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Ph+ ALL
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GIMEMA ALL2820. Features and repsonse to induction
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GIMEMA ALL2820. What is the impact of the chemo-
free combination on transplant strategy?



GIMEMA ALL2820. Transplant
Experimental arm (n=31) Control arm (n=16)

Ist CHR 29 16

IInd CHR 2 -

Median age (range) 49 (20-66) 47.07 (20-62)

Median WBC x 109/l  (range) 25.2 (1-244) 18.7 (2.8-73)

IKZF1plus only 4 2

EOI MRD+ 25 8

MRD + after 2 blina cycles/
cycles of chemotherapy

18 10

IKZF1plus+ MRD+ at both time 
points

11 4

Relapses - 2

Deaths 4 -

Transplant rate: 19.4% , transplant related mortality rate: 8.5% 
Chiaretti et al, ASH 2025 Abs  439; submitted



Blinatumomab and Ponatinib for Adults 
with Newly Diagnosed Ph+ ALL: 

Updated Results and Predictors of Relapse

NJ Short, H Kantarjian, N Jain, K Takahashi, K Furudate, J Senapati, FG Haddad, O 
Karrar, TM Kadia, K Chien, K Sasaki, E Kugler, R Garris, F Ravandi, E Jabbour
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• Chemotherapy-free combination of ponatinib + blinatumomab achieves 
deep responses in pts with newly diagnosed Ph+ ALL
- CR/CRi 98%, CMR 83%, NGS MRD negativity 96%

• Durable remissions without HSCT in first remission
- Estimated 3-year RFS 78%; 3-year OS 88%

- Only 2 pts (3%) underwent HSCT in first remission

-10 relapses to date (13% relapse rate; half in CNS)

• WBC >70K only factor predictive for relapse; ? role of VPREB1 deletion
- Very high-risk feature à CIR rate ~50%

• Novel strategies needed for pts with high-risk Ph+ ALL

Ponatinib + Blinatumomab in Ph+ ALL: Conclusions

Short et al, ASH 2024 abs 837



Who to transplant in the chemo-free era
(personal opinion)

• In the modern era, the number of patients candidate to allo-SCT is
significantly decreasing.

• Nevertheless, some should still be considered candidates

• Patients with suboptimal MRD: BCR::ABL1 and/or IG/TR

• IKZF1plus patients: most likely. 

Interaction with WBC count?



• B ALL  with recurrent genetis abnormalities:
a) t(9;22)(q34;q11) BCR/ABL1
b) t(v;11q23); MLL rearranged
c) t(12;21)(p13;q22); ETV6-RUNX1
d) ALL with hyperdiploidy
e) ALL with hypodiploidy
f) t(5;14)(q31;q32); IL3-IGH
g) t(1;19)(q23;p13); E2A-PBX1

• B ALL NOS

• T ALL

Provisional entity: ALL “BCR/ABL1-like”
Provisional entity: ALL with iAMP21

Prov. entity: Early T-cell precursor lymphobl. leukemia
Prov. entity: NK cell lymphobl. leukemia

Arber A et al, Blood 2016 127:2391-2405

WHO ALL classification
(2016)



In high risk ALL, RNA-seq has identified novel mutations that involve TKs in the majority of cases. They appear to have
transforming capability and to respond to TKIs.

Roberts KG. Cancer Cell 2012;  22:153-66 Roberts KG, et al. N Engl J Med 2014;371:1005–1015



Chiaretti S, et al. Haematologica, 2021

Bassan R, et al. Blood. 2025Chiaretti S, et al. ASH 2023 

Ph-like ALL: among the black sheeps, the more 
investigated



Ph-like ALL diagnostic and therapeutic
algorithm

Tran TH, Tasian SK. Blood. 2025



No relapse 
(n=10) 

• Tp2 neg
• Tp3 neg
• Fusion 

detected in 2 
patients

Relapse  (n=7)

• Tp2 pos*

• Tp3 neg*

• Fusion 
detected in 6 
patients

Relapse (n=5)

• Tp2 neg
• Tp3 neg
• Fusion 

detected in 3 
patients§

* MRD not evaluable in 2
§1 pt not evaluable for fusion 
gene

Ph-like status in GIMEMA LAL2317 trial: relapse and MRD

Plus 3 refractory cases, 2 deaths, 1 lost, 3 in follow-up (2 with fusions) 
Cardinali et al, ASH 2022



ECOG E1910; Subanalysis on Ph-like ALL

Roughly 40% of patients received allo-SCT



Role of allo-sct in Ph-like ALL patients enrolled 
in GIMEMA trials  

Lussana F, et al; under revision



What about other strategies?

• CAR-T

• Surovatamig



Ottaviano G, et al. Abs 112. ASH 2024

Role of prior and subsequent transplant: GoCART
Prior transplant Consecutive transplant



Wudhikarn et al. ASH 2024 (Abstract 5092; poster/oral presentation)

Role of prior and subsequent transplant: CIBMTR
Univariable analysis Multivariable analysisb

Outcome Subgroups (n) n
Evaluablec

6-month rate, %
(95% CI)

HR (95% CI)

DOR*
Post alloSCT
No (n=164)
Yes (n=76)

128
62

55 (42-66)
85 (71-92)

Reference
0.22 (0.10-0.49)

RFS*
Post alloSCT
No (n=164)
Yes (n=76)

164
76

47 (37-56)
67 (55-77)

Reference
0.62 (0.40-0.96)

MRD status prior to LD chemotherapy
CR/CRi, MRD negative 
CR/CRi, MRD positive 
Not in CR/CRi

59
16

148

67 (52-78)
49 (19-74)
47 (38-55)

Reference
1.44 (0.60-3.45)
2.08 (1.25-3.45)

Ongoing infection at infusion 
No (n=220)
Yes (n=22)

220
22

58 (50-65)
27 (8-50)

Reference
1.80 (1.02-3.19)

OS
ECOG PS 
ECOG PS <2 (n=200
ECOG PS ≥2 (n=17)

200
17

80 (74-85)
63 (36-82)

Reference
2.05 (1.00-4.21)

Ongoing infection at infusion
No (n=220)
Yes (n=22)

220
22

82 (76-87)
53 (30-71)

Reference
2.67 (1.40-5.10)

Apparently mild impact of  post allo-SCT



Aldoss,et al. EHA 2025



SYRUS: study design



SYRUS: responses

Aldoss,et al. EHA 2025



Conclusions

• In Ph+ ALL, in the optimal situation of drug availability, allo-SCT can be 
spared to most , but NOT all, patients

• In Ph-like ALL,  patients  should still be allografted at earliest 
convenience, after POSSIBLY a chemo-targeted-immunotherapy

• Nevertheless, in Ph-like ALL it must be kept in mind that several 
subsets do exist, and might require different intensification strategies 
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