinib + Blin3 Absent 50 (18-83) 76 88% @ 3 y 10 6 (60%)
5 isolated CNS, 1 peritoneum and lymph 

nodes

EWALL PH-01: Chemo + 
Dasatinib4 Reduced 69 (59-83) 71 36% @ 5 y 36 1 (3%)† 1 involved CNS

PhALLCON: Chemo + 
Imatinib5

Reduced
52 (19-75) 81 Median NE 

@ 20 mo 9‡ NR NR

PhALLCON: Chemo + 
Ponatinib5 54 (19-82) 164

Median NE 
@ 18 mo 6‡ NR NR

HyperCVAD + Ponatinib6 Full 46 (21-80) 86 65% @ 6 y 15 NR No CNS relapses after increased IT 
chemo; rate prior not reported

• Summary of Prospective Trials Incorporating Immunotherapy into Frontline Treatment for Adults

†Only reported EMD relapses involving CNS, so potentially an understatement. ‡Described as “loss-of-response” events with no other details.

1Foà, et al. N Engl J Med. 2020;383:1613-23. 2Advani, et al. Blood Adv. 2023;7:1279-85. 3Short, et al. J 
Hematol Oncol. 2025;18:55. 

4Rousellot, et al. Blood. 2016;128:774-82. 5Jabbour, et al. JAMA. 2024;331:1814-23. 6Kantarjian, et al. Am J 
Hematol. 2023;98:493-501
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Activity of Immunotherapy Against CNS Disease

Agent Mechanism of Action Evidence of CNS Activity

Blinatumomab CD3-CD19 Bispecific T-cell Engager Limited: 1 retrospective series

Inotuzumab Ozogamicin CD22 Antibody-Drug Conjugate None

Tisagenlecleucel CD19 CAR-T Cells
Moderate: pooled post hoc analysis of 
prospective studies and multiple retrospective 
series

Brexucabtagene autoleucel CD19 CAR-T Cells Moderate: retrospective analysis of real-world 
experience*

Obecabtagene autoleucel CD19 CAR-T Cells None (yet…)

• Evidence is Emerging that Support the Use of Some of these Agents

Modified from: Kopmar & Cassaday. Blood. 2023;141:1379-88.
*Muhsen, Roloff, et al. Blood Adv. 2025;9:4081-9. Courtesy of Cassaday RD. ASH Educational 2025



    Allogeneic Stem Cell Transplantation

NCCN. Acute Lymphoblastic Leukemia, Version 2.2024



     CAR-T Cell Therapy in 2026

NCCN. Acute Lymphoblastic Leukemia, Version 2.2024



Key Take-Home Messages

• Immunotherapy is central across disease phases      
• Ongoing clinical trials remain essential

ü suggests that empiric dose capping and dose reductions of asparaginase are reasonable 
strategies…

ü suggests against routinely proceeding with allo-HSCT as consolidation
ü suggests the addition of rituximab  to standard chemotherapy
ü suggests the addition of blinatumomab
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